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2.7.6.1 NN9924-4140

2.7.6.1.1

Trial Registration ID-number
NCT02161588

UTN U1111-1148-4141
Japanese registration number JapicCTI-142572

2014 6 11 2014 11 30 1
Cut-off date

2015 2 6

!
PK

! SNAC

!

!

1

2 48 24 24
18 6

3 1
Day 1 2 28

Day 1 7 1 Day 8 35 2 Day 36
63 3 Day 64 91 Day 92

Day 119 126 121 154
1 1

5 mg 1 10 mg 2
20 mg 3 40 mg

1 SNAC 300 mg
Day 1 91 Day 35 1 Day 63 2



 

 

Day 89 91 3 3
24 Day 91

48 24 24
18 6 3 1

——————————————————————————————————————————————————————————————————————————————————————————————————
Semaglutide Placebo Total
N (%) N (%) N (%)

——————————————————————————————————————————————————————————————————————————————————————————————————
Screened 41
Screening failures 14
Withdrawn before randomisation 3
Randomised 18 (100.0) 6 (100.0) 24 (100.0)  
Exposed 18 (100.0) 6 (100.0) 24 (100.0)  
Withdrawn after randomisation 1 (  5.6) 2 ( 33.3) 3 ( 12.5)  
  Withdrawal by subject 1 (  5.6) 1 ( 16.7) 2 (  8.3)  
  Other 0 (  0.0) 1 ( 16.7) 1 (  4.2)  
Completed 17 ( 94.4) 4 ( 66.7) 21 ( 87.5)  

Full analysis set 18 (100.0) 6 (100.0) 24 (100.0)  
Safety analysis set 18 (100.0) 6 (100.0) 24 (100.0)  
——————————————————————————————————————————————————————————————————————————————————————————————————
N: Number of subjects, %: Percentage of randomised subjects

——————————————————————————————————————————————————————————————————————————————————————————————————
Semaglutide Placebo Total
N (%) N (%) N (%)

——————————————————————————————————————————————————————————————————————————————————————————————————
Screened 76
Screening failures 51
Withdrawn before randomisation 1
Randomised 18 (100.0) 6 (100.0) 24 (100.0)  
Exposed 18 (100.0) 6 (100.0) 24 (100.0)  
Withdrawn after randomisation 2 ( 11.1) 1 ( 16.7) 3 ( 12.5)  
  Adverse event 1 (  5.6)     0 (  0.0) 1 (  4.2)  
  Withdrawal by subject 1 (  5.6) 1 ( 16.7) 2 (  8.3)  
Completed 16 ( 88.9) 5 ( 83.3) 21 ( 87.5)  

Full analysis set 18 (100.0) 6 (100.0) 24 (100.0)  
Safety analysis set 18 (100.0) 6 (100.0) 24 (100.0)  
——————————————————————————————————————————————————————————————————————————————————————————————————
N: Number of subjects, %: Percentage of randomised subjects

!
! 20 55
! 54.0 kg
! BMI kg/m2 20.0 25.0
! HbA1c 6.0%

! GI



 

 

! MTC 2 MEN2

!
! 1 5

! 2 Day 1 3 5
2 Day 1 1

! 1 25 mL
3 400 mL

!

! Day 1 0:00 2

! 24

! 48
! 48

! 3 2
3

! 200 mL

IMP SNAC 300 mg 1 1

Trial Product Batch Number Expiry Date

Semaglutide 5 mg tablet C2RI109
C2RI125

19 November 2015
17 February 2016

Semaglutide 10 mg tablet C2RI126 24 February 2016

Semaglutide 20 mg tablet C2RI111 09 December 2015

Semaglutide 40 mg tablet C2RI112 11 December 2015

91

SNAC



 

 

Trial Product Batch Number Expiry Date

Placebo tablet C2RI052
C2RI001

17 June 2015
05 March 2016

! SNAC
! C-

ECG

24 24 n=18
n=6 3 1 20%

14
AUC0-24h,sema,SS

AUC0-24h,sema,SS

AUC0-24h,sema,SS

NN9924-3991 40 mg
74.0% AUC0-24h,sema,SS SD 0.66

95% 80%

SD of log(AUC0 24h,sema,SS) 0.50 0.65 0.80
Range of 95% confidence 
interval of race ratio

From 0.65 to 1.54
times the estimated 
race ratio

From 0.57 to 1.75
times the estimated 
race ratio

From 0.50 to 1.99
times the estimated 
race ratio

The 95% confidence interval of the common race ratio was contained within the limits in this table with probability 
of 80%.

6 1

1
FAS 1

FAS

1 0 24
AUC0-24h,sema,SS AUC0-24h,sema,SS

AUC0-24h,sema,SS

AUC0-24h,sema,SS Day 35 10 mg Day 63 20 mg



 

 

Day 89 Day 90 Day 91 40 mg AUC0-24h,sema,SS

95%
p AUC0-24h,sema,SS

95%

AUC0 24h,sema,SS Cmax,sema,SS

SNAC tmax,sema,SS CL/Fsema,SS Ctrough,sema,SS

t½,sema,SS VSS/Fsema MRTsema,SS Rtheor,sema,SS AUC0 24h,SNAC,SD Cmax,SNAC,SD tmax,SNAC,SD CL/FSNAC,SD

AUC0 24h,SNAC,SS Cmax,SNAC,SS tmax,SNAC,SS CL/FSNAC,SS Ctrough,SNAC,SS VSS/FSNAC MRTSNAC,SS

Racc,SNAC,SS

! C- Day 1
Day 92

! Day 1 Day 92

! Day 1 Day 119 126

! Day 1 Day 119 126

! ECG

Day 1 Day 92

! Day 119 126

PK
SNAC SNAC t½

Racc,SNAC,SS AUC0-24h,SNAC,SD/AUC0-24h,SNAC,SS

AUC0 24h,SNAC,SS/AUC0 24h,SNAC,SD

AUC0 24h,sema,SS Cmax,sema,SS

10 20 40 mg



 

 

—————————————————————————————————————————————————————————————————————————————————————————
Semaglutide     Placebo Total
N (%) N (%) N (%)

—————————————————————————————————————————————————————————————————————————————————————————
Number of subjects 18 6 24
Sex
   Male 18 (100.0) 6 (100.0) 24 (100.0)   
Ethnicity
   Not Hispanic or Latino 18 (100.0) 6 (100.0) 24 (100.0)   
Race
   Asian 18 (100.0) 6 (100.0) 24 (100.0)   
—————————————————————————————————————————————————————————————————————————————————————————
N: Number of subjects, %: Percentage of subjects
—————————————————————————————————————————————————————————————————————————————————————————

Semaglutide Placebo Total
—————————————————————————————————————————————————————————————————————————————————————————
Number of subjects     18 6 24
Age (years)
N 18 6 24
Mean (SD) 38.4 (9.3) 37.9 (7.9) 38.3 (8.8)
Median 41.5 40.9 40.9
Min ; Max 20 ; 51 24 ; 45 20 ; 51

Body weight (kg)
N 18 6 24
Mean (SD) 64.4 (6.4) 64.9 (6.9) 64.5 (6.4)
Median 63.5 64.8 64.1
Min ; Max 54.8 ; 77.6 55.1 ; 75.8 54.8 ; 77.6

BMI (kg/m^2)
N 18 6 24
Mean (SD) 21.5 (1.4) 21.3 (0.9) 21.4 (1.3)
Median 21.1 21.1      21.1
Min ; Max 19.8 ; 24.3 20.4 ; 22.7 19.8 ; 24.3
—————————————————————————————————————————————————————————————————————————————————————————
N: Number of subjects, SD: Standard deviation, BMI: Body mass index
Baseline information is defined as the measurement at the latest assessment before dosing
BMI is calculated based on baseline measurements of body weight and height. 

—————————————————————————————————————————————————————————————————————————————————————————
Semaglutide     Placebo Total
N (%) N (%) N (%)

—————————————————————————————————————————————————————————————————————————————————————————
Number of subjects 18 6 24
Sex
   Male 18 (100.0) 6 (100.0) 24 (100.0)   
Ethnicity
   Hispanic or Latino  2 ( 11.1) 2 ( 33.3) 4 ( 16.7)   
   Not Hispanic or Latino 16 ( 88.9) 4 ( 66.7) 20 ( 83.3)   
Race
   White 18 (100.0) 6 (100.0) 24 (100.0)   
—————————————————————————————————————————————————————————————————————————————————————————
N: Number of subjects, %: Percentage of subjects
—————————————————————————————————————————————————————————————————————————————————————————

Semaglutide Placebo Total
—————————————————————————————————————————————————————————————————————————————————————————
Number of subjects     18 6 24
Age (years)
N 18 6 24
Mean (SD) 33.7 (5.4) 31.5 (8.0) 33.2 (6.1)
Median 31.7 27.7 31.1
Min ; Max 28 ; 47    26 ; 46 26 ; 47

Body weight (kg)
N 18 6 24
Mean (SD) 71.8 (4.7) 71.2 (6.3) 71.7 (5.0)



 

 

Median 72.1 73.8 72.8
Min ; Max 58.9 ; 80.3 59.2 ; 76.9 58.9 ; 80.3

BMI (kg/m^2)
N 18 6 24
Mean (SD) 22.2 (1.5) 22.9 (0.5) 22.4 (1.3)     
Median 21.9 22.9 22.5
Min ; Max 19.8 ; 25.1 22.3 ; 23.8 19.8 ; 25.1

—————————————————————————————————————————————————————————————————————————————————————————
N: Number of subjects, SD: Standard deviation, BMI: Body mass index
Baseline information is defined as the measurement at the latest assessment before dosing
BMI is calculated based on baseline measurements of body weight and height.

PK
! 10 20 40 mg AUC0 24h,sema,SS

/
10 mg 0.68 95% [0.50; 0.92], p=0.0136 20 mg 0.61 95% [0.45; 0.83],
p=0.0020 40 mg 0.77 95% [0.60; 0.99], p=0.0400

0.71 95% [0.56; 0.91], p=0.0069
! 10 mg 20 mg Cmax,sema,SS

/ 10 mg 0.71 95%
[0.52; 0.97], p=0.0313 20 mg 0.65 95% [0.48; 0.89], p=0.0068 40 mg

Cmax,sema,SS /
0.79 95% [0.61; 1.01], p=0.0640

0.74 [95% CI: 0.59; 0.94], p=0.0147
! AUC0 24h,sema,SS Cmax,sema,SS 43.3%

44.0% 38.3% 38.8%
!

2
AUC0 24h,sema,SS 1.78 95% [1.63; 1.94], p=0.0088 Cmax,sema,SS 1.78 95% [1.63;
1.95], p=0.0116

! Tmax,sema,SS 40 mg 2.00
1.00

! CL/Fsema,SS

4.40 6.40 L/h
6.50 9.23 L/h

! Ctrough,sema,SS

! VSS/Fsema 1512.12 L
1903.17 L

! t½,sema,SS MRTsema,SS Rtheor,sema,SS t½,sema,SS

161.11 174.07
SNAC PK

! AUC0 24h,SNAC,SD Cmax,SNAC,SD tmax,SNAC,SD CL/FSNAC,SD

SNAC PK
! Day 63 AUC0 24h,SNAC,SS

/ 0.81 95% [0.68; 0.96],
p=0.0163 Day 35 91 AUC0 24h,SNAC,SS

Day 35 0.84 95% [0.71; 1.00], p=0.0544 Day 91



 

 

0.87 95% [0.73; 1.03], p=0.1120 Day 35 61 91
0.84 95% [0.72; 0.98], p=0.0308

! Day 63 Cmax,SNAC,SS

/ 0.59 95% [0.39; 0.88], p=0.0104
Day 35 91 Cmax,SNAC,SS

Day 35 0.90 95% [0.60; 1.35], p=0.5984 Day 91 0.68 95%
[0.45; 1.02], p=0.0613 Day 35 61 91 0.71 95%

[0.53; 0.95], p=0.0233
! Tmax,SNAC,SS 0.333 0.667

0.667
! CL/FSNAC,SS Day 35 63 91

196.82 205.10 L/h 223.82 254.22 L/h

! Day 35 63 91 Ctrough,SNAC,SS 0
! MRTSNAC,SS

! VSS/FSNAC 353.73 L
457.60 L

! Racc,SNAC,SS 1.273
1.365

! SNAC

! 91
3.83 kg 95%

[ 6.46; 1.20], p=0.0053 6.37 kg 95% [ 8.81; 3.93], p<0.0001

! 91
0.23

mmol/L 95% [ 0.46; 0.01], p=0.0411 0.34 mmol/L 95%
[ 0.54; 0.13], p=0.0020

! 91 C-

!

18 8 44.4% 16 6 1
16.7% 1
18 11 61.1% 39 6 1 16.7%
1

! MESI
SUSAR

!

!



 

 

55.6% 26 33.3%
10

! 1 2
Day 69

!

!

!

!
18.4 / 16.6 /

7.0 /
0.4 /

!

!

! AUC0 24h,sema,SS Cmax,sema,SS

! SNAC AUC0 24h,SNAC,SD Cmax,SNAC,SD

! SNAC AUC0 24h,SNAC,SS Cmax,SNAC,SS

!

! 40 mg 13 1 1

amended by the 64th WMA General Assembly, Fortaleza, Brazil, October 2013
GCP ICH Step 4 version 1996 5 1



2.7.6.1.2

2.7.6.1.2-1





2.7.6.1.2-2



2.7.6.1.2-3



2.7.6.1.2-4



2.7.6.1.2-5



2.7.6.1.2-6



2.7.6.1.2-7



 

 

2.7.6.2 NN9924-4247

2.7.6.2.1

Novo Nordisk A/S, Novo Allé, DK-2880 Bagsvaerd, Denmark

Sodium N-(8-[2-hydroxybenzoyl] amino) caprylate SNAC

NN9924-4247
Trial Registration ID-number
NCT02911870

UTN U1111-1170-7054
EudraCT number 2015-002418-54

SNAC QTc

1
signatory investigator

Germany

, Germany

2016 9 23 2017 5 11 1
Cut-off date

2017 7 5

2017 12 13

Part A

! 3 SNAC

! 3 SNAC SNAC SNAC
Part B QTc

! SNAC QTc

! SNAC QTc -
! SNAC QT/QTc
! SNAC SNAC



 

 

! SNAC

Part A 1
SNAC 12 SNAC 5 SNAC

SNAC 1.2 2.4 3.6 g Part A
10 39 Part B 3.6 g part A

Part B 1 4
2 3.6 g SNAC 400 mg 2

12 QT
part B

31 85

Part A 36 12 2 95
36 Part A

Part B 48 82 48
46 Part B

! 18 55
! BMI kg/m2 18.5 28.0
!

!

! 1 5 1 5
48

! 1 25 mL 3 400 mL

! 5 90 139 mmHg
50 89 mmHg

!

IMP Dose Batch Number Expiry Date

SNAC 300 mg tablet 300 mg F2RD009 17-Feb-2018

Placebo tablet N/A F2RD008 17-Feb-2018

Moxifloxacin film-coated tablet 400 mg BXA68XG 30-Apr-2020

Notes: All IMPs were tablets for oral dosing.
Abbreviations: IMP: investigational medical product; SNAC: sodium N-[8-(2-hydroxybenzoyl) amino]



 

 

caprylate/salcaprozate sodium.

Part A SNAC
Part B SNAC 2

Part B co-primary
• SNAC 10 20 30 40 50 1 1.5 2 2.5 3 4 5 8 12 Fridericia

QT QTcF

• SNAC 10 20 30 40 50 1 1.5 2 2.5 3 4 5 8 12
QT QTcP

• PR QRS QT SNAC 10 20 30 40 50
1 1.5 2 2.5 3 4 5 8 12

• T U SNAC 10 12

• QTc QTc >450 ms QTc >480 ms QTc >500 ms
SNAC 10 12

• >100 bpm PR>200 ms QRS>110 ms SNAC 10 12

• 30 ms QTc 60 ms QTc
SNAC 10 12

Part A B
• AUC0 12h,SNAC,SD SNAC 0 12 SNAC -
• Cmax,SNAC,SD SNAC 0 12 SNAC
• tmax,SNAC,SD SNAC 0 12 SNAC
• t½,SNAC, SD SNAC

Part A B SNAC E494 E506 E1245 E1246 E1247
E494

• AUC0 12h,E494,SD SNAC 0 12 E494
• Cmax,E494,SD SNAC 0 12 E494
• tmax,E494,SD SNAC 0 12 E494
• t½,E494, SD E494

Part A
• Day 1 Day 8 11 SNAC

Part A
• Day 1



 

 

• Day 8 11

Part B
• SNAC Day 1 Day 29 57

• Day -1 Day 1

• Day -1 Day 1

Part A 12 2
3 SNAC part B

Part B QTcF SNAC-
14 10 ms 5%

90%

QTcF 0.2
QTcF 14 2

2

SNAC QT SNAC 14
(1 2 3 3 4 4 3 3 3 2 2 2 1 1) ms QTcF 10 ms

0.5 SNAC 10 ms QTcF
90% 41 Part B

10% 46 4
48

2 3 4 3 QTcF
5 ms ICH E14

5/3 3
5 Bonferroni

QTcF 0.6 10 
ms 2 3 4 9 ms 10 ms 9 ms 48
43 89%

48
10% 43

part B 92%
89%



 
     
      

• SAS 1 SAS
as treated

• FAS 1

as treated

Co-primary QTcF 14
QTcF 14 QTcF

SNAC part B

QTcF SNAC
14 90% 10 ms

p

part A B 40 35

Part A
SNAC
SNAC 3 1.2 2.4 3.6 g 12

• AUC0-12h,SNAC,SD SNAC 2 2.12
95% [1.80; 2.50]

• Cmax,SNAC,SD SNAC 2
1.46 95% [1.07; 2.00]

• tmax,SNAC,SD SNAC 25 1.5

• t½,SNAC,SD SNAC 3 1.9

SNAC
5 SNAC E494 E506 E1245 E1246 E1247 12

• AUC0-12h,SD SNAC E494

• Cmax,SD SNAC SNAC E494



 

 

E1245 E1246 E506 E1247

• tmax,SD SNAC
• t½,SD SNAC SNAC 3

Part B
3.6 g SNAC 12

• 3.6 g SNAC QTcF
QTcF SNAC 90%

0 2.3 ms
tmax,SNAC,SD QTcF

SNAC QTcF -
•
• QTcP
• PR QRS QT

• SNAC
U T

QTc >450 ms >480 ms >500 ms QTc

PR QRS

QTc >30 ms >60 ms

Part B
SNAC

3.6 g SNAC 12
• AUC0-12h,SNAC,SD CV% 14,440 (37.0%) ng*h/mL
• Cmax,SNAC,SD CV% 10,060 (75.0%) ng/mL
• tmax,SNAC,SD 0.63 0.18 1.53
• t½,SNAC,SD CV% 2.1 33.5%

SNAC
5 SNAC E494 E506 E1245 E1246 E1247 12

• 5 SNAC AUC0-12h,SD 3,450 337,742 ng*h/mL
• 5 SNAC Cmax,SD 2,135 52,784 ng/mL
• 5 SNAC tmax,SD 1.03 4.03
• 5 SNAC t½,SD 2.6 4.0

Part A



 
     
      

• Part A 36 7 19.4% 13 SNAC

• 13 9

•

•
•
•

•

Part B

• Part B 4 48 22 45.8% 41
48 7 14.6% 47 4 8.5%

SNAC 46 12 26.1%
• 34/41

• SNAC

• 1

•
•

•

• SNAC QTcF QT/QTc
• SNAC QTcF -
• QTcP PR QRS QT SNAC

• AUC0-12h,SNAC,SD SNAC
• Cmax,SNAC,SD SNAC
• 5 SNAC 3.6 g SNAC tmax,SD 5

t½,SD 2.6 4.0
• SNAC

1996 GCP ICH 1996 FDA 21 CFR 



 

 

312.120



 

2.7.6.2.2

2.7.6.2.2-1 part A
_____________________________________________________________________________________________________________________________

SNAC 1.2 g   SNAC 2.4 g SNAC 3.6 g Placebo Total
N   (%)    E      N   (%)    E      N   (%)    E      N   (%)    E      N   (%)    E    

_____________________________________________________________________________________________________________________________

Number of subjects 10 10   10 6 36

Events 2 ( 20.0)   2     1 ( 10.0)   3     2 ( 20.0)   4     2 ( 33.3)   4     7 ( 19.4)  13   

1 ( 10.0)   1     1 ( 10.0)   1     0 (  0.0)   0     2 ( 33.3)   3     4 ( 11.1)   5   
  0 (  0.0)   0     1 ( 10.0)   1     0 (  0.0)   0     1 ( 16.7)   1     2 (  5.6)   2   
  1 ( 10.0)   1     0 (  0.0)   0     0 (  0.0)   0     1 ( 16.7)   1     2 (  5.6)   2   
  0 (  0.0)   0     0 (  0.0)   0     0 (  0.0)   0     1 ( 16.7)   1     1 (  2.8)   1   

1 ( 10.0)   1     1 ( 10.0)   1     0 (  0.0)   0     0 (  0.0)   0     2 (  5.6)   2   
  1 ( 10.0)   1     0 (  0.0)   0     0 (  0.0)   0     0 (  0.0)   0     1 (  2.8)   1   
  0 (  0.0)   0     1 ( 10.0)   1     0 (  0.0)   0     0 (  0.0)   0     1 (  2.8)   1   

  0 (  0.0)   0     1 ( 10.0)   1     0 (  0.0)   0     0 (  0.0)   0     1 (  2.8)   1   
  0 (  0.0)   0     1 ( 10.0)   1     0 (  0.0)   0     0 (  0.0)   0     1 (  2.8)   1   

0 (  0.0)   0     0 (  0.0)   0     1 ( 10.0)   1     0 (  0.0)   0     1 (  2.8)   1   
  0 (  0.0)   0     0 (  0.0)   0     1 ( 10.0)   1     0 (  0.0)   0     1 (  2.8)   1   

0 (  0.0)   0     0 (  0.0)   0     1 ( 10.0)   1     0 (  0.0)   0     1 (  2.8)   1   
  0 (  0.0)   0     0 (  0.0)   0     1 ( 10.0)   1     0 (  0.0)   0     1 (  2.8)   1   

0 (  0.0)   0     0 (  0.0)   0     0 (  0.0)   0     1 ( 16.7)   1     1 (  2.8)   1   
  0 (  0.0)   0     0 (  0.0)   0     0 (  0.0)   0     1 ( 16.7)   1     1 (  2.8)   1   

0 (  0.0)   0     0 (  0.0)   0     1 ( 10.0)   1     0 (  0.0)   0     1 (  2.8)   1   
  0 (  0.0)   0     0 (  0.0)   0     1 ( 10.0)   1     0 (  0.0)   0     1 (  2.8)   1   

0 (  0.0)   0     0 (  0.0)   0     1 ( 10.0)   1     0 (  0.0)   0     1 (  2.8)   1   
  0 (  0.0)   0     0 (  0.0)   0     1 ( 10.0)   1     0 (  0.0)   0     1 (  2.8)   1   
_____________________________________________________________________________________________________________________________
N: Number of subjects, %: Percentage of subjects, E: Number of events
Relationship to trial product is based on investigator(s)'s assessment.

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:18:12 - t_ae_soc_sum_4247a/t_ae_te_soc_sum_A_4247a.txt



 

2.7.6.2.2-2 part A

_____________________________________________________________________________________________________________________________

_____________________________________________________________________________________________________________________________

There are no data for this output

_____________________________________________________________________________________________________________________________

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:18:13 - t_ae_soc_sum_4247a/t_sae_te_sum_A_4247a.txt



 

2.7.6.2.2-3 part A

_____________________________________________________________________________________________________________________________
SNAC 1.2 g SNAC 2.4 g SNAC 3.6 g  Placebo Total
N   (%)    E      N   (%)    E      N   (%)    E      N   (%)    E      N   (%)    E    

_____________________________________________________________________________________________________________________________

Number of subjects 10 10 10 6 36

Events 1 ( 10.0)   1     1 ( 10.0)   2     0 (  0.0)   0     0 (  0.0)   0     2 (  5.6)   3   

1 ( 10.0)   1     1 ( 10.0)   1     0 (  0.0)   0     0 (  0.0)   0     2 (  5.6)   2   
  0 (  0.0)   0     1 ( 10.0)   1     0 (  0.0)   0     0 (  0.0)   0     1 (  2.8)   1   
  1 ( 10.0)   1     0 (  0.0)   0     0 (  0.0)   0     0 (  0.0)   0     1 (  2.8)   1   

0 (  0.0)  0     1 ( 10.0)   1     0 (  0.0)   0     0 (  0.0)   0     1 (  2.8)   1   
  0 (  0.0)   0     1 ( 10.0)   1     0 (  0.0)   0     0 (  0.0)   0     1 (  2.8)   1   

_____________________________________________________________________________________________________________________________
N: Number of subjects, %: Percentage of subjects, E: Number of events
Relationship to trial product is based on investigator(s)'s assessment.

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:18:15 - t_ae_soc_sum_4247a/t_ae_te_relat_ins_sum_A_4247a.txt



 

2.7.6.2.2-4 part A

_____________________________________________________________________________________________________________________________

_____________________________________________________________________________________________________________________________

There are no data for this output

_____________________________________________________________________________________________________________________________

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:18:15 - t_ae_soc_sum_4247a/t_ae_te_severe_sum_A_4247a.txt



 

2.7.6.2.2-5 part A

_____________________________________________________________________________________________________________________________
SNAC 1.2 g   SNAC 2.4 g SNAC 3.6 g Placebo Total
N   (%)    E      N   (%)    E      N   (%)    E      N   (%)    E      N   (%)    E    

_____________________________________________________________________________________________________________________________

Number of subjects 10 10   10 6 36

Events 0 (  0.0)   0     1 ( 10.0)   2     0 (  0.0)   0     1 ( 16.7)   2     2 (  5.6)   4   

0 (  0.0)   0     1 ( 10.0)   1     0 (  0.0)   0     1 ( 16.7)   1     2 (  5.6)   2   
  0 (  0.0)   0     1 ( 10.0)   1     0 (  0.0)   0     1 ( 16.7)   1     2 (  5.6)   2   

0 (  0.0)   0     0 (  0.0)   0     0 (  0.0)   0     1 ( 16.7)   1     1 (  2.8)   1   
  0 (  0.0)   0     0 (  0.0)   0     0 (  0.0)   0     1 ( 16.7)   1     1 (  2.8)   1   

0 (  0.0)   0     1 ( 10.0)   1     0 (  0.0)   0     0 (  0.0)   0     1 (  2.8)   1   
  0 (  0.0)   0     1 ( 10.0)   1     0 (  0.0)   0     0 (  0.0)   0     1 (  2.8)   1   

_____________________________________________________________________________________________________________________________
N: Number of subjects, %: Percentage of subjects, E: Number of events
Relationship to trial product is based on investigator(s)'s assessment.

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:18:17 - t_ae_soc_sum_4247a/t_ae_te_moderate_sum_A_4247a.txt



 

2.7.6.2.2-6 part A

_____________________________________________________________________________________________________________________________
                                     SNAC 1.2 g        SNAC 2.4 g        SNAC 3.6 g        Placebo           Total           
                                     N   (%)    E      N   (%)    E      N   (%)    E      N   (%)    E      N   (%)    E    
_____________________________________________________________________________________________________________________________
                                                                                                                             
Number of subjects                  10                10                10                 6                36               
                                                                                                                             
Events                               2 ( 20.0)   2     1 ( 10.0)   1     2 ( 20.0)   4     2 ( 33.3)   2     7 ( 19.4)   9   
                                                                                                                             

                             1 ( 10.0)   1     0 (  0.0)   0     0 (  0.0)   0     2 ( 33.3)   2     3 (  8.3)   3   
                                 1 ( 10.0)   1     0 (  0.0)   0     0 (  0.0)   0     1 ( 16.7)   1     2 (  5.6)   2   
                                 0 (  0.0)   0     0 (  0.0)   0     0 (  0.0)   0     1 ( 16.7)   1     1 (  2.8)   1   
                                                                                                                             

   0 (  0.0)   0     1 ( 10.0)   1     0 (  0.0)   0     0 (  0.0)   0     1 (  2.8)   1   
                     0 (  0.0)   0     1 ( 10.0)   1     0 (  0.0)   0     0 (  0.0)   0     1 (  2.8)   1   
                                                                                                                             

                 0 (  0.0)   0     0 (  0.0)   0     1 ( 10.0)   1     0 (  0.0)   0     1 (  2.8)   1   
                                 0 (  0.0)   0     0 (  0.0)   0     1 ( 10.0)   1     0 (  0.0)   0     1 (  2.8)   1   
                                                                                                                             

                     0 (  0.0)   0     0 (  0.0)   0     1 ( 10.0)   1     0 (  0.0)   0     1 (  2.8)   1   
                                 0 (  0.0)   0     0 (  0.0)   0     1 ( 10.0)   1     0 (  0.0)   0     1 (  2.8)   1   
                                                                                                                             

                             0 (  0.0)   0     0 (  0.0)   0     1 ( 10.0)   1     0 (  0.0)   0     1 (  2.8)   1   
                                 0 (  0.0)   0     0 (  0.0)   0     1 ( 10.0)   1     0 (  0.0)   0     1 (  2.8)   1   
                                                                                                                             

                           1 ( 10.0)   1     0 (  0.0)   0     0 (  0.0)   0     0 (  0.0)   0     1 (  2.8)   1   
                               1 ( 10.0)   1     0 (  0.0)   0     0 (  0.0)   0     0 (  0.0)   0     1 (  2.8)   1   
                                                                                                                             

               0 (  0.0)   0     0 (  0.0)   0     1 ( 10.0)   1     0 (  0.0)   0     1 (  2.8)   1   
                               0 (  0.0)   0     0 (  0.0)   0     1 ( 10.0)   1     0 (  0.0)   0     1 (  2.8)   1   
                                                                                                                             

_____________________________________________________________________________________________________________________________
N: Number of subjects, %: Percentage of subjects, E: Number of events                                                        
Relationship to trial product is based on investigator(s)'s assessment.                                                      
                                                                                                                             
                                                                               nn9924/nn9924-exploratory/susot004_20190515_er
                                                         21MAY2019:11:18:18 - t_ae_soc_sum_4247a/t_ae_te_mild_sum_A_4247a.txt



 

2.7.6.2.2-7 part A

_____________________________________________________________________________________________________________________________

_____________________________________________________________________________________________________________________________

There are no data for this output

_____________________________________________________________________________________________________________________________

 nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:17:32 - l_teae_4247a/l_teae_withdrawal_A_4247a.txt



 

2.7.6.2.2-8 part B

_____________________________________________________________________________________________________________________________
                                     SNAC              Placebo 1         Placebo 2         Moxifloxacin      Total           
                                     N   (%)    E      N   (%)    E      N   (%)    E      N   (%)    E      N   (%)    E    
_____________________________________________________________________________________________________________________________
                                                                                                                             
Number of subjects                  46                48                47                47                48               
Events                              12 ( 26.1)  19     7 ( 14.6)   8     4 (  8.5)   7     6 ( 12.8)   7    22 ( 45.8)  41   
                                                                                                                             

                             7 ( 15.2)  10     0 (  0.0)   0     1 (  2.1)   2     2 (  4.3)   2    10 ( 20.8)  14   
                                 5 ( 10.9)   5     0 (  0.0)   0     1 (  2.1)   1     1 (  2.1)   1     7 ( 14.6)   7   
                                 3 (  6.5)   3     0 (  0.0)   0     0 (  0.0)   0     1 (  2.1)   1     4 (  8.3)   4   
                                 1 (  2.2)   1     0 (  0.0)   0     1 (  2.1)   1     0 (  0.0)   0     2 (  4.2)   2   
                                 1 (  2.2)   1     0 (  0.0)   0     0 (  0.0)   0     0 (  0.0)   0     1 (  2.1)   1   
                                                                                                                             

                           6 ( 13.0)   6     2 (  4.2)   3     1 (  2.1)   1     2 (  4.3)   2    10 ( 20.8)  12   
                                 3 (  6.5)   3     2 (  4.2)   3     1 (  2.1)   1     1 (  2.1)   1     6 ( 12.5)   8   
                         3 (  6.5)   3     0 (  0.0)   0     0 (  0.0)   0     0 (  0.0)   0     3 (  6.3)   3   
                           0 (  0.0)   0     0 (  0.0)   0     0 (  0.0)   0     1 (  2.1)   1     1 (  2.1)   1   
                                                                                                                             

                 3 (  6.5)   3     2 (  4.2)   2     1 (  2.1)   1     1 (  2.1)   1     7 ( 14.6)   7   
                                 1 (  2.2)   1     1 (  2.1)   1     0 (  0.0)   0     1 (  2.1)   1     3 (  6.3)   3   
                             1 (  2.2)   1     1 (  2.1)   1     0 (  0.0)   0     0 (  0.0)   0     2 (  4.2)   2   
                               1 (  2.2)   1     0 (  0.0)   0     0 (  0.0)   0     0 (  0.0)   0     1 (  2.1)   1   
                             0 (  0.0)   0     0 (  0.0)   0     1 (  2.1)   1     0 (  0.0)   0     1 (  2.1)   1   
                                                                                                                             

           0 (  0.0)   0     2 (  4.2)   2     1 (  2.1)   1     0 (  0.0)   0     3 (  6.3)   3   
                           0 (  0.0)   0     2 (  4.2)   2     1 (  2.1)   1     0 (  0.0)   0     3 (  6.3)   3   
                                                                                                                             

   0 (  0.0)   0     0 ( 0.0)   0     0 (  0.0)   0     2 (  4.3)   2     2 (  4.2)   2   
                                 0 (  0.0)   0     0 (  0.0)   0     0 (  0.0)   0     1 (  2.1)   1     1 (  2.1)   1   
                               0 (  0.0)   0     0 (  0.0)   0     0 (  0.0)   0     1 (  2.1)   1     1 (  2.1)   1   
                                                                                                                             

           0 (  0.0)   0     1 (  2.1)   1     1 (  2.1)   1     0 (  0.0)   0     2 (  4.2)   2   
                               0 (  0.0)   0     1 (  2.1)   1     1 (  2.1)   1     0 (  0.0)   0     2 (  4.2)   2   
                                                                                                                             

                             0 (  0.0)   0     0 (  0.0)   0     1 (  2.1)   1     0 (  0.0)   0     1 (  2.1)   1   
_____________________________________________________________________________________________________________________________
N: Number of subjects, %: Percentage of subjects, E: Number of events                                                        
                                                                                                                             
                                                                               nn9924/nn9924-exploratory/susot004_20190515_er
                                                          21MAY2019:11:18:22 - t_ae_soc_sum_4247b/t_ae_te_soc_sum_B_4247b.txt



 

Adverse events by system organ class and preferred term - treatment-emergent - summary - safety analysis set - part B

_____________________________________________________________________________________________________________________________
SNAC Placebo 1 Placebo 2 Moxifloxacin Total
N   (%)    E      N   (%)    E      N   (%)    E      N   (%)    E      N   (%)    E    

_____________________________________________________________________________________________________________________________

  0 (  0.0)   0     0 (  0.0)   0     1 (  2.1)   1     0 (  0.0)   0     1 (  2.1)   1   

_____________________________________________________________________________________________________________________________
N: Number of subjects, %: Percentage of subjects, E: Number of events

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:18:22 - t_ae_soc_sum_4247b/t_ae_te_soc_sum_B_4247b.txt



 

2.7.6.2.2-9 part B

_____________________________________________________________________________________________________________________________
                                                                                                                             
_____________________________________________________________________________________________________________________________
                                                                                                                             
                                                                                                                             
                                                                                                                             
                           There are no data for this output                                                                 
                                                                                                                             
                                                                                                                             
                                                                                                                             
_____________________________________________________________________________________________________________________________
                                                                                                                             
                                                                               nn9924/nn9924-exploratory/susot004_20190515_er
                                                             21MAY2019:11:18:24 - t_ae_soc_sum_4247b/t_sae_te_sum_B_4247b.txt



 

2.7.6.2.2-10 part B

_____________________________________________________________________________________________________________________________
SNAC Placebo 1 Placebo 2 Moxifloxacin Total
N   (%)    E      N   (%)    E     N   (%)    E      N   (%)    E      N   (%)    E    

_____________________________________________________________________________________________________________________________

Number of subjects 46 48 47 47 48
Events 8 ( 17.4)  10     2 (  4.2)   2     0 (  0.0)   0     5 ( 10.6)   5    14 ( 29.2)  17   

5 ( 10.9)   5     0 (  0.0)   0     0 (  0.0)   0     2 (  4.3)   2     7 ( 14.6)   7   
  4 (  8.7)   4     0 (  0.0)   0     0 (  0.0)   0     1 (  2.1)   1     5 ( 10.4)   5   
  1 (  2.2)   1     0 (  0.0)   0     0 (  0.0)   0     1 (  2.1)   1     2 (  4.2)   2   

5 ( 10.9)   5     2 (  4.2)   2     0 (  0.0)   0     1 (  2.1)   1     7 ( 14.6)   8   
  2 (  4.3)   2     2 (  4.2)   2     0 (  0.0)   0     0 (  0.0)   0     3 (  6.3)   4   
  3 (  6.5)   3     0 (  0.0)   0     0 (  0.0)   0     0 (  0.0)   0     3 (  6.3)   3   
  0 (  0.0)   0     0 (  0.0)   0     0 (  0.0)   0     1 (  2.1)   1     1 (  2.1)   1   

  0 (  0.0)   0     0 (  0.0)   0     0 (  0.0)   0     2 (  4.3)   2     2 (  4.2)   2   
  0 (  0.0)   0     0 (  0.0)   0     0 (  0.0)   0     1 (  2.1)   1     1 (  2.1)   1   
  0 (  0.0)   0     0 (  0.0)   0     0 (  0.0)   0     1 (  2.1)   1     1 (  2.1)   1   

_____________________________________________________________________________________________________________________________
N: Number of subjects, %: Percentage of subjects, E: Number of events

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:18:25 - t_ae_soc_sum_4247b/t_ae_te_relat_ins_sum_B_4247b.txt



 

2.7.6.2.2-11 part B

_____________________________________________________________________________________________________________________________
                                                                                                                             
_____________________________________________________________________________________________________________________________
                                                                                                                             
                                                                                                                             
                                                                                                                             
                           There are no data for this output                                                                 
                                                                                                                             
                                                                                                                             
                                                                                                                             
_____________________________________________________________________________________________________________________________
                                                                                                                             
                                                                               nn9924/nn9924-exploratory/susot004_20190515_er
                                                       21MAY2019:11:18:26 - t_ae_soc_sum_4247b/t_ae_te_severe_sum_B_4247b.txt



 

2.7.6.2.2-12 part B

_____________________________________________________________________________________________________________________________
SNAC Placebo 1 Placebo 2 Moxifloxacin Total
N   (%)    E      N   (%)    E      N   (%)    E      N   (%)    E      N   (%)    E    

_____________________________________________________________________________________________________________________________

Number of subjects 46 48 47 47 48
Events  3 (  6.5)   3     0 (  0.0)   0     2 (  4.3)   2     2 (  4.3)   2     7 ( 14.6)   7   

  0 (  0.0)   0     0 (  0.0)   0     0 (  0.0)   0     2 (  4.3)   2     2 (  4.2)   2   
  0 (  0.0)   0     0 (  0.0)   0     0 (  0.0)   0     1 (  2.1)   1     1 (  2.1)   1   
  0 (  0.0)   0     0 (  0.0)   0     0 (  0.0)   0     1 (  2.1)   1     1 (  2.1)   1   

 1 (  2.2)   1     0 (  0.0)   0     1 (  2.1)   1     0 (  0.0)   0     2 (  4.2)   2   
  1 (  2.2)   1     0 (  0.0)   0     0 (  0.0)   0     0 (  0.0)   0     1 (  2.1)   1   
   0 (  0.0)   0     0 (  0.0)   0     1 (  2.1)   1     0 (  0.0)   0     1 (  2.1)   1   

1 (  2.2)   1     0 (  0.0)   0     0 (  0.0)   0     0 (  0.0)   0     1 (  2.1)   1   
  1 (  2.2)   1     0 (  0.0)   0     0 (  0.0)   0     0 (  0.0)   0     1 (  2.1)   1   

1 (  2.2)   1     0 (  0.0)   0     0 (  0.0)   0     0 (  0.0)   0     1 (  2.1)   1   
  1 (  2.2)   1     0 (  0.0)   0     0 (  0.0)   0     0 (  0.0)   0     1 (  2.1)   1   

0 (  0.0)   0     0 (  0.0)   0    1 (  2.1)   1     0 (  0.0)   0     1 (  2.1)   1   
  0 (  0.0)   0     0 (  0.0)   0     1 (  2.1)   1     0 (  0.0)   0     1 (  2.1)   1   

_____________________________________________________________________________________________________________________________
N: Number of subjects, %: Percentage of subjects, E: Number of events

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:18:27 - t_ae_soc_sum_4247b/t_ae_te_moderate_sum_B_4247b.txt



 

2.7.6.2.2-13 part B

_____________________________________________________________________________________________________________________________
SNAC Placebo 1 Placebo 2 Moxifloxacin Total
N   (%)    E      N   (%)    E      N   (%)    E      N   (%)    E      N   (%)    E    

_____________________________________________________________________________________________________________________________

Number of subjects 46 48 47 47 48
Events 10 ( 21.7)  16     7 ( 14.6)   8     4 (  8.5)   5     4 (  8.5)   5    19 ( 39.6)  34   

6 ( 13.0)   9     0 (  0.0)   0     1 (  2.1)   2     2 (  4.3)   2     9 ( 18.8)  13   
  4 (  8.7)   4     0 (  0.0)   0     1 (  2.1)   1     1 (  2.1)   1     6 ( 12.5)   6   
  3 (  6.5)   3     0 (  0.0)   0     0 (  0.0)   0     1 (  2.1)   1     4 (  8.3)   4   
  1 (  2.2)   1     0 (  0.0)   0     1 (  2.1)   1     0 (  0.0)   0     2 (  4.2)   2 
  1 (  2.2)   1     0 (  0.0)   0     0 (  0.0)   0     0 (  0.0)   0     1 (  2.1)   1   

5 ( 10.9)   5     2 (  4.2)   3     1 (  2.1)   1     2 (  4.3)   2     9 ( 18.8)  11   
  3 (  6.5)   3     2 (  4.2)   3     1 (  2.1)   1     1 (  2.1)   1     6 ( 12.5)   8   
   2 (  4.3)   2     0 (  0.0)   0     0 (  0.0)   0     0 (  0.0)   0     2 (  4.2)   2   
  0 (  0.0)   0     0 (  0.0)   0     0 (  0.0)   0     1 (  2.1)   1     1 (  2.1)   1   

2 (  4.3)   2     2 (  4.2)   2     0 (  0.0)   0     1 (  2.1)   1     5 ( 10.4)   5   
  1 (  2.2)   1     1 (  2.1)   1     0 (  0.0)   0     1 (  2.1)   1     3 (  6.3)   3   
  1 (  2.2)   1     0 (  0.0)   0     0 (  0.0)   0     0 (  0.0)   0     1 (  2.1)   1   
  0 (  0.0)   0    1 (  2.1)   1     0 (  0.0)   0     0 (  0.0)   0     1 (  2.1)   1   

0 (  0.0)   0     2 (  4.2)   2   1 (  2.1)   1     0 (  0.0)   0     3 (  6.3)   3   
  0 (  0.0)   0     2 (  4.2)   2     1 (  2.1)   1     0 (  0.0)   0     3 (  6.3)   3   

0 (  0.0)   0     1 (  2.1)   1     1 (  2.1)   1     0 (  0.0)   0     2 (  4.2)   2   
  0 (  0.0)   0     1 (  2.1)   1     1 (  2.1)   1     0 (  0.0)   0     2 (  4.2)   2   

_____________________________________________________________________________________________________________________________
N: Number of subjects, %: Percentage of subjects, E: Number of events

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:18:28 - t_ae_soc_sum_4247b/t_ae_te_mild_sum_B_4247b.txt



 

2.7.6.2.2-14 part B

_____________________________________________________________________________________________________________________________
Subject ID  AE System organ class/ Onset time/ Trial day/ Severity   Relation/   Related to    AE requiring     
Sequence    no.Preferred term/ Withdrawal date/ Duration Action a technical   additional data  
Treatment      Reported term Outcome (days) complaint     collection (Y/N) 
Age/Sex/BMI (Y/N)
_____________________________________________________________________________________________________________________________

101171 3  / 17APR2017 10:00/ 20/ Moderate   Unlikely/   N N
MPPS / 22APR2017/       12 Drug
Placebo Abscess Perianal RECOVERED/RESOLV Withdrawn
28/M/19.4 ED

_____________________________________________________________________________________________________________________________
Age (years), BMI: Body mass index (kg/m^2), AE: Adverse event, No.: Number, Y: Yes, N: No, M: Male
Relationship to trial products is based on investigator(s)'s assessment.
In the sequence column S defines SNAC, M defines moxifloxacin and P defines placebo.

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:17:41 - l_teae_4247b/l_teae_withdrawal_B_4247b.txt



 

 

2.7.6.3 NN9535-3652

2.7.6.3.1

Novo Nordisk A/S, Novo Allé, DK-2880 Bagsvaerd, Denmark

NNC0113-0217
Trial Registration ID-number
NCT02064348

UTN U1111-1136-6455
EudraCT number 2012-005073-31

QTc

3
www.clinicaltrials.gov A thorough QTc evaluation of the effect of semaglutide on cardiac repolarisation in 
healthy subjects.

Germany

Germany

2014 2 26 2015 4 23 1
Cut-off date

2015 6 30 2015 6 19

2015 12 22

!
QTc

QT 1.5 mg 95%
10 msec



 

 

! QT
QTc

95% 5 msec

! PR 0.5 mg 1.0 mg 1.5
mg

! QTc
!
!

400 mg 1.5 mg
1 3

QT
2 2A 2B 2:1:1

! 1

! 2A

! 2B

13 1 2
72 Day 1 2 48

Day 3 4 24
0.25 mg 1

4 0.5 mg 1.0 mg 1.5 mg 1
4 6 8 0.5 mg 1.0 mg 1.5 mg 4

5 7 11 48
1.5 mg 48

2 24
11 Day 3

5 7 13
22 27

48 24 QT

QTc 3
0.25 mg 4

168 168 166
83 83 16

152 full analysis set FAS
safety analysis set SAS



 

 

! 18 55
! BMI kg/m2 20 30
! 60 kg 110 kg
!

!
5

1%

!

!

! QT 50

! 50
! 3 5

!

1.34 mg/mL PDS290 1.5 mL
CV40205 CV40201 1

0.25 mg 0.25 mg 0.50 mg 1.0 mg 1.5 mg 1 4 1.5 mg
1.5 mg

2 12 Day 1 1.5 mg 168
16

PDS290 1.5 mL
CV40231 DV40008

1
Avelox® 400 mg BXA4VUD BXFP9F1

C1110027 QT 2
11

! 0.5 mg 1.0 mg 1.5 mg 4 0 48

! 0 24
! 0.25 mg 0.5 mg 1.0 mg 1.5 mg 4 48



 
     
      

! 5 7

48 1.5 mg
11 95% 10 msec

80% 80%
(0.80)1/11=0.98 10 msec

80% SD 11 msec 3 msec

3 msec
69 2 msec 90%

168 140 16%

! FAS 1 FAS
as treated

! SAS 1 SAS
as treated

! 1.5 mg 4 0 48 11
QTc

11 QTc
1.5 mg

QTc
1.5 mg

QTc 10 msec 5% 11
95%

90%
11 p 5% 11
95% 90% 10 msec

! 0 24 8
2 QTc

QT 2 11
24 8

QTc 3 6 2 2
2A 2B

QTc
2 11 QTc

QTc
95% 2 1 5 msec QT



 

 

Bonferroni

! 0.5 mg 1.0 mg 1.5 mg 4 0 48 11
PR

PR
2 90% PR

90%
!

0.5 mg 1.0 mg 1.5 mg QTc

0.5 mg 1.0 mg 1.5 mg 48 11 QTc
QTc

QTc
QTc

1
QTc

!
AUC0-168h,sema,SS AUC0-48h,sema,SS Cmax,sema,SS

0.25 mg 0.5 mg 1.0 mg 1.5 mg 4
2

95% 2 2
AUC0-168h,sema,SS AUC0-48h,sema,SS Cmax,sema,SS 2 2

!

38.2 77.3 kg BMI kg/m2 25.1 166
67 99 96.4%
98.8%

! 1.5 mg QTc
11 90% 10 msec

QTc
QTc 1.5 mg

-6.56 msec 90% -10.14; -2.98 -3.16 msec 90% -6.62; 0.29

! 400 mg QT
95% 2 5 msec

3 6
12.29 msec 95% 10.97; 13.61 8.87 msec 95%

7.12; 10.61



 

 

!

0.5 mg 5.25 90% 3.32; 7.18 8.48 90% 6.87;
10.09

1.0 mg 6.74 90% 4.87; 8.62 9.66 90% 8.04;
11.29

1.5 mg 7.66 90% 5.52; 9.80 11.10 90%
9.58; 12.62

! PR
PR

0.5 mg 6.11 msec 90% 1.98; 10.23 10.72 msec 90% 6.25;
15.20

1.0 mg 3.53 msec 90% -1.08; 8.15 9.22 msec 90% 4.96;
13.47

1.5 mg 4.56 msec 90% 0.65; 8.46 10.02 msec 90% 6.15;
13.89

! QTc

0.43 95% -0.03; 0.89
! AUC0 48h,sema,SS Cmax,sema,SS

AUC0 168h,sema,SS

2 2.02 95% 2.00; 2.04

! 1.5 mg

!

1 1
2 4

559 213
83.1%

78.3%
56.6%

33.7%
45.8% 18.1%
14.5% 2.4%
14.5% 12.0%



 
     
      

! QT/QTc

! QT

!
! PR
! QTc
! AUC Cmax

!
1996 ICH-GCP 1996 FDA 21 CFR 312.120



 

 

2.7.6.3.2

2.7.6.3.2-1 -
—————————————————————————————————————————————————————————————————————————————————————————

sema placebo Total
N  (%)     E      N  (%)     E      N  (%)     E    

—————————————————————————————————————————————————————————————————————————————————————————

83 83 166

47 (56.6) 300     28 (33.7)  69     75 (45.2) 369    
38 (45.8) 117     15 (18.1)  22     53 (31.9) 139    
12 (14.5)  34     10 (12.0)  31     22 (13.3)  65    
11 (13.3)  18 5 ( 6.0)   7     16 ( 9.6)  25    
12 (14.5)  30 2 ( 2.4)   2     14 ( 8.4)  32    
9 (10.8)  25 0 ( 0.0)   0 9 ( 5.4)  25    
7 ( 8.4)  11 2 ( 2.4)   3 9 ( 5.4)  14    
8 ( 9.6)  36 0 ( 0.0)   0 8 ( 4.8)  36    
5 ( 6.0)   8 1 ( 1.2)   1 6 ( 3.6)   9    
4 ( 4.8)   6 1 ( 1.2)   1 5 ( 3.0)   7    
3 ( 3.6)   4 1 ( 1.2)   1 4 ( 2.4)   5    
4 ( 4.8)   4 0 ( 0.0)   0 4 ( 2.4)   4    
2 ( 2.4)   2 0 ( 0.0)   0 2 ( 1.2)   2    
1 ( 1.2)   2 0 ( 0.0)   0 1 ( 0.6)   2    
0 ( 0.0)   0 1 ( 1.2)   1 1 ( 0.6)   1    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    

38 (45.8)  96     28 (33.7)  45     66 (39.8) 141    
27 (32.5)  51     26 (31.3)  38     53 (31.9)  89    
17 (20.5)  30 4 ( 4.8)   5     21 (12.7)  35    
2 ( 2.4)   2 1 ( 1.2)   1 3 ( 1.8)   3    
2 ( 2.4)   2 0 ( 0.0)   0 2 ( 1.2)   2    
1 ( 1.2)   1 1 ( 1.2)   1 2 ( 1.2)   2    
2 ( 2.4)   2 0 ( 0.0)   0 2 ( 1.2)   2    
2 ( 2.4)   2 0 ( 0.0)   0 2 ( 1.2)   2    
1 ( 1.2)   2 0 ( 0.0)   0 1 ( 0.6)   2    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    

43 (51.8)  64     10 (12.0)  12     53 (31.9)  76    
43 (51.8)  64 9 (10.8)  11     52 (31.3)  75    
0 ( 0.0)   0 1 ( 1.2)   1 1 ( 0.6)   1    

24 (28.9)  27     24 (28.9)  29     48 (28.9)  56    
19 (22.9)  21     18 (21.7)  22     37 (22.3)  43    
0 ( 0.0)   0 4 ( 4.8)   4 4 ( 2.4)   4    
2 ( 2.4)   2 0 ( 0.0)   0 2 ( 1.2)   2    

—————————————————————————————————————————————————————————————————————————————————————————
N: Number of subjects, %: Percentage of subjects, E: Number of events



 

 

—————————————————————————————————————————————————————————————————————————————————————————
sema placebo Total
N  (%)     E      N  (%)     E      N  (%)     E    

—————————————————————————————————————————————————————————————————————————————————————————

1 ( 1.2)   1 1 ( 1.2)   1 2 ( 1.2)   2    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    
0 ( 0.0)   0 1 ( 1.2)   1 1 ( 0.6)   1    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    
0 ( 0.0)   0 1 ( 1.2)   1 1 ( 0.6)   1    

14 (16.9)  21     11 (13.3)  18     25 (15.1)  39    
5 ( 6.0)   8 0 ( 0.0)   0 5 ( 3.0)   8    
4 ( 4.8)   5 1 ( 1.2)   1 5 ( 3.0)   6    
1 ( 1.2)   1 3 ( 3.6)   4 4 ( 2.4)   5    
0 ( 0.0)   0 3 ( 3.6)   4 3 ( 1.8)   4    
0 ( 0.0)   0 3 ( 3.6)   3 3 ( 1.8)   3    
2 ( 2.4)   3 0 ( 0.0)   0 2 ( 1.2)   3    
0 ( 0.0)   0 1 ( 1.2)   2 1 ( 0.6)   2    
0 ( 0.0)   0 1 ( 1.2)   2 1 ( 0.6)   2    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    
0 ( 0.0)   0 1 ( 1.2)   1 1 ( 0.6)   1    
0 ( 0.0)   0 1 ( 1.2)   1 1 ( 0.6)   1    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    

5 ( 6.0)  10     13 (15.7)  13     18 (10.8)  23    
1 ( 1.2)   1 9 (10.8)   9     10 ( 6.0)  10    
2 ( 2.4)   2 2 ( 2.4)   2 4 ( 2.4)   4    
1 ( 1.2)   6 0 ( 0.0)   0 1 ( 0.6)   6    
0 ( 0.0)   0 1 ( 1.2)   1 1 ( 0.6)   1    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    
0 ( 0.0)   0 1 ( 1.2)   1 1 ( 0.6)   1    

7 ( 8.4)   9 7 ( 8.4)   7     14 ( 8.4)  16    
3 ( 3.6)   4 3 ( 3.6)   3 6 ( 3.6)   7    
1 ( 1.2)   1 3 ( 3.6)   3 4 ( 2.4)   4    
2 ( 2.4)   2 0 ( 0.0)   0 2 ( 1.2)   2    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    
0 ( 0.0)   0 1 ( 1.2)   1 1 ( 0.6)   1    

7 ( 8.4)   8 5 ( 6.0)   7     12 ( 7.2)  15    
3 ( 3.6)   3 0 ( 0.0)   0 3 ( 1.8)   3    
0 ( 0.0)   0 2 ( 2.4)   2 2 ( 1.2)   2    
0 ( 0.0)   0 1 ( 1.2)   2 1 ( 0.6)   2    
0 ( 0.0)   0 1 ( 1.2)   2 1 ( 0.6)   2    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    

—————————————————————————————————————————————————————————————————————————————————————————
N: Number of subjects, %: Percentage of subjects, E: Number of events



 
     
      

—————————————————————————————————————————————————————————————————————————————————————————
                                     sema              placebo           Total           
                                     N  (%)     E      N  (%)     E      N  (%)     E    
—————————————————————————————————————————————————————————————————————————————————————————

1 ( 1.2)   1      0 ( 0.0)   0      1 ( 0.6)   1    
1 ( 1.2)   1      0 ( 0.0)   0      1 ( 0.6)   1    
0 ( 0.0)   0      1 ( 1.2)   1      1 ( 0.6)   1    

4 ( 4.8)   5      3 ( 3.6)   3      7 ( 4.2)   8    
1 ( 1.2)   2      0 ( 0.0)   0      1 ( 0.6)   2    
1 ( 1.2)   1      0 ( 0.0)   0      1 ( 0.6)   1    
0 ( 0.0)   0      1 ( 1.2)   1      1 ( 0.6)   1    
1 ( 1.2)   1      0 ( 0.0)   0      1 ( 0.6)   1    
0 ( 0.0)   0      1 ( 1.2)   1      1 ( 0.6)   1    
0 ( 0.0)   0      1 ( 1.2)   1      1 ( 0.6)   1    
1 ( 1.2)   1      0 ( 0.0)   0      1 ( 0.6)   1    

5 ( 6.0)   5      1 ( 1.2)   2      6 ( 3.6)   7    
1 ( 1.2)   1      1 ( 1.2)   1      2 ( 1.2)   2    
1 ( 1.2)   1      0 ( 0.0)   0      1 ( 0.6)   1    
1 ( 1.2)   1      0 ( 0.0)   0      1 ( 0.6)   1    
1 ( 1.2)   1      0 ( 0.0)   0      1 ( 0.6)   1    
0 ( 0.0)   0      1 ( 1.2)   1      1 ( 0.6)   1    
1 ( 1.2)   1      0 ( 0.0)   0      1 ( 0.6)   1    

1 ( 1.2)   3      3 ( 3.6)   3      4 ( 2.4)   6    
0 ( 0.0)   0      2 ( 2.4)   2      2 ( 1.2)   2    
1 ( 1.2)   3      0 ( 0.0)   0      1 ( 0.6)   3    
0 ( 0.0)   0      1 ( 1.2)   1      1 ( 0.6)   1    

3 ( 3.6)   3      1 ( 1.2)   1      4 ( 2.4)   4    
1 ( 1.2)   1      1 ( 1.2)   1      2 ( 1.2)   2    
2 ( 2.4)   2      0 ( 0.0)   0      2 ( 1.2)   2    

3 ( 3.6)   3      0 ( 0.0)   0      3 ( 1.8)   3    
1 ( 1.2)   1      0 ( 0.0)   0      1 ( 0.6)   1    
1 ( 1.2)   1      0 ( 0.0)   0      1 ( 0.6)   1    
1 ( 1.2)   1      0 ( 0.0)   0      1 ( 0.6)   1    

1 ( 1.2)   1      1 ( 1.2)   2      2 ( 1.2)   3    
0 ( 0.0)   0      1 ( 1.2)   2      1 ( 0.6)   2    
1 ( 1.2)   1      0 ( 0.0)   0      1 ( 0.6)   1    

1 ( 1.2)   1      1 ( 1.2)   2      2 ( 1.2)   3    
0 ( 0.0)   0      1 ( 1.2)   2      1 ( 0.6)   2    
1 ( 1.2)   1      0 ( 0.0)   0      1 ( 0.6)   1    

2 ( 2.4)   2      0 ( 0.0)   0      2 ( 1.2)   2    
1 ( 1.2)   1      0 ( 0.0)   0      1 ( 0.6)   1    
1 ( 1.2)   1      0 ( 0.0)   0      1 ( 0.6)   1    

—————————————————————————————————————————————————————————————————————————————————————————
N: Number of subjects, %: Percentage of subjects, E: Number of events                    



 

 

—————————————————————————————————————————————————————————————————————————————————————————
sema placebo Total
N  (%)     E N  (%)     E N  (%)     E    

—————————————————————————————————————————————————————————————————————————————————————————

1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    

—————————————————————————————————————————————————————————————————————————————————————————
N: Number of subjects, %: Percentage of subjects, E: Number of events



 
     
      

2.7.6.3.2-2 -
—————————————————————————————————————————————————————————————————————————————————————————
                                     sema              placebo           Total           
                                     N  (%)     E      N  (%)     E      N  (%)     E    
—————————————————————————————————————————————————————————————————————————————————————————
                                                                                         

83                83               166               
                                                                                         

1 ( 1.2)   1      0 ( 0.0)   0      1 ( 0.6)   1    
1 ( 1.2)   1      0 ( 0.0)   0      1 ( 0.6)   1    

                                                                                         

—————————————————————————————————————————————————————————————————————————————————————————
N: Number of subjects, %: Percentage of subjects, E: Number of events                    



 

 

2.7.6.3.2-3
-

—————————————————————————————————————————————————————————————————————————————————————————
sema placebo Total
N  (%)     E      N  (%)     E      N  (%)     E    

—————————————————————————————————————————————————————————————————————————————————————————

83 83 166

46 (55.4) 290     27 (32.5)  64     73 (44.0) 354    
38 (45.8) 115     15 (18.1)  21     53 (31.9) 136    
12 (14.5)  32     10 (12.0)  28     22 (13.3)  60    
10 (12.0)  17 5 ( 6.0)   7     15 ( 9.0)  24    
12 (14.5)  30 2 ( 2.4)   2     14 ( 8.4)  32    
9 (10.8)  25 0 ( 0.0)   0 9 ( 5.4)  25    
7 ( 8.4)  11 2 ( 2.4)   3 9 ( 5.4)  14    
8 ( 9.6)  35 0 ( 0.0)   0 8 ( 4.8)  35    
5 ( 6.0)   8 1 ( 1.2)   1 6 ( 3.6)   9    
4 ( 4.8)   6 1 ( 1.2)   1 5 ( 3.0)   7    
4 ( 4.8)   4 0 ( 0.0)   0 4 ( 2.4)   4    
2 ( 2.4)   3 1 ( 1.2)   1 3 ( 1.8)   4    
1 ( 1.2)   2 0 ( 0.0)   0 1 ( 0.6)   2    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    

38 (45.8)  84     26 (31.3)  35     64 (38.6) 119    
26 (31.3)  41     24 (28.9)  31     50 (30.1)  72    
16 (19.3)  29 3 ( 3.6)   4     19 (11.4)  33    
2 ( 2.4)   2 0 ( 0.0)   0 2 ( 1.2)   2    
2 ( 2.4)   2 0 ( 0.0)   0 2 ( 1.2)   2    
2 ( 2.4)   2 0 ( 0.0)   0 2 ( 1.2)   2    
1 ( 1.2)   2 0 ( 0.0)   0 1 ( 0.6)   2    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    

43 (51.8)  64     10 (12.0)  12     53 (31.9)  76    
43 (51.8)  64 9 (10.8)  11     52 (31.3)  75    
0 ( 0.0)   0 1 ( 1.2)   1 1 ( 0.6)   1    

12 (14.5)  18 5 ( 6.0)   9     17 (10.2)  27    
5 ( 6.0)   8 0 ( 0.0)   0 5 ( 3.0)   8    
1 ( 1.2)   1 3 ( 3.6)   4 4 ( 2.4)   5    
4 ( 4.8)   4 0 ( 0.0)   0 4 ( 2.4)   4    
1 ( 1.2)   2 0 ( 0.0)   0 1 ( 0.6)   2    
0 ( 0.0)   0 1 ( 1.2)   2 1 ( 0.6)   2    
0 ( 0.0)   0 1 ( 1.2)   2 1 ( 0.6)   2    

—————————————————————————————————————————————————————————————————————————————————————————
N: Number of subjects, %: Percentage of subjects, E: Number of events
Relationship to trial product is based on investigator(S)'s assessment.



 

 

—————————————————————————————————————————————————————————————————————————————————————————
sema placebo Total
N  (%)     E      N  (%)     E      N  (%)     E    

—————————————————————————————————————————————————————————————————————————————————————————

1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    
0 ( 0.0)   0 1 ( 1.2)   1 1 ( 0.6)   1    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    

7 ( 8.4)   7 3 ( 3.6)   4     10 ( 6.0)  11    
2 ( 2.4)   2 0 ( 0.0)   0 2 ( 1.2)   2    
0 ( 0.0)   0 1 ( 1.2)   2 1 ( 0.6)   2    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    
0 ( 0.0)   0 1 ( 1.2)   1 1 ( 0.6)   1    
0 ( 0.0)   0 1 ( 1.2)   1 1 ( 0.6)   1    

3 ( 3.6)   3 3 ( 3.6)   3 6 ( 3.6)   6    
2 ( 2.4)   2 3 ( 3.6)   3 5 ( 3.0)   5    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    

3 ( 3.6)   3 1 ( 1.2)   2 4 ( 2.4)   5    
1 ( 1.2)   1 1 ( 1.2)   1 2 ( 1.2)   2    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    
0 ( 0.0)   0 1 ( 1.2)   1 1 ( 0.6)   1    

1 ( 1.2)   1 1 ( 1.2)   2 2 ( 1.2)   3    
0 ( 0.0)   0 1 ( 1.2)   2 1 ( 0.6)   2    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    

2 ( 2.4)   2 0 ( 0.0)   0 2 ( 1.2)   2    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    

1 ( 1.2)   1 1 ( 1.2)   1 2 ( 1.2)   2    
0 ( 0.0)   0 1 ( 1.2)   1 1 ( 0.6)   1    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    

0 ( 0.0)   0 2 ( 2.4)   2 2 ( 1.2)   2    
0 ( 0.0)   0 2 ( 2.4)   2 2 ( 1.2)   2    

1 ( 1.2)   1 1 ( 1.2)   1 2 ( 1.2)   2    
0 ( 0.0)   0 1 ( 1.2)   1 1 ( 0.6)   1    
1 ( 1.2)   1 0 ( 0.0)   0 1 ( 0.6)   1    

2 ( 2.4)   2 0 ( 0.0)   0 2 ( 1.2)   2    
2 ( 2.4)   2 0 ( 0.0)   0 2 ( 1.2)   2    

—————————————————————————————————————————————————————————————————————————————————————————
N: Number of subjects, %: Percentage of subjects, E: Number of events
Relationship to trial product is based on investigator(S)'s assessment.



 
     
      

—————————————————————————————————————————————————————————————————————————————————————————
                                     sema              placebo           Total           
                                     N  (%)     E      N  (%)     E      N  (%)     E    
—————————————————————————————————————————————————————————————————————————————————————————

1 ( 1.2)   1      0 ( 0.0)   0      1 ( 0.6)   1    
1 ( 1.2)   1      0 ( 0.0)   0      1 ( 0.6)   1    

1 ( 1.2)   1      0 ( 0.0)   0      1 ( 0.6)   1    
1 ( 1.2)   1      0 ( 0.0)   0      1 ( 0.6)   1    

                                                                                         
1 ( 1.2)   1      0 ( 0.0)   0      1 ( 0.6)   1    
1 ( 1.2)   1      0 ( 0.0)   0      1 ( 0.6)   1    

                                                                                         

—————————————————————————————————————————————————————————————————————————————————————————
N: Number of subjects, %: Percentage of subjects, E: Number of events                    
Relationship to trial product is based on investigator(S)'s assessment.                  



 

 

2.7.6.4 NN9924-3691

2.7.6.4.1

Trial Registration ID-number
NCT01037582
www.clinicaltrials.gov

EudraCT number
2009-012366-31

SNAC
2 part

, UK

2009 12 17 2010 5 7 1

!

!
!
!

!

2 part 1
sodium N-[8-(2-

hydroxybenzoyl) amino] caprylate SNAC

Part 1 7 5 mg SNAC 150 mg 2 5
10 mg SNAC 300 mg 15 mg SNAC 450 mg 10 20 

mg SNAC 600 mg Novo 
Nordisk A/S trial Safety Group

Part 2 part 1
3 2 5 10 mg SNAC 300 mg

13 7 0.4 mg
1 0.1 mg 1 SNAC 150 300 450

600 mg 4
5 1 8 2



 

 

2 3 4 5
3

5

part 2
10

24 Part 1 10
part 2 part 2 14

3
______________________________________________________________________________________________

Part 1                    Part 2 (pooled) Total
N (%)                      N (%)    N (%)

——————————————————————————————————————————————————————————————————————————————————————————————
Screened 389

Randomised 84 (100) 107* (100) 155 (100)  

Exposed 84 (100) 107* (100) 155 (100)  

Withdrawals 0 1 ( 0.9) 1 ( 0.6) 
  Administrative Reason 0 0 0
  Adverse Event 0 0  0
  Death 0 0 0
  Ineffective Therapy 0 0 0
  Non-Compliance with Protocol    0 0 0
  Unknown 0 0 0
  Other 0 1 ( 0.9) 1 ( 0.6) 

Completed Trial 84 (100) 106 (99.1) 154 (99.4) 

Full Analysis Set 84 (100) 107 (100) 155 (100)  
Safety Analysis Set 84 (100) 107 (100) 155 (100)  

_____________________________________________________________________________
Part 1: semaglutide 5 mg + SNAC 150 mg, placebo + SNAC 150 mg, semaglutide 15 mg + SNAC 450 mg, 
placebo + SNAC 450 mg, semaglutide 10 mg + SNAC 600 mg, semaglutide 20 mg + SNAC 600 mg, placebo + 
SNAC 600 mg, semaglutide 2 mg + SNAC 300 mg, semaglutide 5 mg + SNAC 300 mg, semaglutide 10 mg + 
SNAC 300 mg and placebo + SNAC 300 mg
Part 2 (pooled): semaglutide 2 mg + SNAC 300 mg, semaglutide 5 mg + SNAC 300 mg, semaglutide 10 mg 
+ SNAC 300 mg, placebo + SNAC 300 mg, semaglutide 0.1 mg iv. and semaglutide 0.4 mg sc.
*36 subjects randomised and exposed in Part 1.

Part 1
! 5.0 mg SNAC 150 mg 10
! SNAC 150 mg 2
! 2.0 mg SNAC 300 mg 10
! 5.0 mg SNAC 300 mg 10
! 10.0 mg SNAC 300 mg 10
! SNAC 300 mg 6
! 15.0 mg SNAC 450 mg 10
! SNAC 450 mg 2
! 10.0 mg SNAC 600 mg 10
! 20.0 mg SNAC 600 mg 10
! SNAC 600 mg 4



 
     
      

Part 1 part 2
2 5 10 mg SNAC 300 mg

Part 2 Part 1 part 2
3

! 2.0 mg SNAC 300 mg 24
! 5.0 mg SNAC 300 mg 24 3 1
! 10.0 mg SNAC 300 mg 24
! SNAC 300 mg 15 
! 0.1 mg 10
! 0.4 mg 10

18 50 BMI kg/m2 18.5 27.5 65.0 95.0 kg 12

3 100 ng/L
B

HIV

1
5

2 Day 0 4 48

48
10 1

Trial Product Dose Batch Number Mode of Administration
Oral semaglutide 2 mg semaglutide, 300 mg SNAC X2RA019 Oral
Oral semaglutide 5 mg semaglutide, 300 mg SNAC X2RA020 Oral
Oral semaglutide 10 mg semaglutide, 300 mg SNAC X2RA021 Oral
Oral semaglutide 20 mg semaglutide, 600 mg SNAC X2RA027 Oral
Oral semaglutide 5 mg semaglutide, 150 mg SNAC X2RA039 Oral
Oral semaglutide 15 mg semaglutide, 450 mg SNAC X2RA024 Oral
Oral semaglutide 10 mg semaglutide, 600 mg SNAC X2RA026 Oral
Semaglutide solution for 
injection, penfill 1.5 mL (i.v.)

0.1 mg (0.1 mL) semaglutide XLDP021 i.v.

Semaglutide solution for 
injection, penfill 1.5 mL (s.c.)

0.4 mg (0.4 mL) semaglutide XLDP021 s.c.



 

 

Trial Product Dose Batch Number Mode of Administration
Placebo 150 mg SNAC X2RA028 Oral
Placebo 300 mg SNAC X2RA029 Oral
Placebo 450 mg SNAC X2RA041 Oral
Placebo 600 mg SNAC Y2RA002 Oral

SNAC

!
!
!
!
!
!

! F vs

! Frel

! AUC0-504h 0 504

! AUClast 0

! AUC 0

! Cmax

! tmax

! t1/2

! z

! CL/F



 
     
      

! Vz/F
! MRT
! SNAC AUC0-5h 0 5 SNAC
! SNAC Cmax

! SNAC tmax

AUC tmax

tmax

nominal time
AUC0-504h AUC Cmax

ANOVA
F AUC

ANOVA

!
!
! AUC0-3h 5 8

0 3
! AUC0-3h 5 8

0 3

AUC0-3h

AUC0-3h

ANOVA
30

______________________________________________________________________
                             Part 1           Part 2 (pooled)         
——————————————————————————————————————————————————————————————————————
Number of subjects, N         84                107            
                                                           
Age (years)                                                
  N                           84                107            
  Mean (SD)                   30.5 (7.9)        29.7 (7.9)     
  Median                      30.0              28.0           
  Min ; Max                   18.0 ; 50.0       18.0 ; 50.0    
                                                           
Ethnicity, N (%)                                           
  N                            84 (100.0)       107 (100.0)    
  Hispanic or Latino            6 (  7.1)         3 (  2.8)    
  Not Hispanic or Latino       78 ( 92.9)       104 ( 97.2)    
                                                           
Ethnic Origin, N (%)                                       
  N                            84 (100.0)       107 (100.0)    
  Asian                        11 ( 13.1)        13 ( 12.1)    
  Black or African American     8 (  9.5)         9 (  8.4)    
  White                        55 ( 65.5)        74 ( 69.2)    
  Other                        10 ( 11.9)        11 ( 10.3)    
                                                           
Height (cm)                                                
  N                           84                107            
  Mean (SD)                   176.9 (6.7)       178.2 (6.4)    
  Median                      177.0             178.0          



 

 

  Min ; Max 160.0 ; 190.0     162.0 ; 193.0  

Weight (kg)
  N 84 107
  Mean (SD) 74.4 (7.1) 75.5 (7.4)     
  Median 73.3 73.5
  Min ; Max 64.7 ; 95.0 65.2 ; 91.7    

BMI (kg/m^2
  N 84 107
  Mean (SD) 23.8 (2.1) 23.8 (2.1)     
  Median 23.8 23.6
  Min ; Max 18.8 ; 27.5 18.9 ; 27.5    

——————————————————————————————————————————————————————————————————————
BMI: body mass index, SD: standard deviation

!
- Part 2 SNAC 300 mg

full analysis set

!

1
part 1 70 31 part 2 72 33

!
Full analysis set

10 mg SNAC 300 mg
0.08% 95% 0.01; 0.69 1

0.90% 95% 0.27; 2.95

Se
m

ag
lu

tid
e 

C
on

ce
nt

ra
tio

n 
(n

m
ol

/L
)

0.0

0.5

1.0

1.5

2.0

2.5

3.0

3.5

4.0

4.5

5.0

Nominal Time (hours since dosing)

1 24 48 72 96 120 144 168 264 360 504

      

       
      

2 mg semaglutide with 300 mg SNAC
5 mg semaglutide with 300 mg SNAC
10 mg semaglutide with 300 mg SNAC



 
     
      

!

!

!
-
- 40% 1

- Part 2 41 50% 1
20%

- 95% 5%
-
- 25%

!
- 90% 3.9 mmol/L

1 100%

-
!

-

!

!

!

!

! 10 mg SNAC 300 mg
full analysis set 0.08% 95% 0.01; 0.69

0.90% 95% 0.27; 2.95

!

World Medical Association. Declaration of Helsinki, Ethical Principles for 
Medical Research Involving Human Subjects, Last amended by the 59th WMA Assembly, Seoul, October 2008

ICH-GCP International Conference on Harmonisation, ICH Harmonised Tripartite Guideline, Good Clinical 
Practice, 01 May 1996

2010 7 2



 

 

2.7.6.5 NN9924-3692

2.7.6.5.1

Trial Registration ID-number
NCT01272973

UTN: U1111-1118-0257
EudraCT number 2010-019951-23

GLP-1

SNAC 10

, Germany

, Germany

2011 1 10 2011 7 6 1

!

!
!
! 0.5 mg 1

!

SNAC
1 3 1

Oral 1 2 3

2
3 1 5 mg 10 mg 2 10 mg SNAC 
300 mg 8 6 3

SNAC 300 mg
0.25 mg 4 0.5 mg

6
Oral 1 3 18 23

1 2 Day 1 1 28 2
1 1 1

10 2
Oral 1 3 18



 

 

23

20 8 12

———————————————————————————————————————————————————————————————————————————————————————
Oral 1   Oral 2  Oral 3   Oral     S.c.     Total   

Placebo
N(%)     N(%)    N(%)     N(%)     N(%)     N(%)    

———————————————————————————————————————————————————————————————————————————————————————

Screened 175     

Randomised 20       21      19      24 12 96     

Exposed 20(100)  21(100) 19(100) 24(100)   12(100)   96(100)

Withdrawals 3(15.0)          1(5.3)  1(4.2)    1(8.3)    6(6.3)
Adverse Event 1(5.3)  1(4.2) 2(2.1)
Non-compliance 1(8.3)    1(1.0)
Withdrawal Criteria    2(10.0) 2(2.1)
Withdrawal of Consent  1(5.0) 1(1.0)

Completed Trial 17(85.0) 21(100) 18(94.7) 23(95.8) 11(91.7)  90(93.8)

Full Analysis Set 20 21 19 24 12 96     

Safety Analysis Set    20 21 19 24 12 96     

_______________________________________________________________________________________
All oral semaglutide and placebo treatments included 300 mg SNAC in each tablet
Oral 1: 5 mg semaglutide with 300 mg SNAC; Oral 2: 10 mg semaglutide with 300 mg SNAC; 
Oral 3: 2 x (10 mg semaglutide with 300 mg SNAC);Oral Placebo is pooled from Oral 1, 2 
and 3; s.c.: subcutaneous 0.5 mg semaglutide
Sema: Semaglutide; N: Number of subjects; %: Percentage of subjects (Denominator: 
Number of subjects in trial arm) 

18 60 BMI kg/m2 21 30

140 mmHg 90 mmHg

2

90
5

3



 

 

! 50 ng/L
! ALAT 2

1 1
105 mol/L 1.2 mg/dL

!
# B B HBV
# C C
# HIV-1 HIV-2 HIV-1 HIV 1 HIV 2

HIV

1 1 10 2
Oral 1 5 mg SNAC 300 mg Oral 2

10 mg SNAC 300 mg Oral 3 2 10 mg SNAC 300 mg
1 10 0.25 mg 4 0.5 mg

6
Trial product Batch number Expiry date
2 mg semaglutide with 300 mg SNAC (oral) Y2RA011 2 February 2012
5 mg semaglutide with 300 mg SNAC (oral) Y2RA012 30 December 2011

Y2RA013 5 January 2012
10 mg semaglutide with 300 mg SNAC (oral) Y2RA016 12 January 2012

Y2RA017 4 February 2012
Semaglutide solution for injection, Penfill 1.5 mL (subcutaneous ) XLDP021 1 October 2011

10
Treatment arm Semaglutide dose in tablets

Week 1–2 Week 3–4 Week 5–6 Week 7–8 Week 9–10

Oral 1a 2 mg 5 mg 5 mg 5 mg 5 mg

Oral 2a 2 mg 5 mg 10 mg 10 mg 10 mg

Oral 3a 2 mg 5 mg 10 mg 10 mg – 2x10 mgc 2x10 mg
Subcutaneousb 0.25 mg 0.25 mg 0.5 mg 0.5 mg 0.5 mg

All tablets included 300 mg SNAC
a Dosing in the oral treatment arms was once daily and included placebo
b Dosing in the subcutaneous treatment arm was once weekly
c Dose escalation in the oral treatment arm, Oral 3, from 10 mg to 2x10 mg semaglutide took place between Week 7 
and 8.

3 Oral 1 2 3
Trial Product Batch number Expiry date

Placebo with 300 mg SNAC (oral) Y2RA008 21 September 2011
Y2RA009 23 September 2011

!
!



 
     
      

C-
homeostasis model assessment HOMA-IR homeostasis model assessment

HOMA-B TC
LDL-C VLDL-C a

HDL-C TG FFA B ApoB48
BMI

a) VLDL-C TG

ANCOVA

! Cmax,day

! tmax,day

! Ctrough

! C1h 1
! AUCtau,day 68 70 1 0 24

! Cmax,day 68 70
! tmax,day 68 70
! t½

! Cave Day 70 1
Day Day 68 69 70

Day 64 tau 7

Ctrough AUCtau,ss Cmax,ss tmax,ss t½ Cave

z

t½ t½=log2/ z



 

 

Day 68 69 70
AUCtau,day

LSmeans 95%
! 2 10 mg SNAC 300 mg 10 mg SNAC 300 mg
! 10 mg SNAC 300 mg 5 mg SNAC 300 mg
Day 68 69 70 Cmax,day

Day 68 69 70
AUCtau,day ANOVA

Day 68 69 70 Cmax,day

0.5 mg 1
Cave ANOVA

LSmeans 95%

!
!
! C-
! HOMA-IR HOMA-B
! TC LDL-C HDL-C TG FFA Apo B
! BMI
3

96 22 60 82.6 kg BMI
kg/m2 25.7 2 1 1

1 1

! 5 mg 10 mg 2 10 mg
3 Day 68 70 AUCtau Cmax

! Day 70 Cave 0.5 mg 1
5 mg 10 mg 1 1

# 5 mg 0.5 mg 0.06 95%
[0.03; 0.13] p<0.0001

# 10 mg 0.5 mg 0.49 95%
[0.36; 0.68] p=0.0001

! Cave 2 10 mg 1 1 0.5 mg 1



 

 

# 2 10 mg 0.5 mg 0.94 95%
[0.72; 1.23] p=0.6355

! Cave 0.5 mg 1 2 10 mg
1 1 4

# 2 10 mg CV % 54.10% 95% [39.44; 88.35]
# 0.5 mg CV % 14.50% 95% [10.10 ; 25.72]

! AUCtau Cmax

AUCtau

# 5 mg CV % 102.6% 95% [77.5; 156.1]
# 10 mg CV % 38.4% 95% [31.3; 49.9]
# 2 10 mg CV % 23.6% 95% [19.1; 30.9]
Cmax

# 5 mg CV % 32.3% 95% [25.9; 43.1]
# 10 mg CV % 33.9% 95% [27.7; 43.8]
# 2 10 mg CV % 25.7% 95% [20.8; 33.8]

!

5 mg SNAC 300 mg 10 mg SNAC 300 mg
2 10 mg SNAC 300 mg 1 1 10 SNAC 

300 mg SNAC 2 300 mg

! Treatment Emergent Adverse Event
76 95% 71%

!

!
!
! 2 10 mg 64 1

!

!

60 U/L 100 U/L
! 5 3

4 1 5



 
     
      

!

! 2 Day 29

!

!
! 10 33% 12%

ADA 3.9 mmol/L
! 2 10 mg 1

3.1 mmol/L

!
!

!

!

! 2 10 mg 1 1 0.5 mg 1

!
World Medical Association. Declaration of Helsinki. Recommendations guiding 

physicians in biomedical research involving human subjects. Last amended by the 48th WMA General Assembly, 
Somerset West, Republic of South Africa, October 1996 ICH-GCP International Conference on 
Harmonisation. ICH Harmonised Tripartite Guideline. Good Clinical Practice. 01-May-1996



 

 

2.7.6.1 NN9924-3991

2.7.6.1.1

Trial Registration ID-number
NCT01686945

UTN U1111-1127-4408
EudraCT number 2012-000361-20

2 GLP-1

, Germany 

2012 9 19 2013 4 8 1
Cut-off date

version 1.0 2013 5 14

version 2.0 2016 1 13

version 3.0 2016 1 13

version 1.0 2013 9 9
version 2.0 2016 5 25
version 3.0 2016 7 7

! 2 sodium N-(8-(2-hydroxybenzoyl)
amino) caprylate SNAC 1 1

! SNAC
2

! 2

4 1
3 4

2 3
SNAC 84 16 6 6 2

SNAC 23 16 8 8

5 mg 10 mg
3



 

 

20 mg Oral 20 20 mg 40 mg Oral 
40 20 mg 40 mg 60 mg Oral 60 2 Oral T2D

Oral 20 Oral 40 Oral 60 2
20 mg 40 mg 60 mg 40 mg

Oral 60 Oral T2D
60 mg 40 mg

50% 1

Oral 60 Oral T2D 40 mg
10 21 35

92 133 2 92 147
70

65 84 3
SNAC 16 6 6 25

32 2 1 SNAC
16 8 8

——————————————————————————————————————————————————————————————————————————————————————————————————
20 mg sema    40 mg sema    Placebo SNAC-placebo  
healthy healthy healthy healthy
N (%) N (%) N (%) N (%)

——————————————————————————————————————————————————————————————————————————————————————————————————   
Randomised 16 (100.0)    32 (100.0)    18 (100.0)    18 (100.0)
Exposed 16 (100.0)    32 (100.0)    18 (100.0)    18 (100.0)

Withdrawn at/after
Randomisation 1 (  6.3)     7 ( 21.9)     2 ( 11.1)     1 (  5.6)
  Adverse Event 1 (  6.3)     6 ( 18.8)     2 ( 11.1)     0 (  0.0)
  Withdrawal Criteria 0 (  0.0)     1 (  3.1)     0 (  0.0)     0 (  0.0  
  Other 0 (  0.0)     0 (  0.0)     0 (  0.0)     1 (  5.6)

Completed 15 ( 93.8)    25 ( 78.1)    16 ( 88.9)    17 ( 94.4)

Full analysis set 16 (100.0)    32 (100.0)    18 (100.0)    18 (100.0)    
Safety analysis set 16 (100.0)    32 (100.0)    18 (100.0)    18 (100.0)

——————————————————————————————————————————————————————————————————————————————————————————————————
40 mg sema    Placebo SNAC-placebo  Total
T2D T2D T2D healthy+T2D
N (%) N (%) N (%) N (%)     

——————————————————————————————————————————————————————————————————————————————————————————————————   
Randomised 11 (100.0)     6 (100.0)     6 (100.0)   107 (100.0)
Exposed 11 (100.0)     6 (100.0)     6 (100.0)   107 (100.0)
Withdrawn at/after
Randomisation 3 ( 27.3)     1 ( 16.7)     0 (  0.0)    15 ( 14.0)
  Adverse Event 3 ( 27.3)     1 ( 16.7)     0 (  0.0)    13 ( 12.1)
  Withdrawal Criteria 0 (  0.0)     0 (  0.0)     0 (  0.0)     1 (  0.9)  
  Other 0 (  0.0)     0 (  0.0)     0 (  0.0)     1 (  0.9)

Completed 8 ( 72.7)     5 ( 83.3)     6 (100.0)    92 ( 86.0)

Full analysis set 11 (100.0)     6 (100.0)     6 (100.0)   107 (100.0)    
Safety analysis set 11 (100.0)     6 (100.0)     6 (100.0)   107 (100.0)



 

 

N: Number of subjects; %: Proportion of subjects; sema: semaglutide, SNAC-placebo: SNAC-placebo, 
healthy: healthy subjects, T2D: subjects with type 2 diabetes
Placebo and SNAC-placebo treated healthy subjects are pooled across cohorts ‘Oral 20’, ‘Oral 40’ 
and ‘Oral 60’. 40 mg semaglutide treated subjects are pooled cohorts ‘Oral 40’ and ‘Oral 60’.
The SNAC content in all tablets except placebo was 300 mg.

18 64

!
2

! BMI kg/m2 a 20 30 b 2 20 37
! HbA1c a 6.0% b 2 6.5 9.0%
! 2 3 Day -1 Day 0

12
2 10

!
2

! a 140 mmHg
90 mmHg b 2 160 mmHg 95 mmHg

! 3
2

-4 DPP-4
TZD

2
!

3

! 3 5 eGFR 60 eGFR
4 MDRD Modification of Diet in Renal Disease 4-variable method

! 5 10 g Semmes-Weinstein Monofilaments

!
NYHA III IV



 

 

SNAC 300 mg
Trial product Batch number Expiry date

Semaglutide 5 mg (tablet) B2RA028 27 August 2013

Semaglutide 10 mg (tablet) B2RA029 29 August 2013

Semaglutide 20 mg (tablet) B2RA030
B2RA031

30 August 2013
03 September 2013

Semaglutide 40 mg (tablet) B2RA032
B2RA033

05 September 2013
06 September 2013

10 1 1
Treatment 
cohorts

Week 1 Week 2 Week 3-4 Week 5-6 Week 7-8 Week 9-10

Oral 20 5 mg 10 mg 20 mg 20 mg 20 mg 20 mg

Oral 40 5 mg 10 mg 20 mg 40 mg 40 mg 40 mg

Oral 60a 5 mg 10 mg 20 mg 40 mg 40 mg 40 mg

Oral T2Db 5 mg 10 mg 20 mg 40 mg 40 mg 40 mg
a ‘Oral 60’ was originally planned to have an end-dose of 60 mg semaglutide, however it was decided not to escalate 
the dose further than 40 mg semaglutide based on assessment of blinded data by an internal safety group. b ‘Oral 
T2D’end-dose of 40 mg semaglutide was guided by the outcome of the safety assessment of ‘Oral 20’, ‘Oral 40’ and 
‘Oral 60’ in healthy subjects, and by the initial safety and pharmacokinetic observations from the cohort including 
subjects with T2D. 

SNAC SNAC SNAC
300 mg
Trial product Batch number Expiry date

Placebo semaglutide with SNAC (tablet) B2RA046 20 August 2013

Placebo semaglutide (tablet) B2RA045 22 August 2013

! SNAC
! BMI

HbA1c C-

!

Treatment Emergent Adverse Event

1
1



 

 

! Day 90 104

!
!
!
!
!

!

! AUC0-24h,sema,SS Day 67 68 69 1 0 24

! AUC0-24h,SNAC,SS Day 67 68 69 1 0 24 SNAC

! Cmax,sema,SS Day 67 68 69 1 0 24

! Cmax,SNAC,SS Day 67 68 69 1 0 24 SNAC

! tmax,sema,SS Day 67 68 69 1 0 24

! tmax,SNAC,SS Day 67 68 69 1 0 24 SNAC

! t½,sema,SS

! t½,SNAC,SS SNAC

! 10 Day 69 C-
HbA1c

! BMI
! HOMA-IR

HOMA-B

2

1
N % E

AUC0-24h,sema,SS AUC0-24h,SNAC,SS

Cmax,sema,SS Cmax,SNAC,SS tmax,sema,SS tmax,SNAC,SS

Cmax

z



 
 

  
      

t½ t½=log2/ z

2

Day 67 68 69 AUC0-

24h,sema,SS

95%
! Oral 40 vs. Oral 20
! Oral T2D vs. Oral 40
Day 67 68 69 Cmax,sema,SS

Day 67 68
69 AUC0-24h,sema,SS

Day 
67 68 69 Cmax,sema,SS

15

MMRM

! MMRM

! 2 A
20 mg 40 mg 2

2
B 2

20 mg 40 mg
2

40 mg 2 2
! 95%

95%
! C- HOMA-IR HOMA-B



 

 

—————————————————————————————————————————————————————————————————————————————————————   
20 mg sema    40 mg sema    Placebo SNAC-placebo  
healthy healthy healthy healthy

—————————————————————————————————————————————————————————————————————————————————————
Number of Subjects            16 32 18 18

Age (years)
  N 16 32 18 18
  Mean (SD) 49.4 (9.5)    40.8 (10.7)   46.4 (14.5)   45.7 (10.5)   
  Median 51.0 40.0 48.0 48.5
  Min ; Max 29.0 ; 62.0   25.0 ; 63.0   23.0 ; 64.0   25.0 ; 61.0   

Ethnicity, N (%)
  Hispanic or Latino 0 (  0.0)     0 (  0.0)     0 (  0.0)     0 (  0.0)
  Not Hispanic or Latino 16 (100.0)    32 (100.0)    18 (100.0)    18 (100.0)

Sex, N (%)
  Male 16 (100.0)    32 (100.0)    18 (100.0)    18 (100.0)    

Ethnic Origin, N (%)
  White 16 (100.0)    30 ( 93.8)    18 (100.0)    18 (100.0)    
  Black or African American    0 (  0.0)     1 (  3.1)     0 (  0.0)     0 (  0.0)     
  Asian 0 (  0.0)     0 (  0.0)     0 (  0.0)     0 (  0.0)     
  American Indian or Alaska
    Native 0 (  0.0)     0 (  0.0)     0 (  0.0)     0 (  0.0)     
  Native Hawaiian or Oth.
    Pacific Islander 0 (  0.0)     0 (  0.0)     0 (  0.0)     0 (  0.0)
  Other 0 (  0.0)     1 (  3.1)     0 (  0.0)     0 (  0.0)

BMI (kg/m^2)
  Mean (SD) 26.1 (2.7)    25.5 (2.5)    26.5 (1.9)    25.8 (2.6)    
  Median 26.6 25.5 26.3 26.4
  Min ; Max 20.8 ; 30.0   21.3 ; 30.0   23.8 ; 29.7   20.8 ; 28.9   

Body Weight (kg)
  Mean (SD) 84.2 (12.2)   83.9 (9.4)    83.6 (8.6)    81.9 (11.9)   
  Median 82.6 84.3 83.3 84.2
  Min ; Max 68.2 ; 106.4  62.5 ; 100.4  72.5 ; 101.7  62.2 ; 102.3  
—————————————————————————————————————————————————————————————————————————————————————
—————————————————————————————————————————————————————————————————————————————————————

40 mg sema    Placebo SNAC-placebo  Total
T2D T2D T2D

—————————————————————————————————————————————————————————————————————————————————————
Number of Subjects            11             6             6           107

Age (years)
  Mean (SD) 55.3 (8.1)    55.5 (11.3)   52.2 (6.1)    46.8 (11.7)  
  Median 56.0 60.5 53.0 48.0
  Min ; Max 41.0 ; 64.0   34.0 ; 64.0   43.0 ; 58.0   23.0 ; 64.0  

Ethnicity, N (%)
  Hispanic or Latino 0 (  0.0)     0 (  0.0)     0 (  0.0)     0 (  0.0)   
  Not Hispanic or Latino      11 (100.0)     6 (100.0)     6 (100.0)   107 (100.0)   

Sex, N (%)
    Male 11 (100.0)     6 (100.0)     6 (100.0)   107 (100.0)   

Ethnic Origin, N (%)
  White 10 ( 90.9)     6 (100.0)     6 (100.0)   104 ( 97.2)   
  Black or African American    1 (  9.1)     0 (  0.0)     0 (  0.0)     2 (  1.9)   
  Asian 0 (  0.0)     0 (  0.0)     0 (  0.0)     0 (  0.0)   
  American Indian or Alaska
    Native 0 (  0.0)     0 (  0.0)     0 (  0.0)     0 (  0.0)   
  Native Hawaiian or Oth.
    Pacific Islander 0 (  0.0)     0 (  0.0)     0 (  0.0)     0 (  0.0)   
  Other 0 (  0.0)     0 (  0.0)     0 (  0.0)     1 (  0.9)



 
 

  
      

BMI (kg/m^2)                                                                                         
  Mean (SD)                 29.8 (2.4)    29.4 (4.2)    28.7 (3.9)    26.6 (3.0)   
  Median                    30.3          28.6          29.6          26.8         
  Min ; Max                 26.0 ; 33.9   25.0 ; 36.4   22.8 ; 33.0   20.8 ; 36.4  
                                                                                                     
Body Weight (kg)                                                                                     
  Mean (SD)                 92.4 (11.0)   97.9 (17.3)   96.7 (16.7)   85.9 (12.0)  
  Median                    93.9          93.4         104.5          84.1         
  Min ; Max                 79.0 ; 115.9  82.7 ; 118.0  73.1 ; 110.9  62.2 ; 118.0 
—————————————————————————————————————————————————————————————————————————————————————
N: Number of subjects
SD: Standard deviation
%: Proportion of subjects

SNAC
!

40 mg 20 mg AUC0-24h,sema,SS 1.89 95% 1.23; 2.92 Cmax,sema,SS 1.83
95% 1.20; 2.79

! 40 mg 2
2 AUC0-24h,sema,SS 95% 0.60; 1.66 Cmax,sema,SS

95% 0.61; 1.62 1.00
! 2 153 161

! AUC0-24h,sema,SS Cmax,sema,SS CV%
64 84%

! SNAC 2
! 10 SNAC

Day 69
! 20 mg 0.4 mmol/L 95%

-0.73; -0.10 40 mg 0.4 mmol/L 95% -0.63; -0.07
2 40 mg 2.6 

mmol/L 95% -3.16; -2.06
! 2 HbA1c 40 mg 1.5% 95%

-1.77; -1.29
! 20 mg 4.3 kg 95% -

6.32; -2.1 40 mg 7.2 kg 95% -8.90; -5.41 2
40 mg 5.4 kg 95% -8.49; -2.30

! BMI kg/m2 20 mg 1.4 95%
-1.98; -0.75 40 mg 2.1 95% -2.66; -1.60 2

BMI kg/m2 40 mg 1.8 95% -2.74; 
-0.85

! 40 mg 7.5 cm 95%
-9.95; -4.95 2

40 mg 6.8 cm 95% -11.2; -2.37
! C- 2

! HOMA-IR HOMA-B 2



 

 

! 20 mg 40 mg
88% 94% SNAC- 89% 94%

!

!
20 mg 56% 40 mg 72%

20 mg 40 mg 28%

! 2
100% 88 94% 2

55% 67%
18% 17%

! 16 52 SNAC-
17 105 2 2

! 3 4
– 1

– 1 2

– 40 mg 1 2 1

!
– 10

– 10 3 1

!

!

! 20 mg 40 mg
8 2 40 mg
5

!

! 2 40 mg 13 mmHg
! 2

! 4 20 mg 2 40 mg 2 4



 
 

  
      

45 107 93 ADA
4 4

! 1 ADA 2

!

! 2 40 mg SNAC 300 mg
1 1 10

! SNAC 2

! 2

2 HbA1c
World Medical Association. Declaration of Helsinki. Recommendations guiding 

physicians in biomedical research involving human subjects. Last amended by the 48th WMA General Assembly, 
Somerset West, Republic of South Africa, October 1996 ICG-GCP International Conference on 
Harmonisation. ICH Harmonised Tripartite Guideline. Good Clinical Practice. 01-May-1996



 

 

2.7.6.7 NN9924-3794

2.7.6.7.1

Trial Registration ID-number
NCT01572753

UTN U1111-1120-6776
EudraCT number 2010-019653-17

GLP-1

1

www.clinicaltrials.gov : Investigation of Optimal Dosing Conditions for NN9924 in Healthy Male Subjects

, Germany

2012 4 12 2012 9 8 1

! 8 10

! 8 10 SNAC sodium N-[8-(2-
hydroxybenzoyl) amino] caprylate

! 8 10

SNAC 1
8 2 4 1

8 1:1:1:1:1:1:1:1
Day 0

Day 1 Day 2 10 Day 11 31
0:00 2

1 1 10 10
2 Day 1 2 21

1
Day 0

Day 4 Day 5 Day 9
0 14

66



 

 

306 640 161
160 151 144 20

120 mL/120 21
20 50 mL/120 120 mL/15 19

20

N (%)
306
145
0
161 (100.0)
158 (98.1)
10 (6.2) 
5 (3.1)
1 (0.6)
4 (2.5) 
151 (93.8)

Full Analysis Set 158 (98.1)
158 (98.1) 

N: Number of subjects; %: Proportion of randomised subjects

18 55 BMI kg/m2 18.5 30.0

140 mmHg 90 mmHg

2 50 ng/L

90
5

3

!
! ASAT ALAT

- -GT 1.5
! 0.75 1.25
! 3.0 11.0 109/L 3.91 8.77 109/L
! 130.0 150.0 136 145 mmol/L
! 3.0 5.5 mmol/L 3.5 5.1 mmol/L



 

 

10 mg SNAC 300 mg 1 1 10 SNAC 300 
mg 15 mL duma 10

duma 10 mg 10 B2RA001 2012 10 25

10

2 nM

SNAC
SNAC 63 26

!

8 10 semgalutide
10

Day 10 0 24 AUC0-24h,Day10

t½

AUC0-24h,Day10

28
p

AUC0-24h,Day10 95%
AUC0-24h,Day10 8

3D

Cmax,Day10 tmax,Day10 Cmax,Day10

t½ Day 10 t½=ln2/ z z

Ctrough Day 2 Day 10
2

Racc AUC0-24h,Day10 AUC0-24h,Day1 AUC0-24h,Day1 Day 1
Day 1



 
     
      

AUC0-24h,Day1

½ LLOQ tmax tmax tmax

AUC0-24h,Day10 Day 10 0 24
AUC0-6h,Day10,SNAC AUC0-last,Day10,SNAC

Racc,SNAC AUC0-6h,Day10,SNAC AUC0-6h,Day1,SNAC AUC0-6h,Day1,SNAC Day 1

Cmax,Day10,SNAC SNAC tmax,Day10,SNAC Cmax,Day10,SNAC

Cmax,Day10

28
p Cmax,Day10

95% Cmax,Day10

! Cmax,Day1,SNAC AUC0-24h,Day1

! Cmax,Day1,SNAC Cmax,Day1

! AUC0-24h,Day1,SNAC AUC0-24h,Day1

! AUC0-24h,Day1,SNAC Cmax,Day1

Racc AUC0-6h,Day10,SNAC Cmax,Day10,SNAC

Day

158 19 55 82.1 kg BMI 
kg/m2 25.2 2 156 1 1

! 2 50 120 mL AUC0-24h,Day10 Cmax,Day10

! AUC0-24h,Day10

120 60 1.35 (95% CI: 0.96;1.89)



 
     
      

120 30 1.68 (95% CI: 1.20;2.34)
120 15 3.33 (95% CI: 2.38;4.66)
60 30 1.25 (95% CI: 0.90; 1.73)
60 15 2.47 (95% CI: 1.77; 3.45)
30 15 1.98 (95% CI: 1.43;2.75)

Post-hoc 120 30 120 15 60 15 30 15

! Cmax,Day10 9.1 29.4 nmol/L

! tmax,Day10 0.5 2.3
! Day 10 t1/2 150.43 158.57
! Ctrough Racc

SNAC
! 2 50 120 mL SNAC AUC0-24h,Day10 Cmax,Day10

SNAC
! SNAC 8 AUC0-6h,Day10,SNAC

717.4 1069.1 ng*h/mL Cmax,Day10 505.0 1392.1 ng/mL
! tmax,Day10,SNAC 0.4 0.7

! SNAC Racc 1.0 1.4 24
SNAC

10 mg SNAC 300 mg
10

! 134 85% 599
! 27 9.5% 534 81%

! 60.8%
36.1% 32.9%

!
! 1 1 6

! 5
MESI

! 10 15 MESI 4
11 MESI 9

2

!



 

 

! 2 3

! Day 1 Day 10
7.4 bpm 23.0; 25.0 bpm

! 10.8% 1.3%

!
! 2
!

! SNAC
! SNAC
! 61%
!

World Medical Association. Declaration of Helsinki. Recommendations 
Guiding Medical Doctors in Biomedical Research Involving Human Subjects. Adopted by the 18th World Medical 
Assembly, Helsinki, Finland, June 1964 and amended by the 29th World Medical Assembly, Tokyo, Japan, October 
1975, 35th World Medical Assembly, Venice, Italy, October 1983, 41st World Medical Assembly, Hong Kong, 
September 1989, and the 48th General Assembly, Somerset West, Republic of South Africa, October 1996. 1996

GCP ICH 1996 5 1
2012 10 24



 

 

2.7.6.8 NN9924-4154

2.7.6.8.1

Trial Registration ID-number
NCT02172313

UTN U1111-1149-8127
EudraCT number 2013-004707-39

1
signatory investigator

, Germany

1
, Germany.

2014 6 20 2014 10 15 1
Cut-off date

2014 12 17

!

! sodium N-[8-(2-hydroxybenzoyl) amino] caprylate
SNAC

2
! SNAC

! SNAC

!

SNAC
1

3 3
1 1 1 5 mg

5 10 mg 5 10
GIAE 5 mg 10 mg



 

 

10 240 mL
4 10 240 mL

4 2
6 120 mL 30

1 1 10 10

116 78 26
78 78 77

1

! 18 75
! BMI kg/m2 18.5 29.9
!

!
5

1%
!

!

!
! 1 25 mL 3 400 mL

SNAC 300 mg 1 1
5 mg 5 10 mg 5

5 mg C2RI109 2015 11 19
10 mg C2RI055 2015 6 26

10

10 1 1 SNAC



 

 

t 95% CI AUC0 24h,sema,Day10

NN9924 3794
AUC0 24h,sema,Day10 0.60 2

Day 10 24 AUC0-24h,sema,Day10 R 95%
80% 0.68*R ; 1.46*R NN9924-3794
7% 26

78

1
1

10 1 1 0 24 -
AUC0-24h,sema,Day10 AUC0-24h,sema,Day10

24 24
24 AUC 24

LLoQ 2 1
0 LLoQ LLoQ/2

AUC0 24h,sema,Day10 3
ANOVA

14 LLoQ
AUC0 24h,sema,Day10

AUC0 24h,sema,Day10 3 2
ANOVA

AUC0 24h,sema,Day10

95%

AUC0-24h,SNAC,Day10

tz 24 t1/2 t1/2

tz AUC
LLoQ/2 0 LLoQ

LLoQ/2
Cmax,sema,Day10 Cmax,SNAC,Day10 10 1 1 0 24

SNAC tmax,sema,Day10 tmax,SNAC,Day10

SNAC
AUC0-24h,SNAC,Day10 Cmax,SNAC,Day10 AUC0 24h,SNAC,Day10 Cmax,SNAC,Day10

3



 

 

tmax,sema,Day10 tmax,SNAC,Day10 t½,sema,Day10

SNAC t½,sema,Day10

! Day 1 Day 32 45 Treatment
Emergent Adverse Event

! Day 1 Day 32 45
!

!

ADA

3
55.7 49.3

60.4 BMI kg/m2 24.7
24.9 94.9% 1 3

! AUC0-24h,sema,Day10 Cmax,sema,Day10

26 14 LLoQ

2
! AUC0-24h,sema,Day10 Cmax,sema,Day10

41% AUC0-24h,sema,Day10 1.41 95%
[0.96; 2.07] p=0.0824 Cmax,sema,Day10 1.41 95% [0.96; 2.08] p=0.0804

! tmax,sema,Day10 1.00 1.75

! t1/2,sema,Day10 159.58 152.36
SNAC

! SNAC
AUC0 24h,SNAC,Day10 0.85 95% [0.75; 0.97] p = 0.0174 Cmax,SNAC,Day10 0.75 95%

[0.54; 1.06] p=0.0995
! tmax,SNAC,Day10 0.50 2.00
2

! SNAC AUC0-24h,SNAC,Day10

0.99 95% [0.87; 1.13] p=0.8591
! Cmax,SNAC,Day10

0.56 95% [0.40; 0.78] p=0.0010



 
     
      

! SNAC AUC0-24h,SNAC,Day10

1.16 95% [1.02; 1.32] p=0.0256
! Cmax,SNAC,Day10

0.74 95% [0.53; 1.04] p = 0.0779
! tmax,SNAC,Day10 0.67 2.00
! tmax,SNAC,Day10 0.50 0.67

! 50 64.1% 167
73.1% 69.2% 50.0%

! 30 vs 71
66

!

! 1

!
! 1

!

UNL

!
! 0.8 / +6.8

/ +4.8 /

!
! 2 7.7% 1 3.8%

!
! 2 41%
! SNAC AUC0-24h,SNAC,Day10

! SNAC Cmax

! SNAC 1 1 10

World Medical Association. Declaration of Helsinki. Recommendations Guiding 
Medical Doctors in Biomedical Research Involving Human Subjects. 48th WMA General Assembly, Somerset West, 
Republic of South Africa. 1996 GCP ICH 1996 5 1 21 CFR 312.120

Food and Drug Administration. FDA Code of Federal Regulations, 21 CFR 312.120. Foreign clinical studies not 
conducted under an IND. 04-01-2008



 

 

2.7.6.9 NN9924-3957

2.7.6.9.1

Trial Registration ID-number
NCT01619345

UTN U1111-1123-7450
EudraCT number 2011-004162-14

NN9924

, United Kingdom

, United Kingdom

2012 6 12 2012 8 31 1

!

! 2

!
! 2
! 2 sodium N-(8-(2-hydroxybenzoyl) amino)

caprylate SNAC
! 2

! 2

! 2
! 2



 

 

SNAC

1
1.5

2
10 mg 50 mL 2

10 mg 240 mL 111
111In 99 m 99mTc

6 1 2 2 28
part 1 2 Day 1

24 SNAC 6 4
5 1 9

1 14 1
Day 2 24 3

Day 8
3 5 wash-out part 2 4 5 part 1

Part 1 part 2 2 4 8 2
2

4 2 200 mL
4

21 25 6 13

22 26 2 13

————————————————————————

N(%)
————————————————————————

   112
 83

2
1
1

 27 (100.00)
         26 (96.30)

         3 (11.11)
      2 (7.41)
      1 (3.70)

 24 (88.89)
Full Analysis Set      26 (96.30)



 

 

 26 (96.30)
________________________________________________
N: Number of subjects, %: Proportion of randomised subjects

4
13

2 Day 2 2
1

29 27 26 full analysis set

18 64 BMI kg/m2 18.5 30.0

! 2
! 90
!
! 3 GLP-1
!
! 1 12 500 mL

!
!

!
! 3 2

3 CT MRI
!

!
!

111In 10 mg SNAC 300 mg
110526/C 99mTc

10 mg SNAC 300 mg 2
50 mL 240 mL



 

 

ITE CTE ITE
CTE iGEt

cGEt

SNAC

50 mL 240 mL
75% 22 McNemar exact

0.05 87% 10%
26

2
! 1

as treated
! FAS 1

as treated

full analysis set

! CTE 0 4

! AUC0–24h,sema 0 24
! tmax,sema

! Cmax,sema

! AUC0–6h,SNAC 0 6 SNAC
! Cmax,SNAC SNAC
! tmax,SNAC SNAC

! ITE 0 4
! ITE 0 4
! CTE 0 4
! 0 4
! iGEt 0 4



 

 

! cGEt 0 4
! 0 4
! iGEw 0 4
! cGEw 0 4
! 0 4
! 0 60
! Cmax 0 4

!
!
! FPG
!
!
!
!

AUC0–24h,sema AUC0–6h,SNAC

2
2 0

AUC0–24h,sema = ½#LLOQ#tmax, sema tmax,sema

tmax,sema Cmax, sema ½#LLOQ

Cmax,sema Cmax,SNAC SNAC tmax,sema

tmax,SNAC Cmax,sema Cmax,SNAC

ITE ITE
ITE

iGEt iGEw
cGEt cGEw

2 ITE
McNemar ITE CTE 2 AUC0-24h,sema Cmax,sema



 

 

CTE AUC0–24h,sema AUC0–24h,sema CTE

2 95%
AUC0–24h,sema CTE 2 CTE 2 AUC0–24h,sema

Cmax,sema CTE AUC0–24h,sema Cmax,sema ITE

CTE
2

CTE
95% ITE

SNAC
2 SNAC

AUC0–24h,sema

2 AUC0-24h,sema

95% Cmax,sema AUC0–6h,SNAC Cmax,SNAC

iGEt AUC0–24h,sema AUC0–24h,sema

iGEt

2 95% 
AUC0–24h,sema iGEt Cmax,sema iGEt AUC0–24h,sema

Cmax,sema cGEt

FAS 26 22 62 83 kg BMI kg/m2

26 22 3 1

10 mg SNAC 300 mg 2 50 mL 240 mL

1 3
!
! 240 mL 50 mL CTE

! 240 mL 50 mL 57 85
! ITE

! 240 mL 50 mL 3 2
4

! 240 mL 50 mL AUC0–24h,sema Cmax,sema

! AUC0–24h,sema 50 mL / 240 mL 2.56 95% [1.01;
6.47] p=0.0471



 
     
      

! Cmax,sema 50 mL / 240 mL 1.77 95% [0.99; 3.17]
p=0.0531

! tmax 2 1.5

2 part 1
!

2 part 2
! AUC0–24h,sema Cmax,sema

! ITE 2 AUC0-24h,sema Cmax,sema 1.30 95% [1.03; 
1.65] p=0.0298 1.21 95% [1.03; 1.41] p=0.0187

! CTE 2 AUC0-24h,sema Cmax,sema 2.35 95% [1.59; 
3.48] p<0.0001 1.82 95% [1.44; 2.31] p<0.0001

6
! AUC0–24h,sema Cmax,sema

! iGEt 2 AUC0-24h,sema Cmax,sema 1.54 95% [1.16; 
2.05] p=0.0038 1.36 95% [1.14; 1.64] p=0.0014

! cGEt 2 AUC0-24h,sema Cmax,sema 10.53 95% [6.53; 
16.98] p<0.0001 4.53 95% [3.27; 6.28] p<0.0001

7
! AUC0–24h,sema Cmax,sema

! iGEw 2 AUC0-24h,sema Cmax,sema 1.24 95% [0.97; 
1.58] p=0.0798 1.16 95% [0.99; 1.36] p=0.0734

! cGEw 2 AUC0-24h,sema Cmax,sema 10.11 95%
[6.08; 16.81] p<0.0001 4.28 95% [2.99; 6.11] p<0.0001

SNAC 5
! 240 mL 50 mL SNAC AUC0–6h,SNAC Cmax, SNAC

! AUC0–6h,SNAC 50 mL / 240 mL 0.81 95% [0.70; 
0.94] p=0.0061

! Cmax,SNAC 50 mL / 240 mL 0.62 95% [0.47; 0.82]
p=0.0018

! SNAC tmax 2 0.3



 

 

8
! 2 0.03
! 20

10 mg SNAC 300 mg 2 50 mL 240 mL

! 46% 42%

! 47/54 7/54
!
! 2 2 MESI

!
!

!

!

!
!
!

!
!

10 mg SNAC 300 mg 2
50 mL 240 mL

!
!

! 240 mL 50 mL CTE
! ITE
! 240 mL 50 mL AUC0–24h,sema Cmax,sema

! 240 mL 50 mL SNAC AUC0–6h,SNAC Cmax,SNAC

!
! 2
!

World Medical Association. Declaration of Helsinki. Ethical Principles for 



 

 

Medical Research Involving Human Subjects. Last amended by the 59th WMA General Assembly, Seoul, October 
2008 ICH-GCP International Conference on Harmonisation. ICH Harmonised Tripartite Guideline. Good 
Clinical Practice. 01-May-1996

2012 11 30



 

 

2.7.6.10 NN9535-3789

2.7.6.10.1

Trial Registration ID-number
NCT02060266

UTN U1111-1142-0810
EudraCT number 2013-001769-18

[3H]-
1

The Netherlands

The Netherlands

2014 2 4 2014 4 28 1
Cut-off date

2014 10 14
RMC

2014 7 30

! [3H]-

! [3H]-
! [3H]-

[3H]-
1 [3H]-

9 63
[3H]- 95%

24 2 [3H]
0.5%

5
35

15



 

 

24 1 7 63

Day 35 Day 56

7 17 8
2 1 1

7 7
full analysis set FAS safety analysis 

set SAS 2 [3H]-
0.5% 3 1,008 42
3 1176 49 1 1344 56

45 64 BMI kg/m2 20 30
1 3

3
1

3 100 mL
3 100 mL

[3H]- 1.0 mg/mL ZNV295EC 2014 2 26

[3H]- 0.5 mg 500 Ci

! [3H]-
! [3H]- %
! [3H]-
!

!
!
!
!
!
!
!
!

7



 
     
      

FAS SAS 1 [3H]-
FAS SAS

%
[3H]-

[3H]-

[3H]- AUC0-last Cmax tmax t½

AUC0-inf Cmax tmax t½ CL/F Vz/F

7 6 1
56.9 BMI kg/m2 25.8 5.2 mmol/L

HbA1c 5.4%

! 7 P1 P7 P4 [3H]-
AUClast 83% 6 P1

P3 P5 P7 AUClast 0.4 7.7%
P3 [3H]- 7.7%

! 22 U1 U22 2 U6 U7
14% 3.1% U22

! 7 0.1 1.5%

! [3H]- AUC t1/2 2,940 
nmol*h/L 166

! [3H]-
CV 75.07% 5.19

! [3H]- % .
[3H]- CV

52.96% 8.20 39.56% 4.76
! [3H]- %

[3H]- CV
18.56% 19.85 16.75% 18.80

! [3H]- %
[3H]- CV

3.16% 8.95
! [3H]-



 

 

0.53 0.66 0.51 0.57

! [3H]-
AUC0-last,3H_pl,SD

CV 4047.3 13.3 nmol equiv*h/L 3928.6 13.9 nmol
equiv*h/L Cmax,3H_pl,SD 11.5 18.9 nmol equiv/L 11.6

19.4 nmol equiv/L [3H]- t1/2,3H_pl,SD

201.2 5.8 180.5 6.4

! LC-MS/MS

AUC0-inf,sema,SD CV 3123.4 12.0 nmol*h/L Cmax,sema,SD CV
10.9 18.2 nmol/L t1/2,sema,SD CV 168.3 6.3

tmax,sema,SD 56 

! Treatment Emergent Adverse Event
7 22 20 2

! MESI

! 4
10

! 1
!

2.7

! [3H]- 75.1%
53.0% 18.6% 3.2%

! 6
AUC 0.4 7.7%

! 22 1
3.1% 7

! [3H]-
!
!

2008 ICH-GCP 1996 FDA 21 Code of Federal Regulation 
(CFR) 312.120



 

 

2.7.6.11 ERP23

2.7.6.11.1

INDIVIDUAL STUDY 
TABLE SYNOPSIS
REFERRING TO PART 
1 OF THE DOSSIER

Report No.: 25952
Volume: I

(FOR NATIONAL
AUTHORITY USE ONLY)

SNAC/

Sodium N-[8-(2-hydroxybenzoyl) aminolcaprvlate 
(SNAC)/

, NE 

1



 

 



 

 



 

 



 

 



 

 

2.7.6.12 NN9924-4079

2.7.6.12.1

Trial Registration ID-number
NCT02014259

UTN U1111-1139-4281
EudraCT number 2013-000682-36

4 1
signatory investigator

, Hungary

2 4
2 2

2013 12 11 2014 10 24 1
Cut-off date

2014 12 17

! Sodium N-(8-[2-hydroxybenzoyl] amino) caprylate SNAC 1 1 10
1 0 24

! SNAC SNAC

! SNAC
1 1 10

SNAC

10 5 mg 5 10 mg 5
33 66 10

Cockcroft & Gault
CLcr Modification of Diet in Renal Disease 

Study MDRD eGFR



 

 

114 71 Cockcroft & Gault
CLcr 24 12 12 12

11 ESRD MDRD eGFR
10 20 13 10

18 ESRD

——————————————————————————————————————————————————————————————————————————————————————————————————
Normal Mild Moderate    Severe End stage    Total
N (%) N (%) N (%) N (%) N (%) N (%)

——————————————————————————————————————————————————————————————————————————————————————————————————

Screened 114

Screening failures 43

Withdrawn before exposure 0

Exposed 24 (100.0)   12 (100.0)  12 (100.0)  12 (100.0)  11 (100.0)    71 (100.0)

Withdrawn after exposure 0 (  0.0)   0 (  0.0)   0 (  0.0)   0 (  0.0)   0 (  0.0)     0 (  0.0) 

Completed     24 (100.0)  12 (100.0)  12 (100.0)  12 (100.0)  11 (100.0)    71 (100.0) 

Full analysis set 24 (100.0)  12 (100.0)  12 (100.0)  12 (100.0)  11 (100.0)    71 (100.0) 
Safety analysis set 24 (100.0)  12 (100.0)  12 (100.0)  12 (100.0)  11 (100.0)    71 (100.0) 

——————————————————————————————————————————————————————————————————————————————————————————————————
N: Number of subjects, %: Percentage of exposed subjects

! 18 55 BMI kg/m2 18.5 40.0
! ESRD

!
!
! 180 mmHg 100 mmHg

! 2 3 400 mL

! 2

IMP 5 mg 10 mg
10 5 mg 5 10 mg 5

Trial Product Batch Number Expiry Date

Semaglutide 5 mg tablets C2RI054 24 June 2015

Semaglutide 10 mg tablets C2RI055 26 June 2015



 

 

10

SNAC

Day 1 Day 11

1
as treated

1

as treated

t 90%

22 11 11 11 11
24 12 12 12 12

AUC0 24h,sema,Day10 0.60 NN9924-
3794 22

11 AUC0-24h,sema,Day10 R 90% CI 80% 0.66*R ; 
1.51*R 1

NN9535-3616 AUC
22 R=1.22 90% CI

80% 0.81 ; 1.84

10 0 24
AUC0-24h,sema, Day10 AUC0-24h,sema,Day10

4
AUC0 24h,sema,Day10

5
ANOVA 4

5
4
90%

AUC0-24h,sema,Day10

AUC0-24h,sema,Day10



 
     
      

2 90 
mL/min 20 mL/min AUC0-24h,sema,Day10 (90/20) 0

1
95%

AUC0-24h,sema, Day10 10 0 24 –

! Cmax,sema,Day10 10 0 24
! AUC0-24h,SNAC,Day10 10 0 24 SNAC –
! Cmax,SNAC,Day10 10 0 24 SNAC

! Day 1 Day 31 Day 45

! Day 1 Day 31 Day 45
! Day 1 Day 11

45
26 52 59 75.0 87.2 kg BMI kg/m2 26.9 30.1

————————————————————————————————————————————————————————————————————————————————————————
                    Normal        Mild          Moderate      Severe        End stage   
————————————————————————————————————————————————————————————————————————————————————————
Number of subjects  24            12            12            12            11          
                                                                                        
Age (years)                                                                             
  N                 24            12            12            12            11          
  Mean (SD)         52 (8)        57 (13)       59 (11)       57 (12)       54 (13)     
  Median            51            63            65            55            51          
  Min ; Max         39 ; 65       35 ; 71       38 ; 72       39 ; 73       36 ; 74     
                                                                                        
Height (m)                                                                              
  N                 24            12            12            12            11          
  Mean (SD)         1.73 (0.09)   1.69 (0.08)   1.70 (0.07)   1.73 (0.10)   1.67 (0.09) 
  Median            1.75          1.67          1.71          1.73          1.71        
  Min ; Max         1.52 ; 1.85   1.58 ; 1.79   1.59 ; 1.82   1.58 ; 1.86   1.55 ; 1.78 
                                                                                        
Body weight (kg)                                                                        
  N                 24            12            12            12            11          
  Mean (SD)         84.9 (12.9)   83.4 (19.5)   87.2 (15.8)   85.5 (12.2)   75.0 (15.3) 
  Median            84.0          77.0          89.4          86.0          78.3        
  Min ; Max         63.0 ; 122.0  58.0 ; 116.5  61.7 ; 115.5  66.0 ; 114.0  57.0 ; 109.0
                                                                                        
BMI (kg/m^2)                                                                            
  N                 24            12            12            12            11          
  Mean (SD)         28.4 (3.9)    29.0 (5.5)    30.1 (5.2)    28.5 (3.9)    26.9 (5.3)  
  Median            27.8          27.7          31.6          27.6          27.4        
  Min ; Max         22.7 ; 38.9   18.5 ; 36.8   20.9 ; 40.0   24.5 ; 36.4   19.1 ; 37.3 
                                                                                        



 

 

HbA1c (mmol/mol)
  N 24 12 12 12 11
  Mean (SD) 36.6 (2.9)    41.1 (7.8)    41.9 (8.3)    43.4 (6.5)    44.5 (14.3) 
  Median 36.6 39.3 39.9    43.7 39.9
  Min ; Max 31.2 ; 43.2   32.2 ; 58.5   33.3 ; 63.9   32.2 ; 54.1   33.3 ; 79.2 

————————————————————————————————————————————————————————————————————————————————————————
Normal        Mild          Moderate      Severe        End stage   

————————————————————————————————————————————————————————————————————————————————————————
HbA1c (%)
  N 24 12 12 12 11
  Mean (SD) 5.5 (0.3)     5.9 (0.7)     6.0 (0.8)     6.1 (0.6)     6.2 (1.3)   
  Median 5.5 5.8 5.8 6.2 5.8
  Min ; Max 5.0 ; 6.1     5.1 ; 7.5     5.2 ; 8.0     5.1 ; 7.1     5.2 ; 9.4   

Creatinine clearance level (mL/min)
  N 24 12 12 12 10
  Mean (SD) 107 (11) 73 (13) 46 (8)        19 (4) 11 (2)
  Median 107 71 47 18 11
  Min ; Max 90 ; 132 60 ; 89 34 ; 56 15 ; 27 9 ; 14

Estimated glomerular filtration rate (mL/min)
  N 24 12 12 12 11
  Mean (SD) 87 (14) 57 (17) 37 (14) 15 (10) 7 (2)
  Median 85 56 35 12 6
  Min ; Max 65 ; 112 21 ; 86 18 ; 61 7 ; 44 4 ; 12

————————————————————————————————————————————————————————————————————————————————————————
BMI: Body mass index, N: Number of subjects, SD: Standard deviation

CLcr eGFR
CLcr

! AUC0-24h

AUC0-24h

AUC0-24h 0.61 90% [0.42; 0.88]
1.37 90% [0.91; 2.06]

! Cmax

Cmax

Cmax 0.61 90% [0.42; 0.87]
1.39 90% [0.93; 2.06]

SNAC
! SNAC

AUC0-24h ESRD
AUC0-24h 1.19 90% [1.01; 1.21]

1.49 90% [1.26; 1.75]
! Cmax

Cmax

Cmax 0.70 90% [0.45; 1.10]
1.06 90% [0.64; 1.75]

! 25 35.2% 53



 
     
      

20.8% 25.0% 58.3%

! 53 48 5

!
22.5% 33

! MESI

!
! ADA 19.7% 23

7 16
! 2 2 1 1

ESRD

!

!

ESRD

!

!

SNAC 1 1 10
!
! SNAC AUC
! SNAC

World Medical Association. Declaration of Helsinki. Ethical Principles for Medical 
Research Involving Human Subjects. 59th WMA General Assembly, Seoul. 2008 GCP ICH

1996 5 FDA 21 CFR 312.120 2008 4



 

 

2.7.6.13 NN9924-4082

2.7.6.13.1

Novo Nordisk A/S, Novo Allé, DK-2880 Bagsværd, Denmark

Trial Registration ID-number
NCT02016911

UTN U1111-1139-1272
EudraCT number 2013-000550-21

2 1
signatory investigator

, Slovakia.

2 2
1 1

2013 12 12 2015 1 12 1
Cut-off date

2014 3 24

2015 8 14

! SNAC 1 1 10 1 0 24

! SNAC SNAC

! SNAC
1 1 10

SNAC

24 12 12 8



 

 

SNAC 300 mg 10
5 mg 5 10 mg 5

22 11 11
8 8

7
18 85 BMI kg/m2 18.5 40.0

10 66

78 22 56
56 52 4

3 1

!
! BMI kg/m2 18.5 40.0

!
!
! SBP 180 mmHg DBP 100

mmHg
! 3 400 mL
! 2

SNAC 300 mg 5 mg 10 
mg 1 120 mL

10 6 2

5 mg C2RI054 2015 6 24
5 mg C2RI125 2016 2 17
10 mg C2RI055 2015 6 26
10 mg C2RI126 2016 2 24

10 1 1 66



 

 

SNAC

t 90%
22 11 11 8

24 12 12 8
AUC0 24h,sema,Day10 0.60 NN9924-
3794 22

11 AUC0-24h,sema,Day10 R 90% CI 80%
0.66*R ; 1.51*R

7
90%

! 22 8 0.62*R ; 1.60*R
! 22 7 0.61*R ; 1.64*R

1
as treated 1

as treated

! AUC0-24h,sema, Day10 10 0 24

! Cmax,sema,Day10 10 0 24
! tmax,sema,Day10 10 0 24
! CLR,sema 10 0 36
! t½,sema,Day10 10
! fusema Day 1

SNAC
! AUC0-24h,SNAC,Day10 10 0 24 SNAC



 
     
      

! Cmax,SNAC,Day10 10 0 24 SNAC
! tmax,SNAC,Day10 10 0 24 SNAC
! CL/FSNAC SNAC 10 0 24
! CLR,SNAC SNAC 10 0 36
! t½,SNAC,Day10 10 SNAC
! AUCu0-24h,SNAC,Day10 10 0 24 SNAC

! Cumax,SNAC,Day10 10 0 24 SNAC
! Racc,SNAC,Day10 SNAC AUC0-24h Day 1 Day 10

! Day 1 10

! Day 1 10
! Day 1 Day 11

AUC0-24h,sema,Day10

24 24
24 AUC 24

LLoQ 2 1
0 LLoQ LLoQ/2

3
AUC0-24h,sema,Day10

4
ANOVA 3

4
3 90%

AUC0-24h,sema,Day10

95%

2
3

95%



 

 

AUC0-24h,sema,Day10

95%

Cmax,sema,Day10 Cmax,SNAC,Day10 10 0 24 SNAC
tmax,sema,Day10 tmax,SNAC,Day10

CLR,sema CLR,SNAC 36 Ae AUC
Ae 5 0 4 4 8 8 16 16 24 24 36

VUR CUR CUR * VUR

Ae 5
CL/FSNAC AUC0-24h,SNAC,Day10 SNAC

z,sema,Day10 z,SNAC,Day10 LLoQ 3
SNAC

t½,sema,Day10=log(2)/ z,sema,Day10 t½,SNAC,Day10=log(2)/ z,SNAC,Day10

z,SNAC,Day10 LLoQ

Racc,SNAC,Day10 AUC0-24h,SNAC,Day10 Day 1 AUC0-24h,SNAC

AUC0-24h,SNAC,Day10

tz 24 t½ tz AUC t½

LLoQ/2 0 LLoQ
LLoQ/2

AUC0-24h,sema,Day10 SNAC 24

SNAC Day 1
in vitro in vitro 3

3 3 1
9 SNAC 3 in vitro

SNAC in vitro
4 SNAC 3

SNAC SNAC
in vitro

AUCu0-24h,SNAC,Day10 Cumax,SNAC,Day10 AUC0-24h,SNAC,Day10 * fuSNAC

Cmax,SNAC,Day10 * fuSNAC fuSNAC

Day 10 30 in vivo SNAC 3

SNAC in vivo Day 10 30
in vivo 3

in vivo 4
SNAC

SNAC



 
     
      

Cmax,sema,Day10 CLR,sema fusema AUC0-24h,SNAC,Day10 AUCu0-24h,SNAC,Day10 Cmax,SNAC,Day10

Cumax,SNAC,Day10 CLR,SNAC 3

4 ANOVA
3

4 3
90%

Cmax,sema,Day10 fusema AUC0-24h,SNAC,Day10 Cmax,SNAC,Day10 SNAC
AUC0-24h,sema,Day10

tmax,sema,Day10 t½,sema,Day10 tmax,SNAC,Day10

CL/FSNAC t½,SNAC,Day10

———————————————————————————————————————————————————————————————————————————————————————
                               Normal      Mild        Moderate    Severe                
                               N  (%)      N  (%)      N  (%)      N  (%)                
———————————————————————————————————————————————————————————————————————————————————————
                                                                                         

Number of subjects             24          12          12           8                    
                                                                                         

Sex                                                                                      
  Female                       13 ( 54.2)   5 ( 41.7)   6 ( 50.0)   3 ( 37.5)            
  Male                         11 ( 45.8)   7 ( 58.3)   6 ( 50.0)   5 ( 62.5)            
                                                                                         

Ethnicity                                                                                
  Hispanic or Latino            0 (  0.0)   0 (  0.0)   0 (  0.0)   0 (  0.0)            
  Not Hispanic or              24 (100.0)  12 (100.0)  12 (100.0)   8 (100.0)            
    Latino                                                                               
                                                                                         

Race                                                                                     
  American Indian or            0 (  0.0)   0 (  0.0)   0 (  0.0)   0 (  0.0)            
    Alaska Native                                                                        
  Asian                         0 (  0.0)   0 (  0.0)   0 (  0.0)   0 (  0.0)            
  Black or                      0 (  0.0)   0 (  0.0)   0 (  0.0)   0 (  0.0)            
    African American                                                                     
  Native Hawaiian or            1 (  4.2)   0 (  0.0)   0 (  0.0)   0 (  0.0)            
    Other Pacific                                                                        
    Islander                                                                             
  White                        23 ( 95.8)  12 (100.0)  12 (100.0)   8 (100.0)            
  Other                         0 (  0.0)   0 (  0.0)   0 (  0.0)   0 (  0.0)            
                                                                                         

Smoking habits                                                                           
  Never smoked                  8 ( 33.3)   3 ( 25.0)   5 ( 41.7)   4 ( 50.0)            
  Current smoker               12 ( 50.0)   7 ( 58.3)   2 ( 16.7)   2 ( 25.0)            
  Previous smoker               4 ( 16.7)   2 ( 16.7)   5 ( 41.7)   2 ( 25.0)            
———————————————————————————————————————————————————————————————————————————————————————
%: Percentage of subjects, N: Number of subjects, SD: Standard deviation, BMI: Body mass index

! 1 1 10 AUC0-24h Cmax 4

– AUC0-24h nmol*h/L



 

 

0.87 90% 0.57 1.31)
0.91 90% 0.60 1.40

– Cmax nmol/L
0.85 90% 0.55 1.30

0.92 90% 0.60 1.40

! tmax 4 1 1.5
! t½ 4 142 156
!
! in vitro fusema

– fusema fusema

1.08 90% 0.91 1.29 2.15 90% 1.84 2.52

!
3 AUC0-24h Cmax

in vitro fusema

SNAC
! 1 1 10 SNAC

– SNAC AUC0-24h ng*h/L
1.50 90% 1.28 1.74
3.64 90% 2.84 4.68

– SNAC Cmax ng/mL
1.10 90% 0.83 1.45
2.00 90% 1.10 3.66

! Day 1 Day 10 SNAC
! SNAC tmax 0.5
! SNAC t½

! SNAC CLR

– SNAC CLR L/h
0.65 90% 0.43 1.00

1.20 90% 0.75 1.91

! SNAC CL/F 78.5 L/h
275.8 L/h

! SNAC
– SNAC AUCu0-24h ng*h/mL

1.59 90% 1.29 1.96
6.62 90% 4.66 9.42

– SNAC Cumax ng/mL
1.16 90% 0.85 1.58
3.65 90% 1.95 6.85



 
     
      

SNAC
SNAC AUC0-24h Cmax SNAC

! 27 48.2% 58 3 3

! 17 30.4% 30 15 26.8% 27
1 1 1.8% 1

! 4 23.2%
26 14.3% 9

8.9% 5

9 16.1% 15
! 1

!
! 12 ADA

!

! 2 10 4

! 3 3

! 4 Day 1 Day 
11



 

 

SNAC 1 1 10
!

in vitro
!
! SNAC SNAC
! SNAC
! SNAC
! SNAC

World Medical Association. Declaration of Helsinki. Ethical Principles for Medical 
Research Involving Human Subjects. 59th WMA General Assembly, Seoul. 01 Oct 2008 GCP ICH

1996 5 1 21 CFR 312.120 Food and Drug Administration. FDA Code of Federal 
Regulations, 21 CFR 312.120. Foreign clinical studies not conducted under an IND. 04-01-2008



 

 

2.7.6.14 NN9924-4267

2.7.6.14.1

Novo Nordisk A/S, Novo Allé, DK-2880 Bagsvaerd, Denmark
Clinical Reporting Anchor and Disclosure (1452); email address: clinicaltrials@novonordisk.com

ID
NN9924-4267
Clinicaltrials.gov identifier NCT02877355
Paediatric status EMEA-001441-PIP02-15

UTN U1111-1175-5246
EudraCT number 2015-004534-10

2

2 1
signatory 

investigator
, 

Germany

1 2
2 2

2016 8 22 2017 11 24 1
Cut-off date

2018 1 29

2018 6 15

2
sodium N-(8-[2-hydroxybenzoyl] amino) caprylate SNAC

In vivo in vitro
2

CRO

! 2



 

 

! 2 SNAC

! 2

2
GERD

52 109 7
3 2 3

3 mg 1 1 5
7 mg 1 1 5

24 288 12
47±2 5

60
53

223 55
36 19 53

35 18

! 18 80
! BMI kg/m2 18.5 39.9
! 180 2

! GERD

!

1%

!
!

!
! 30 50 mL 90 400 mL

!
!



 

 

!
!

6 8 ±2
120 mL 30

30 1 6 10
2 5

Trial Product Dose Batch Number Expiry Date Manufactured by
Oral semaglutide 3 mg tablet F2RC003 14-Jul-2017 Novo Nordisk A/S
Oral semaglutide 3 mg tablet F2RC045 01-Jun-2018 Novo Nordisk A/S
Oral semaglutide 7 mg tablet F2RC004 19-Jan-2018 Novo Nordisk A/S

10

SNAC SNAC

! 10 0 24 AUC0-24h,sema,Day10

! 10 0 24 Cmax,sema,Day10

! 1 0 24 SNAC
AUC0-24h,SNAC,SS

! 1 0 24 SNAC Cmax,SNAC,SS

! 2 Day 1 11
! 2 Day 1 11
! 2 Day 1 7 Day 2

! 2 Day 1 11
! 11

5
SD 0.48 2

24/24 25/23 26/22 28/21 30/20 32/19 35/18
18

35 80% 2 AUC0 24h,sema,Day10

49%



 
     
      

! 1

as treated
! 1

as treated

AUC0 24h,sema,day10

2
2

AUC0 24h,sema,day10

95%

Cmax,sema,Day10 AUC0 24h,SNAC,SS Cmax,SNAC,SS

69.4%
68.4% 1 60

62 58
BMI

BMI 92.3 kg 30.4 kg/m2

BMI 83.5 kg 28.4 kg/m2

HbA1c
HbA1c 7.2% 7.2%

55.0 mmol/mol 55.4 mmol/mol 8.0 mmol/L 8.1 mmol/L 144.0 mg/dL
146.3 mg/dL 11.7 11.7

23 63.9% GERD
8 22.2% GERD 5 13.9%

!

-

AUC0 24h,sema,Day10 1.18 95% 0.80; 1.75 Cmax,sema,Day10 1.16 95% 0.77; 



 

 

1.76
SNAC
! SNAC

- AUC0 24h,SNAC,SS 1.06
95% 0.89; 1.26 Cmax,SNAC,SS 1.08 95% 0.71; 1.65

! 2 34 61.8% 93

24 66.7% 77 10
52.6% 16

SOC

46%
!
! 2 1 1

1 1

!
!

!

!

! 8 14.5% 9
-

!

-

! SNAC
! SNAC

2013 GCP ICH 1996
21 CFR 312.120



 

 

2.7.6.15 NN9924-4065

2.7.6.15.1

Trial Registration ID-number
NCT02070510

UTN U1111-1140-3741
EudraCT number 2013-001087-39

NNC0113-0217 1 1 1

, Germany

, Germany

2014 2 27 2014 8 20 1
Cut-off date

2014 10 30

!

! SNAC

! S R

!

sodium N-[8-(2-hydroxybenzoyl) amino] caprylate/salcaprozate sodium
SNAC S- R-

1 1

SNAC
! 20 mg Day 1 25 mg Day

8 Day 15 Day 22
20 mg 25 mg SNAC 300 mg

SNAC
! Day 29 5 mg 1 1 1

Day 29 Day 35 10 mg 1 1 1
Day 36 Day 42 20 mg 1 1 4 Day 43

Day 70 Day 71 20 mg
Day 84

! Day 71 20 mg 20 mg Day 78 25



 

 

mg 20 mg
60 168 SNAC

504 24
! 0 14
! 6

2
Day 1 Day 8

1 2 120 mL 30
30

52 46 163
111 45.6%

1 49.7% 1 EOT Table 14.1.7
4

15

52 52 6 3
3

46
52 FAS

P450 2C9 CYP2C9 CYP2C9 K
1 VKORC1

!
! 18 75
! BMI kg/m2 20.0 29.9
!

!
5

1%
!
! 5 140 mmHg 90 mmHg

! 1 50 mL 3 400 mL

!

!

! MTC 2 MEN 2
!



 

 

!
! HbA1c 6.0%
! 50 ng/L
! INR

ALAT
B C

HIV

IMP Dose Batch Number Expiry Date
Warfarin (Coumadin®) tablets 5 mg B00006082

7133459
31 March 2015

Warfarin (Coumadin®) tablets 5 mg B00005943
3133459

31 March 2015

Lisinopril (Lisinopril-Actavis®) 
tablets

20 mg B00006098
4H63181

31 October 2015

SNAC tablets 300 mg C2RI106 13 November 2015
Semaglutide tablets 5 mg C2RI054 24 June 2015
Semaglutide tablets 10 mg C2RI055 26 June 2015
Semaglutide tablets 20 mg C2RI056 01 July 2015
Semaglutide tablets 20 mg C2RI111 09 December 2015

Abbreviations: SNAC = sodium N-[8-(2-hydroxybenzoyl) amino] caprylate/salcaprozate sodium

26

SNAC

INR
hCG HIV

3 AUC0 inf,S-war,SD AUC0 inf,R-war,SD

AUC0 inf,lis,SD

AUC 1.00 AUC0 inf,lis,SD 0.36 46
3

80% 12% 52

1
as treated

! AUC0 inf,S-war,SD 0 S- -
! AUC0 inf,R-war,SD 0 R- -
! AUC0 inf,lis,SD 0 -



 
     
      

2 0

3
3 AUC

AUC 0.80; 1.25
AUC0 ,lis,SD 90% 0.80; 1.25

SNAC
Day 22 SNAC

AUC0 ,S-war,SD AUC0 ,R-war,SD Day 8 SNAC
Day 15 SNAC

AUC0 , lis,SD Day 1 SNAC

! Cmax,S-war,SD 0 168 S-
! Cmax,R-war,SD 0 168 R-
! Cmax,lis,SD 0 60
Cmax,S-war,SD Cmax,R-war,SD Cmax,lis,SD S- R- 0

168 0 168 0 60

MedDRA 17.0

ADA
3.1 mmol/L 56 mg/dL

ADA ADA
3.1 mmol/L 56 mg/dL

Day 22 12 25 mg SNAC 300 mg 5
mg SNAC 300 mg SNAC

12
AUC0 , S war, SD AUC0 , R-war, SD Cmax, S-war, SD Cmax,R-war,SD 4

AUC0 , S-war, SD Cmax,S-war,SD AUC0 ,R-war,SD Cmax,R-war,SD AUC0 , lis, SD Cmax,lis,SD

4

AUC0- ,R-war,SD Cmax,R-war,SD R- CYP2C9



 

 

52 18
50 2

CYP2C9 poor metabolizer 1 intermediate 
metabolizer 23 extensive metabolizer 28 CYP2C9/VKORC1

INR 29 21 2

——————————————————————————————————————————————————————————————————————————————
Total

——————————————————————————————————————————————————————————————————————————————
Number of subjects 52
Age (years)
   N 52
   Mean (SD) 54.1 (13.4)
   Median 58.0
   Min ; Max 22 ; 73
Height (m)
   N 52
   Mean (SD) 1.74 (0.09)
   Median 1.75
   Min ; Max 1.5 ; 1.9
Body weight (kg)
   N 52
   Mean (SD) 76.9 (11.5)
   Median 76.6
   Min ; Max 51.7 ; 102.0
BMI (kg/m^2)
   N 52
   Mean (SD) 25.51 (2.76)
   Median 25.39
   Min ; Max 20.5 ; 29.8
HbA1c (%)
   N 52
   Mean (SD) 5.4 (0.2)
   Median 5.5
   Min ; Max 4.9 ; 6.0
INR
   N 52
   Mean (SD) 0.99 (  0.05)
   Median 0.99
   Min ; Max 0.89 ; 1.09
——————————————————————————————————————————————————————————————————————————————
N: Number of subjects, SD: Standard deviation, BMI: Body mass index
BMI is calculated based on baseline measurements of body weight and height.   

SNAC
20 mg S- R- 25 mg

AUC0 SD 90% 0.80
1.25

SNAC 25 mg SNAC 300 mg
5 mg SNAC 300 mg 12

! 20 mg 20 mg
AUC0 ,lis,SD

1.07 90%



 

 

[0.99; 1.15]
! 20 mg SNAC 300 mg

SNAC 0.95 90%
[0.89; 1.01]

S- R-
! 25 mg 20 mg S- R-

AUC0 , S-war, SD AUC0 , R-war, SD

S-
1.08 90% [1.04; 1.12] R- 1.11 90% [1.06; 1.15]

! S- 25 mg
20 mg S-

1.06 90%
[1.01; 1.11]

! S- 25 mg
20 mg S-

1.08 90%
[1.02; 1.15] .

! 25 mg SNAC 300 mg S- R-

SNAC S-
1.04 90% [1.02; 1.07] R- 1.06 90% [1.03; 1.08]

! S- 25 mg SNAC 300 mg S-

SNAC 1.06 90%
[1.02; 1.10]

! S- 25 mg SNAC 300 mg S-

SNAC 1.03 90%
[0.99; 1.06]

! 20 mg 20 mg
Cmax,lis,SD

0.96 90%
[0.88; 1.06]

! 20 mg SNAC 300 mg Cmax

SNAC 0.89 90%
[0.81; 0.97]

S- R-
! 25 mg 20 mg S- R-

Cmax,S-war,SD Cmax,R-war,SD

S-
0.88 90% [0.83; 0.94] R- 0.91 90% [0.86; 0.96]

! S- 25 mg
20 mg S- Cmax



 

 

0.88 90%
[0.82; 0.95]

! S- 25 mg
20 mg S- Cmax 11%

0.89
90% [0.7996; 0.98] 0.80 1.25

! 25 mg SNAC 300 mg S- R- Cmax

SNAC S-
0.94 90% [0.88; 1.01] R- 0.96 90% [0.90; 1.02]

! S- 25 mg SNAC 300 mg S-
Cmax

SNAC 0.96 90%
[0.88; 1.05]

! S- 25 mg SNAC 300 mg S-
Cmax

SNAC 0.93 90%
[0.83; 1.05]

!
! 85% 44/52 294

255/294 39/294
! 1

20 mg

! SNAC
29% 15/52 25

! 17% 10 15% 12 14%
11 65% 170

SNAC

!
GLP-1

! 17% 9/52 15
39% 18/46 46

12% 6/50 7
22% 10/46 19

69% 34/49 163

! MESI 12 12
25 mg 5 mg

! 1
INRmax 2.53



 

 

! 2 INRmax 3.5
! 3

!

!

! 8
80 mmHg 60 mmHg

8 4
! Day 29

!

! ADA

! 12 Day 85 SD 4.0 3 kg
SD 3.1 3 kg

! 20 mg S- R- 25 mg
AUC0 20 mg SNAC 300 mg

! 20 mg S- R- 25 mg
Cmax 20 mg SNAC 300 mg

!

World Medical Association. Declaration of Helsinki. Ethical Principles for Medical 
Research Involving Human Subjects. 59th WMA General Assembly, Seoul. 01 Oct 2008 ICH-GCP International 
Conference on Harmonisation, ICH Harmonised Tripartite Guideline, Good Clinical Practice, 01 May 1996
FDA 21 CFR 312.120 Food and Drug Administration. Food and Drug Administration, Code of Federal Regulations, 
21 CFR Part 312, Investigational New Drug Application - Foreign clinical studies not conducted under an IND. 2013



 

 

2.7.6.16 NN9924-4145

2.7.6.16.1

Novo Nordisk A/S, Novo Allé, 2880 Bagsværd, Denmark

SNAC
Trial Registration ID-number
NCT02249910

UTN U1111-1150-0801
EudraCT number 2013-004820-12

1 1 1
www.clinicaltrials.gov
Investigating the influence of oral semaglutide on pharmacokinetics of metformin and digoxin in healthy subjects

1
signatory investigator

, Germany.

1 1

, Germany.

2014 9 18 2015 3 6 1
Cut-off date

2015 5 19
ARGUS cut-off date 2015 6 2

!

! SNAC
!

sodium N-[8-(2-hydroxybenzoyl) amino] caprylate/salcaprozate sodium
SNAC

1 1
SNAC

! 3
–



 

 

– SNAC
–

! 850 mg 1 2 3 3 Day 1 3 Day 17 19 Day 
75 77 4 Day 4 20 78 1 500 g 250 g

2 Day 8 24 82
! Day 1, 2, 3, 4 850 mg 7 2

Day 8 500 g Day 17, 18, 19, 20
850 mg 7 1 3 5 7

SNAC 300 mg Day 24 SNAC 300 mg
500 g 1 1 Day 33 5 mg 1 Day
33 39 10 mg 1 Day 40 46 20 mg 4 Day 47 74

Day 75 20 mg 1 1
Day 75

850 mg 7 Day 75
77 1 2 Day 78 1 20 mg

20 mg
500 g Day 82

16 10 14
!

!

96 32
28

18 75 83
37 14 32

1 10 mg 6

! 18 75
! BMI kg/m2 20.0 29.9
!

!
5

1%
!
! 5 140 mmHg 90 mmHg

! 1 25 mL 3 400 mL



 

 

!
!
!
! Day 87 BMI 18.5 kg/m2

! 3 2
3

!
!

St Johns wort

IMP Dose Dosage form Route of 
administration

Batch 
Number

Expiry Date

Semaglutide 5 mg tablets   5 mg Tablet Oral C2RI109 19 November 2015
Semaglutide 10 mg tablets 10 mg Tablet Oral C2RI110 21 November 2015
Semaglutide 20 mg tablets 20 mg Tablet Oral C2RI111 09 December 2015
Metformin 850 mg Tablet Oral DV1344 31 July 2016
Digoxin 250 g + 

250 g
Tablet Oral 130801 31 August 2016

Placebo Ca 300 mg Tablet Oral C2RI106 13 November 2015
aPlacebo C contained 300 mg SNAC-alone.
Abbreviations: IMP = investigational medicinal products; SNAC = sodium N-[8-(2-hydroxybenzoyl) amino] 
caprylate/salcaprozate sodium.

87

SNAC

HbA1c hCG
HIV

2 AUC0 12h,met,SS AUC0 ,dig,SD

0.80; 1.25
AUC0 12h,met,SS 90% 0.80; 

1.25
AUC0 ,dig,SD 2

5% 2
t- log(0.80) log(1.25)

AUC 1.03 2 28
2



 

 

95% 12% 32

ICH E9
! FAS FAS 1

as treated
! 1

as treated
FAS

! AUC0 12h,met,SS 1 0 12
! AUC0 ,dig,SD 0

2
AUC

AUC AUC
ANOVA

AUC 90%
AUC

AUC 0.80 1.25
AUC0 12h,met,SS 90% 0.80; 1.25

AUC0 12h,met,SS AUC0 ,dig,SD 90%
0.80; 1.25 AUC0 ,dig,SD

SNAC
Day 20 24 SNAC

AUC0 12h,met,SS AUC0 ,dig,SD Day 4 8 SNAC

! Cmax,met,SS 1 0 12
! Cmax,dig,SD 0 120
! Cmax,sema,SS 1 0 24
! AUC0 24h,SNAC,SS 1 0 24 SNAC
Cmax,met,SS Cmax,dig,SD Cmax,sema,SS

AUC0 24h,SNAC,SS

Cmax,met,SS

Cmax,dig,SD

! Day 1 Day 118 122



 

 

! Day 1 Day 118 122

! Day -1 Day 88

Medical Dictionary for Regulatory Activities MedDRA 17.1

ADA
3.1 mmol/L 56 mg/dL

ADA ADA
3.1 mmol/L 56 mg/dL

! SNAC Day 1 17
! SNAC Day 17 33
! Day 75 91
! Day 33 75 Day 91 Day 118 122

2 Day 33

Day 
87 Day 78

Day 82

Day -1
Day 33

FAS 32 12 20
27 73 59

58.2 kg 104.7 kg 76 kg BMI 25.4 kg/m2

HbA1c 5.4% 5.5 mmol/L



 

 

! 850 mg 20 mg
AUC0 12h,met,SS

– 1.32 90%
[1.23 ; 1.43]

! 850 mg SNAC 300 mg

– SNAC 1.05 90%
[0.99 ; 1.12]

! 500 g 20 mg
AUC0 ,dig,SD

– 1.03 90%
[0.96 ; 1.11]

! 500 g SNAC 300 mg

– SNAC 0.96 90% [0.91 ;
1.01]

! 850 mg 20 mg
Cmax,met,SS

– 0.98 90%
[0.90 ; 1.06]

! 850 mg SNAC 300 mg

– SNAC 1.06 90%
[0.98 ; 1.14]

! 500 g 20 mg
Cmax,dig,SD

– 0.98 90%
[0.89 ; 1.09]

! 500 g SNAC 300 mg

– SNAC 0.82 90% [0.73 ;
0.92]

! 3

– 3 1 0 24
AUC0 24h,sema,SS 622 719 nmol×h/L Cmax,sema,SS

31.0 35.8 nmol/L tmax,sema,SS 1.0 1.5
CL/Fsema,SS 6.76 7.82 L/h

SNAC
! 5 SNAC SNAC SNAC



 

 

SNAC AUC0 24h,SNAC

Cmax,SNAC tmax,SNAC

– 5 SNAC AUC0 24h,SNAC 1063 1331 ng×h/mL Cmax,SNAC

1063 1390 ng/mL tmax,SNAC,SS 0.38 0.75

!

! MESI
! 88% 28/32 181

! 137/181 43/181
6 1 1

!

SNAC

! 1 10 mg 6

! ADA

!

!

! 1 GLP-1RA

!

–

!

! SNAC
! SNAC

! SNAC
!

1996 GCP ICH 1996 21 CFR 
312.120



 

 

2.7.6.17 NN9924-4249

2.7.6.17.1

NovoNordisk A/S, Novo Allé, DK-2880 Bagsvaerd, Denmark

sodium N-(8-[2-hydroxybenzoyl] amino) caprylate SNAC Microgynon®

EE LN
ID

NN9924-4249
Trial Registration ID-number
NCT02845219

UTN U1111-1174-7914
EudraCT number 2015-004232-35

1
signatory investigator

, Germany.

, Germany

2016 7 13
2016 12 20

1

Cut-off date
2017 3 23

ARGUS cut-off date 2017 4 3

2017 9 15

!

! SNAC

!

EE LN 1



 

 

1 20
3 Microgynon® EE LN

1 1 8
1

! 2 3 Day 1 8
! 3 6 Day 8 17

2
! 6 7 SNAC 1 1 Day 17 24 +SNAC
! 7 10 Day 24 33 Day

25 32 SNAC 1 1
3

! 14 15 1 1 Day 75 82 +

! 15 18 Day 82 91 Day
83 90 1 1

2 Day 33 10 1 1 1
3 mg 7 mg 14 mg 19 35 39

127 157
EE LN

wash-out 9 wash-
out EE 20 LN 20 35

25 21
EE LN

36 5
6 25

! 45 12
40 mIU/mL

! BMI kg/m2 20.0 29.9
!

! 1 1 1 1

! 30 25 mL 90 400 mL

! 5 90 139 mmHg 50
89 mmHg

!



 

 

!
!

!
!
! 100 ng/L
!
!
!
!

! 120 bpm

IMP Dosage form Route of 
administration

Dose Batch number Expiry date

Oral semaglutide Tablets Oral 3 mg F2RC002 13 July 2017

Oral semaglutide Tablets Oral 7 mg E2RC022 21 October 2017
Oral semaglutide Tablets Oral 14 mg E2RC023 26 October 2017
SNAC Tablets Oral 300 mg F2RD009 17 February 2018
Microgynon®

Tablets
Oral LN 150 g 

EE 30 g
B00010730944429B 01 November 2019

Abbreviations: IMP = investigational medicinal product; SNAC = sodium N-[8-(2-hydroxybenzoyl) amino] 
caprylate/salcaprozate sodium; EE=ethinylestradiol; LN=levonorgestrel

91

EE LN SNAC
EE LN Day 8 Day 24

SNAC Day 82
-

! AUC0 24h,EE,SS 1 0 24 EE -
! AUC0 24h,LN,SS 1 0 24 LN -

• Cmax,EE,SS 1 0 24 EE
• Ctrough,EE,SS 1 EE
• tmax,EE,SS 1 0 24 EE
• t1/2,EE,SS EE
• CL/FEE,SS EE
• MRTEE,SS EE
• VSS/FEE EE
LN
• Cmax,LN,SS 1 0 24 LN
• Ctrough,LN,SS 1 LN
• tmax,LN,SS 1 0 24 LN
• t½,LN,SS LN
• CL/FLN,SS LN



 

 

• MRTLN,S LN
• VSS/FLN LN

EE LN
SNAC SNAC

! Day 1 Day 125 129
! Day 1 Day 125 129
! Day 125 129
! Day 1 Day 91

EE LN
AUC EE LN AUC EU LL AUC

EE LN Cmax

2
0.80; 1.25 90%

5% t-
log(0.80) log(1.25)

EE LN NN9535-3819
2 1

EE LN log (AUC0-24h,SS) 0.149 0.165
EE LN log (Cmax,SS) 0.215 0.236
AUC 0.93 21 2

99%
Cmax 0.93 2

82%
21 7% 2

4
80%

21 EE
LN

25

ICH E9
! 1

as treated
! FAS FAS 1

as treated
FAS

FAS
FAS



 

 

EE LN AUC
AUC AUC AUC

ANOVA
90%

EE LN AUC
EE LN AUC

2 SNAC EE LN AUC
EE LN AUC

Cmax,EE,SS Cmax,LN,SS

MedDRA 19.1

!
!

1
Day 1 17 2 SNAC Day 17 33 3

Day 75 91 4 Day 33 75 Day 
91 Day 125 129 2 Day 33 Day 125
129

SOC PT

EE LN
2

101007 SNAC

FAS 25 50 75 62
65.5 kg BMI 24.1 kg/m2 HbA1c 5.6%

SNAC EE
AUC0-24h,EE

Cmax,EE

! EE AUC0-24h Cmax

1.06 [90%CI: 1.01; 1.10] 0.97[ 90%CI: 0.90; 1.05]
! SNAC EE AUC0-24h Cmax

SNAC 1.04 [90%CI: 1.00;
1.09] 1.13 [90%CI: 1.07; 1.19]

SNAC



 

 

SNAC LN
AUC0-24h,LN

Cmax,LN

! LN AUC0-24h Cmax

1.06 [90%CI: 0.97; 1.17] 0.95 [90%CI: 0.87; 1.05]
! SNAC LN AUC0-24h Cmax

SNAC 1.13 [90%CI: 1.06;
1.19] 1.08 [90%CI: 1.01; 1.15]

SNAC

!

! 25
!

! 25 24 96% 196
25 9 36% 16

SNAC 25 19 76% 30
25 19 76% 53

25 22
88% 97

25 24 96% 150
! SOC

25 20 80% 71
25 17 68% 33

25 20 80% 22
! PT

25 16 64% 33
25 16 64% 30

25 20 80% 21
!

! 25 24 96% 156 25 14 56% 40

! ADA 1

! ALT AST 7 5
ALT AST

! GLP-1



 

 

! EE LN AUC0-24h

Cmax

! SNAC EE LN AUC0-24h Cmax

!
SNAC

!

1996



 

 

2.7.6.18 NN9924-4250

2.7.6.18.1

Novo Nordisk A/S, Novo Allé, DK-2880 Bagsvaerd, Denmark

sodium N-(8-[2-hydroxybenzoyl] amino) caprylate SNAC Crestor®

Furix®

ID
NN9924-4250
Trial Registration ID-number
NCT03010475

UTN 1111-1173-8618
EudraCT number 2015-003908-23

 , 
, United Kingdom

United Kingdom

2017 1 5
2017 8 9

1

Cut-off date
2017 9 6

2018 1 22

!

! SNAC
!

SNAC
1 1

18 65 41
18 59 2 28

3 7 14 mg SNAC 300 mg



 

 

40 mg 10 mg

1 2 3
! Day 1 12
! Day 2
! Day 2 6 96

2 3 4
! Day 7 SNAC 12

SNAC 24 Day 7 8
! Day 8 SNAC Day 9 11 SNAC 1 1
! Day 8 12 SNAC 24 Day 8 9 96

Day 8 12
3 4 9

! Day 12 18 3 mg 1 1 1
! Day 19 25 7 mg 1 1 1
! Day 26 54 14 mg 1 1 4
! Day 54
! Day 55 Day 54

55
! Day 55 59 SNAC Day 54 55 55 56

Day 55 59
2 Day 12 4 1 1

1 3 mg 7 mg 14 mg Day 94 100 10

41 39
SNAC

1 Day 19 1
Day 5 2

! 18 65
! BMI kg/m2 20.0 29.9
!

! 1 1 1 1

! 30 25 mL 90 400 mL

! 5 90 139 mmHg 50
89 mmHg

!



 

 

!
!
!
! 100 ng/L
!
!
! ULN 5

!

! ULN 3

IMP Dosage form Route of 
administration

Dose Batch 
number

Expiry date

Oral semaglutide Tablets Oral 3 mg F2RC015 23-August-2017
Oral semaglutide Tablets Oral 7 mg E2RC022 21-October-2017
Oral semaglutide Tablets Oral 14 mg F2RC017 07-March-2018
SNAC Tablets Oral 300 mg F2RD009 17-February-2018
Furosemide Tablets Oral 40 mg 343717 01-November-2020
Rosuvastatin Tablets Oral 10 mg T152A 31-October-2018

Abbreviations: IMP = investigational medicinal product; SNAC = sodium N [8 (2 hydroxybenzoyl) amino] caprylate

59

! AUC0- ,furo,SD 0 -
! AUC0- ,rosu,SD 0 -

Cmax,furo,SD 0 12
Cmax,rosu,SD 0 96

AUC0- ,furo,SD Day 1 SNAC Day 7
Day 54 0 12 AUC0-

,rosu,SD Day 2 SNAC Day 8
Day 55 0 96 Cmax

AUC0-

!
!
!



 
 

  
      

!

2
Cmax

2 Cmax,furo Cmax,rosu

0.80; 1.25 90%
5% t-

log(0.80) log(1.25)

log(AUC0- ,SD) 0.217 0.191
log(Cmax,SD) 0.215 0.244

AUC 0.95 36
2

93% Cmax 0.95
2

86% 36 0.95 4
80%

12% 41

! FAS FAS 1
as treated

! SAS 1
as treated

! FAS

2 AUC
AUC

AUC
ANOVA

90% AUC
AUC

ANOVA 2
95% 95%

SNAC
2 SNAC AUC SNAC

AUC
Cmax,furo,SD Cmax,rosu,SD

MedDRA 20.0

!
!



 

 

FAS 18 65 39 41 31
77 kg BMI 25 kg/m2 HbA1c

5.4%

SNAC
! AUC0- ,furo

Cmax,furo AUC0- ,furo

1.28 [1.16; 1.42]90% CI Cmax,furo 0.66
[0.53; 0.82]90% CI

! SNAC AUC0- ,furo AUC0-

,furo SNAC 0.99 [0.91; 1.07]90% CI

! SNAC Cmax,furo

Cmax,furo 0.90 [0.74; 1.11]90% CI

! tmax SNAC
0.9 0.8

1.3 t½ SNAC

SNAC
! AUC0- ,rosu

Cmax,rosu AUC0- ,rosu

1.41 [1.24; 1.60]90%  CI Cmax,rosu

1.10 [0.94; 1.28]90%  CI

! SNAC AUC0- ,rosu Cmax,rosu

AUC0- ,rosu SNAC
0.97 [0.91; 1.02]90%  CI Cmax,rosu 0.92 [0.82;1.02]90%  CI

! tmax SNAC
1

1.5 t½ SNAC



 
 

  
      

!
SNAC

!
1 1

ULN 10 1

! GLP-1

! 37 90.2% 275

- 24 58.5% 109
- 22 53.7% 68

!
- 14 34.1% 24
- 17 41.5% 39

!
83 1 4

GLP-1

!
- AUC0-

Cmax

- SNAC AUC0- Cmax

!
- AUC0-

Cmax

- SNAC AUC0- Cmax

!
SNAC

GLP-1

!

GLP-1
1996 GCP ICH 1996 21 CFR 312.120



 

 

2.7.6.19 NN9924-4279

2.7.6.19.1

Novo Nordisk A/S Novo Allé, DK-2880 Bagsvaerd, Denmark

ID
N9924-4279
Trial Registration ID-number
NCT02920385

UTN U1111-1177-2807
IND number
EudraCT number 2015-005558-36
Japanese registration number

1
signatory investigator

, Germany

1

2016 10 10 2017 6 16 1
Cut-off date

2017 8 23

2018 1 24

!



 
     
      

!

! SNAC
! SNAC

!

1 1
12 2 7 11

600 g 3 1 2 SNAC
3

5
SNAC

35 39
176 206

45
FDA 10

45

! 18 50
! BMI kg/m2 20.0 29.9
!

! 1 1
! 48

! 30 25 mL 90 400 mL

!

! T3 T4 T3 T4 TSH
TSH

IMP Dosage form Route of 
administration

Dose Batch number Expiry date

Oral semaglutide Tablets Oral 3 mg F2RC015 23 August 2017



 

 

Oral semaglutide Tablets Oral 7 mg F2RC004 19 January 2018
Oral semaglutide Tablets Oral 14 mg F2RC017 07 March 2018
SNAC Tablets Oral 300 mg F2RD009 17 February 2018
Levothyroxine Tablets Oral 100 g 73566 13 July 2017
Placebo Tablets Oral NA F2RC010 04 February 2018

176 206

T4 SNAC

! bcAUC0-48h,T4,SD 0 48 T4
-
o Day 1 Day 38

SNAC Day 89
-

! AUC0-24h,sema,SS 0 24 -

o Day 88 Day
139

-

Day 1 Day 38 SNAC
Day 89

-

! bcCmax,T4,SD 0 48 T4

! tmax,T4,SD 0 48 T4
! bcAUC0-48h,T3,SD 0 48 T3

! bcCmax,T3,SD T3
! tmax,T3,SD T3
! bcAUC0-48h,FT4,SD 0 48 T4

-
! bcCmax,FT4,SD 0 48 T4

! tmax,FT4,SD 0 48 T4
! bcAUC0-48h,FT3,SD 0 48 T3

-
! bcCmax,FT3,SD T3
! tmax,FT3,SD T3



 
     
      

Day 88 Day 139
-

! Cmax,sema,SS 1 0 24
! tmax,sema,SS 1 0 24

SNAC
Day 88 Day 139

-

! AUC0-24h,SNAC,SS 1 0 24 SNAC -
! Cmax,SNAC,SS 1 0 24 SNAC
! tmax,SNAC,SS 1 0 24 SNAC
! CL/FSNAC,SS SNAC
! MRTSNAC,SS SNAC
! VSS/FSNAC SNAC

! Day 1 Day 174 178
! Day 1 Day 174 178
! Day 174 178
! Day 1 Day 140

T4
T4

AUC0-24h,sema,SS Cmax,sema,SS

80% AUC0-24h,sema,SS Cmax,sema,SS

Within-subject standard deviation

True ratio 0.37 0.40 0.43 0.46

100% 25 29 33 37

97.1%-103% 26 30 34 39

95.3%-105% 27 32 36 41

92.6%-108% 31 36 42 48

91.0%-110% 36 41 47 54

Cmax,sema,SS



 

 

AUC0-24h,sema,SS Cmax,sema,SS

80%
AUC0-24h,sema,SS Cmax,sema,SS 36

80%

AUC Cmax 100% 36 bcAUC0-

48h,T4,SD bcCmax,T4,SD

99.8%

AUC0-24h,sema,SS Cmax,sema,SS 36
45

2

! SAS 1 SAS
as treated

! FAS 1

as treated

FAS

bcAUC0-48h,T4,SD 3 Day 1 Day 38 SNAC
Day 89

T4 T4
T4

AUC0-24h,sema,SS 2 Day 88 Day 139

2

90% 95%

bcCmax,T4,SD Cmax,sema,SS

bcAUC0-48h,T4,SD AUC0-24h,sema,SS bcAUC0-48h,T3,SD

bcAUC0-48h,FT4,SD bcAUC0-48h,FT3,SD bcCmax,T3,SD bcCmax,FT4,SD bcCmax,FT3,SD

bcAUC0-48h,T4,SD

0



 

 

SNAC bcCmax,T4,SD

bcAUC0-48h,T4,SD

SNAC
AUC0-24h,SNAC,SS Cmax SNAC,SS 95%

p

2

T3 T3 T3 T3
bcAUC0-48h,T3,SD bcCmax,T3,SD bcAUC0-48h,FT3,SD bcCmax,FT3,SD

SNAC T3 T3
95% p 4

SNAC 8 2 Day 89 7 Day 88
SNAC 24 PK 1.5 2

AUC
7 PK

! 2
AUC0-x

a
h

! AUC0-24h 2
AUC0-x

a
h

! AUC0-24h

AUC0-xh

a x 8 2 Day 89 24 PK

45 1
36 BMI kg/m2 25

FDA 10
28 17

! bcAUC0-48h,T4, SD 1.33
90% CI: 1.25; 1.42 0.8000 1.2500

! bcCmax,T4, SD 0.88
90% CI : 0.81; 0.94 0.8000 1.2500



 

 

! tmax,T4,SD 1.0 3.0

! T4 T4

! bcAUC0-48h,T3,SD bcCmax,T3 SD

! tmax,T3,SD 2.0 23.8

! T3 T3

SNAC

SNAC
! bcAUC0-48h,T4, SD 1 SNAC

0.97 90% CI: 0.90; 1.04]
! bcCmax,T4, SD SNAC 0.85 90% CI : 0.79;

0.92
! tmax,T4,SD SNAC 1.0

vs 1.5
! T4 Cmax T4

! bcAUC0-48h,T3,SD bcCmax,T3 SD SNAC

! tmax,T3,SD SNAC =2.0
vs 1.5

! T3 T3

! AUC0-24h,sema,SS 34%
0.66 90% CI: 0.56; 0.78 0.7000

1.4286
! Cmax,sema,SS 32%

0.68 90% CI : 0.57; 0.80 0.7000
1.4286

! tmax,sema,SS 1.0

SNAC

! AUC0-24h,SNAC,SS

0.92 95% CI : 0.86; 0.98 p=0.01

! Cmax,SNAC,SS

1.29 95% CI: 1.04; 1.59 p=0.02
! tmax,SNAC,SS tmax =0.35 vs 0.67

MRTSNAC VSS/FSNAC

! 35 77.8% 226



 
     
      

! 1
1 2

10
!

45 23 51.1% 122
45 20 44.4% 34

24 53.3% 25
!

45 19 42.2% 39
45 17 37.8% 28

45 23 51.1% 24
! 45 32 71.1% 144 45 27

60.0% 80 45 2 4.4% 2
1 1

! GLP-1

! SNAC

! GLP-1

! T4 bcAUC0-48h T4 bcCmax

GLP-1
! AUC0-24h

Cmax

! SNAC AUC0-24h

Cmax

!

1996 GCP ICH 1996 21 CFR 312.120



 

2.7.6.20 NN9924-4141

2.7.6.20.1

Novo Nordisk A/S, Novo Allé, DK-2880 Bagsvaerd, Denmark

Trial Registration ID-number
NCT02249871

UTN U1111-1151-5077
EudraCT number 2013-005513-12 

, Germany.

1

2014 9 24 2015 4 1 1
Cut-off date

2015 5 21
ARGUS cut-off date 2015 6 5

2015 10 5

!

! SNAC
!

SNAC
1

2 Group A Group B
+ 1 1

10 5
5 mg 5 10 mg Group B

40 mg 1 1 1

1 2 2 28 2 Day 1 10
SNAC Day 9 10 11

3 8 9 43 ±2 Day 



 

-2 Day 1 Day 8 Day 11

54 114 30
30 54

28 + 26 53
1

————————————————————————————————————————————————————————————————————————————————
Sema Sema + Total

Omeprazole
N   (%)           N   (%)          N   (%)    

————————————————————————————————————————————————————————————————————————————————
Screened 114

Screening failures 30

Withdrawn before randomisation 30

Randomised 28 (100.0) 26 (100.0) 54 (100.0) 

Exposed 28 (100.0) 26 (100.0) 54 (100.0) 

Withdrawn after randomisation     1 (  3.6) 0 (  0.0) 1 (  1.9) 
  Adverse event 1 (  3.6) 0 (  0.0) 1 (  1.9) 

Completed 27 ( 96.4) 26 (100.0) 53 ( 98.1) 

Full analysis set 28 (100.0) 26 (100.0) 54 (100.0) 

Safety analysis set 28 (100.0) 26 (100.0) 54 (100.0) 
————————————————————————————————————————————————————————————————————————————————
Abbreviations: % = percentage of randomised subjects; N = number of subjects; sema = semaglutide.

! 18 75
! BMI kg/m2 18.0 29.9
!

!
5

1%
!
! 5 140 mmHg 90 mmHg

! 1 25 mL 3 400 mL

IMP SNAC300 mg 5 mg C2RI109 10 mg
C2RI110 40 mg LC11856 Actavis 

omeprazol® 120 mL
4 6

2 2
30



 

10 5 5 mg 5 10 mg
43±2

!
– 10 1 1 0 24 - AUC0-24h

! SNAC
10 1 1 0 24 SNAC - AUC0-24h

Day 1 Day 43±2
!
!

t 95% 2 AUC0 24h,sema,day10

NN9924 3794
AUC0 24h,sema,day10 0.6 2 Day 10

24 AUC0-24h,sema,day10 R 95% 0.68*R ; 
1.46*R 80% 80%

AUC0 24h,sema,day10 64%

ICH E9
! FAS FAS 1

as treated
! 1

as treated

FAS

AUC0-24h,sema,day10

AUC0 24h,sema,day10

2 ANOVA
AUC0 24h,sema,day10

95%

AUC0-24h,SNAC,day10

AUC0 24h,SNAC,day10



     
      

FAS
                                    Sema                  Sema +                    
                                                              Omeprazole                
                                        N  (%)                N  (%)                    
Number of subjects                      28                    26                        
                                                                                        
Sex                                                                                    

   Female                               12 ( 42.9)            11 ( 42.3)                
   Male                                 16 ( 57.1)            15 ( 57.7)                
                                                                                        
Race                                                                                    
   White                                28 (100.0)            26 (100.0)                
                                                                                        
Ethnicity                                                                              

   Hispanic or Latino                    0 (  0.0)             0 (  0.0)                
   Not Hispanic or Latino               28 (100.0)            26 (100.0)                
                                                                                        
Phenotype                                                                              

   EM                                   28 (100.0)            24 ( 92.3)                
   IM                                    0 (  0.0)             0 (  0.0)                
   PM                                    0 (  0.0)             2 (  7.7)              
Abbreviations: % = percentage of subjects; EM = extensive metabolizer; IM = intermediate 
metabolizer; N = number of subjects; PM = poor metabolizer.

FAS
                                    Sema                  Sema +                    
                                                              Omeprazole                
Number of subjects                      28                    26                        
                                                                                        
Age (years)                                                                            

   N                                    28                    26                        
   Mean (SD)                            52 (13)               59 (7)                    
   Median                               55                    60                        
   Min ; Max                            26 ; 74               44 ; 72                   
                                                                                        
BMI (kg/m^2)                                                                           

   N                                    28                    26                        
   Mean (SD)                            24.9 (2.8)            24.8 (2.3)                
   Median                               24.4                  24.4                      
   Min ; Max                            20.3 ; 29.9           21.6 ; 29.4               
                                                                                        
HbA1c (%)                                                                               
   N                                    28                    26                        
   Mean (SD)                            5.4 (0.2)             5.6 (0.3)                 
   Median                               5.5                   5.6                       
   Min ; Max                            4.9 ; 5.9             4.8 ; 6.0               
Note: Baseline information is defined as the measurement at the latest assessment before dosing. 
BMI is calculated based on baseline measurements of body weight and height.

Abbreviations: BMI = body mass index; N = number of subjects, SD = standard deviation; 
sema = semaglutide.

! +
10 AUC0-24h,sema +

1.13 95% [0.84; 1.53]

! SNAC +



 

10 AUC0-24h,SNAC +
1.14 95% [0.997; 1.30]

! 27 74 17 39
+ 10 35

! 62 12
! 17 29

12 12

!
!

1 1 10
!

! SNAC

SNAC
!

48th WMA General Assembly, Somerset West, Republic of South Africa. 1996
ICH-GCP May 1996 21 CFR 312.120



 

 

2.7.6.21 NN9924-4394

2.7.6.21.1

Novo Nordisk A/S, Novo Allé, DK-2880 Bagsvaerd, Denmark
Clinical Reporting Anchor and Disclosure (1452); email address: clinicaltrials@novonordisk.com

ID NN9924-4394
clinicaltrials.gov identifier NCT03466567
Paediatric status EMEA-001441-PIP02-15

UTN U1111-1197-9088
EudraCT number 2017-002498-21

SNAC

signatory investigator

1

, Germany.

2018 3 15
2018 7 10

1

Cut-off date
2018 9 14

2019 1 14

sodium N-(8-[2-hydroxybenzoyl] amino) caprylate SNAC SNAC
SNAC

E494 E506 2 SNAC SNAC
SNAC 2 3 E1245 E1246 E1247

SNAC
in vitro SNAC SNAC BCRP

1 OAT1 OAT3 2 MRP2
SNAC

5'-
- UGT BCRP OAT1 OAT3 MRP2

SNAC SNAC
FDA UGT



 
     
      

OAT1 OAT3 BCRP MRP2

CRO

! SNAC
! SNAC

! SNAC

! SNAC

SNAC
1 3
3 3

! 1 3 mg
! 1 600 mg 1 3 mg
! 1 500 mg 1 2 3.5 7

2 3 mg

Day -3 Day 1
Day 1

Day 1 Day 2 6
2

! 120 mL 2 2 15
! 200 mL 1 1 15

Day -1 Day 1 24
36 Day 2

48 Day 3
90 125 2 Day 1 5

4 28 35

21
48 18 9

21

! 18 64
! BMI kg/m2 18.5 29.9
! 50.0 kg



 

 

!

!
! 1 1
!

!

!
! -6-

!
!

!
!
!
!
!

Trial Product Dose Route of 
administration

Treatment period Batch 
Number

Expiry Date

Semaglutide tablet* 3 mg Oral Single dose administration GYTC002 04 September 2019

Probenecid 
(Probenecid 
“Medic”®)

250 mg Oral Multiple-dose administration 
of 500 mg probenecid per 
day (2 tablets of 250 mg 
twice daily) for 3½ days

17A30 January 2022

Ciclosporin 
(Neoral®)

100 mg Oral Single dose administration of 
600 mg ciclosporin (6×100 
mg)

SP449 28 February 2019

* Formulation includes the excipient SNAC=sodium N-(8-[2-hydroxybenzoyl] amino) caprylate (300 mg)

90 125
2 Day 1 5 4 28 35

SNAC 0 48

! AUC0-tz,SNAC,SD 0 SNAC



 
     
      

! Cmax,SNAC,SD SNAC

SNAC 0 48

! AUC0-tz,E494,SD 0 SNAC
E494

! Cmax,E494,SD SNAC E494
! AUC0-tz,E506,SD 0 SNAC

E506
! Cmax,E506,SD SNAC E506
! AUC0- ,E1245,SD 0 SNAC E1245

! Cmax,E1245,SD SNAC E1245

! AUC0- ,E1246,SD 0 SNAC E1246

! Cmax,E1246,SD SNAC E1246

! AUC0- ,E1247,SD 0 SNAC E1247

! Cmax,E1247,SD SNAC E1247

!
!
!
!
!

! 0.342 0.666
! AUC0-tz,SNAC,SD Cmax,SNAC,SD

! AUC0-tz,SNAC,SD Cmax,SNAC,SD

3 80%
4 21

80% 12
21 99% 80% 21

21



 

 

ICH E9
! FAS FAS 1

as treated
! 1

as treated

FAS

!
90% 0.50; 2.00

! AUC0-tz,SNAC,SD Cmax,SNAC,SD 3
2 ANOVA

! SNAC

21
71.4% 49 80.2 kg BMI 25.3 kg/m2

HbA1c 5.3%

SNAC
! SNAC AUC0-tz Cmax

AUC0-tz 1.31 90% [1.22; 1.41] Cmax 1.41
90% [1.13; 1.76]

! SNAC AUC0-tz Cmax

AUC0-tz 1.15 90% [1.07; 1.24] Cmax 1.23
90% [0.98; 1.54]

! SNAC tmax 0.33
0.35

0.67
SNAC

! SNAC E494 E506 AUC0-tz Cmax

! SNAC E1245 E1246 E1247 AUC0- Cmax

! SNAC SNAC tmax 30
! SNAC E1245 E1246 E1247 t1/2 MRT
SNAC

! SNAC E494 E506 AUC0-tz Cmax

! SNAC E1245 E1246 E1247 AUC0- Cmax

! SNAC SNAC tmax 30



 
     
      

! SNAC E1245 E1246 E1247 t1/2 MRT

! 13 61.9% 40

!
! 13 9 42.9%
! 9 9 42.9%
! 11 7 33.3%

!
!
!

!

!
!

SNAC
SNAC SNAC

! SNAC
AUC0-tz Cmax

! SNAC
E494 E506 AUC0-tz Cmax

! SNAC
E1245 E1246 E1247 AUC0- Cmaxx

2013 GCP ICH
1996 FDA 21 CFR 312.120



 

 

2.7.6.22 NN9535-3685

2.7.6.22.1

Novo Nordisk A/S, Novo Allé, DK-2880 Bagsvaerd, Denmark

Trial Registration ID-number
NCT02079870

UTN U1111-1138-2039
EudraCT number 2013-000012-24

1 2
Trial investigating the effect of semaglutide on energy intake, appetite sensations, postprandial 

glucose and triglyceride metabolism and gastric emptying in obese subjects compared with placebo

University of Leeds Covance CRO 1
2

signatory investigator

United Kingdom

United Kingdom 

United Kingdom

2014 3 6 2015 1 7 1
Cut-off date

2015 5 6
ARGUS Cut-off date

2015 6 2



 
     
      

2016 3 10

!

!

!
!
!
!

1.0 mg
1 2

10 1 2
12 2 8 2

5 7 wash-out 10 5 7
35 42

12 5 9 4
13

Leeds Food Preference Task LFPT Control of 
Eating Questionnaire COEQ

30 30
2 28 Full analysis 

set FAS safety analysis set SAS

! 18
! HbA1c 6.5%
! BMI kg/m2 30 45

!

!

! 1 2
!
!

1 12
7 10

2
3

3 1 3



 

 

4 1

! 1
1 21

28 1 1 285 mL 1
125 mL 1 25 mL

! 3

1.34 mg/mL PDS290 1.5 mL
CV40201

1 1.0 mg 4 0.25 mg
0.50 mg 1.0 mg 5

2 5 Day 8 1 13 6
9 Day 8 2 13 26

PDS290 1.5 mL
CV40231

1

!
! 5 VAS

satiety fullness
OAS

! OAS 100 – 100 – /4
! 5
! 5 1500 mg

! 8 TG
! VAS 16 COEQ
! 4

LFPT explicit liking implicit
wanting

5 7

80% 5%
500 kJ 850 kJ 25

15% 30

! FAS 1 FAS



 
     
      

as treated
! SAS 1 SAS

as treated

!
1 2

95%

! iAUC30-300min/270 min, OAS

! iAUC0-300min, glucose

! AUC0-300min, paracetamol

95%
! iAUC0-480min, TG 

! 0 1

! OAS
!
! AUC0 60min, paracetamol

95%
! TG
! COEQ 16 15

! explicit liking implicit wanting fat appeal bias
sweet appeal bias 4

Fat appeal bias –
Sweet appeal bias –
Fat appeal bias –
Sweet appeal bias –

!

30 3 2 3 1
90% 83%



 

 

42 101 kg

!

-1255.5 kJ 95% -1707.1; -803.9

! OAS

4.8 mm 95% -1.0; 10.6
! iAUC0 300min, glucose

-1.34 mmol*h/L 95% -2.42; -0.27
!

AUC0 300min, paracetamol 0.94 ug*h/mL 95% 0.88; 1.01
! TG iAUC0-480min,TG

-4.51 mmol*h/L 95% -6.15; -2.87

! 1

-3036.3 kJ 95% -4208.5; -1864.0
! OAS

13.4 mm 95% 5.3; 21.6
!

0.95 95% 0.91; 0.98
! 1

AUC0 60min, paracetamol 0.73 95% 0.61; 0.87
! TG :

0.88 95% 0.80; 0.98
! COEQ

pleasantness of food

7 -27.8 mm 95%
-37.9; -17.8

1 -11.7 
mm 95% -18.1; -5.3

3
-21.6 mm 95% -31.9; -11.3

10 -9.8 mm 95%
-17.0; -2.5

!

Sweet appeal bias 7.2 mm 95% 2.2; 12.2
Fat appeal bias -15.3 95%



 

 

-27.3; -3.2
Sweet appeal bias 14.8 95%
8.1; 21.5

! 1.0 mg

!
! 2
! 90.0%

82.1%
!

43.3% 10.7%
40.0% 0.0%
36.7% 3.6%

!

1.0 mg 12

!

!
OAS

!

!

! 1

!

!
2008 ICH-GCP 1996 21 CFR 312.120



 

 

2.7.6.23 NN9535-3635

2.7.6.23.1

Novo Nordisk A/S, Novo Allé, DK-2880 Bagsvaerd, Denmark

Trial Registration ID-number
NCT02212067

UTN U1111-1143-1206
EudraCT number 2013-002173-22

2
1

1 1
signatory investigator

, Germany

1

, Germany

2014 8 11
2015 5 11

1

Cut-off date
2016 2 12

2015 8 18 ARGUS

Version 1.0 2016 4 4
Version 2.0 2016 8 15

! 2 1 2
IVGTT

! 2 C-

! 2



 

 

! 2

! 2
!

2
1

2

2 12 1
2 12 4

3 4 2
5 IVGTT 24

3
6

12 2 7 35 840
1 18 21

2 1 2

74 2 64
32 12

10
75 2 3

1 1 1 72
2 full analysis set FAS

safety analysis set SAS 12

2
! 18 64
! 2
!

30
! BMI kg/m2 20.0 35.0
! HbA1c 6.5% 9.0%

! 18 64
!
! BMI kg/m2 24.0 32.0
! HbA1c 6.5%

!
2

5



 

 

1%
!

!
1
2 2

! 1

! 1

! 1 5
!

1.34 mg/mL PDS290 1.5 mL
CV40201 1 1.0 mg 4

0.25 mg 0.50 mg 1.0 
mg 5

2 2 5
13

12

PDS290 1.5 mL
CV40231 1

! 2 2 25 g IVGTT C-

! 2 24 3
C-

! 2 30 5 g C-
! 2

C-

!

! 5
! 5

2



 

 

1 2
NN2211-1332 co-primary

80.6% 32 13 15%
74 37

NN2211-1332 CV
10 13 15% 12

! FAS FAS 1
! SAS SAS 1

FAS SAS

1 2 AUC0 10,min

AUC10 120min AUC
2

95%

! 1 2
ISR AUC0 10min, ISR AUC10 120min, ISR IVGTT AUC

ISR C-

! AUC0 24h

AUC

! ISR AUC0 10min AUC

! AUC5 12mmol,ISR

AUC 5 12 mmol/L 90 216 mg/dL ISR

! ISR

! 2 AUC5 12mmol,ISR ISR
AUC

5 12 mmol/L 90 216 mg/dL ISR



 

 

!
! Treatment Emergent hypoglycaemic episode

75 2 51
56 91.6 kg BMI kg/m2 29.6 HbA1c 7.3%
12 8 43 81.9 kg

BMI kg/m2 26.8

AUC

2 1 2
IVGTT

! AUC0 10min;insulin 3.02 95% 2.53; 3.60
! AUC10 120min;insulin 2.10 95% 1.86; 2.37

2 ISR 1 2
IVGTT

! AUC0 10min, ISR 2.93 95% 2.50; 3.43
! AUC10 120min, ISR 1.75 95% 1.60; 1.91
2

C- 24

! AUC0 24h,glucose 0.78 95% 0.74; 0.82
! AUC0 24h,insulin 1.01 95% 0.93; 1.10
! AUC0 24h,C-peptide 1.05 95% 1.00; 1.10
! AUC0 24h,glucagon 0.88 95% 0.83; 0.93
2 ISR

! AUC0 10min, ISR 1.69 95% 1.49; 1.92
2 ISR ISR

! AUC5 12mmol/L,ISR 2.45 95% 2.16; 2.77
! ISR 2.78 95% 2.44; 3.16

ISR ISR
2 2

! AUC5 12mmol/L,ISR pmol/kg
45.72 31.0

43.89 44.6
19.48 3.3

! ISR (pmol×L/(min×mmol×kg))



 
     
      

1.42 35.8
1.33 53.7

0.56 41.2
!

!
! 2 3 1

! 2 1 2
1

! 119 49 65% 79 28 76%
40 21 55%

!

18.9% 5.3%
16.2% 5.3%
10.8% 7.9%

! 1
! 119 57 55 7

! 8 8 4 7
1

2 1.0 mg
! 1 2 IVGTT

!

! C-
24

!

!
!

2013 ICH-GCP 1996 FDA 21 CFR 312.120



 

 

2.7.6.24 NN9535-3684

2.7.6.24.1

Novo Nordisk A/S, Novo Allé, DK-2880 Bagsvaerd, Denmark

Trial Registration ID-number
NCT02147431

UTN U1111-1144-7019
EudraCT number 2013-002751-15

2
1

A trial investigating the effect of semaglutide on hypoglycaemic counterregulation compared to 
placebo in subjects with T2D

, Austria

, Austria

2014 5 21
2015 5 20

1

Cut-off date
2015 10 5

2015 9 29

2016 2 23

! 2

! 2
–
–
–
–

! 2
! 2

2
1

25



 
     
      

1 2 1 7 28
2 2 13 1 14 25 2

17 2 13 14 25
2 1 3 wash-out

36 41

2 1 12
4 5 17

13 Cmax

48
5.5 mmol/L 3.5 mmol/L 2.5 mmol/L 100 mg/dL 63 mg/dL 45 

mg/dL 30 4.0 mmol/L
72 mg/dL

2 2 4 14 16
5 5 13

17 25

38 38
3 2 1 35

safety analysis set SAS
full analysis set FAS 1

! 2 90

! 18 64
! BMI kg/m2 20.0 35.0
! HbA1c 6.5% 10.0%

! 90
7

! 12 1
6

! 1 3
500 mL

1.34 mg/mL PDS290 1.5 mL
CV40201 1 1.0 mg 4

0.25 mg 0.50 mg

2 9 13 1 14
21 13 2 26

PDS290 1.5 mL



 

 

CV40231 1

!

! C-
! GIR
! 11 1 not at all 7 a great deal

– Autonomic symptoms sweating palpitation shaking
hunger

– Neuroglycopenic symptom confusion drowsiness odd
behaviour speech difficulty incoordination

– General malaise headache nausea
!

! 3
– B Trail Making B TMB

– Digit Symbol Substitution Test DSST
– 4- Four-Choice Reaction Time 4CRT

! nadir 4.0 mmol/L

!

! Treatment Emergent Adverse Event

!

95% 80%
30

! full analysis set FAS
– 1 FAS

as treated 1
FAS

! safety analysis set SAS
– 1 SAS as

treated SAS
FAS SAS



 
     
      

12 +2 Day 87 Day 213
5.5 mmol/L 2.5 mmol/L 3 10 20

30
! 5.5 mmol/L 2.5 

mmol/L

95%

5.5 mmol/L
95%

12 +2 Day 87 Day 213
5.5 mmol/L 3.5 mmol/L 2.5 mmol/L 3

10 20 30
! 5.5 mmol/L 3.5 mmol/L

5.5 mmol/L 3.5 mmol/L
!

5.5 mmol/L 3.5 mmol/L

12 +2 Day 87 Day 213
5.5 mmol/L 3.5 mmol/L 2.5 mmol/L

! 5.5 mmol/L 3.5 mmol/L

95%
12 +2 Day 87 Day 213

4.0 mmol/L
! tPG_nadir-4 0 mmol/L 4.0 mmol/L

40
4.0 mmol/L

12 +2 Day 87 Day 213
5.5 mmol/L 3.5 mmol/L 2.5 mmol/L 3

10 20 30
! 5.5 mmol/L 3.5 mmol/L C-

12 +2 Day 87 Day 213
5.5 mmol/L 3.5 mmol/L 2.5 mmol/L

! AUCGIR 5.5 mmol/L 3.5 mmol/L 0 20
GIR



 
     
      

! 5.5 mmol/L 3.5 mmol/L

! 5.5 mmol/ 3.5 mmol/L
– TMB
– DSST
– 4CRT

4 8 12
! Ctrough,SS 0.25 mg 0.5 mg 1.0 mg 4 7

12 1.0 mg 0 840

! AUC ,sema,SS 0 168

! Cmax,sema,SS

0 168
! tmax,sema,SS

Cmax,sema,SS 1

! t1/2,sema,SS,

z log2/ z

2
!
!

!

5.5 mmol/L 3.5 mmol/L 2.5 mmol/L
AUCGIR

! AUCGIR

AUCGIR 0

FAS 37 25 68% 12 32%



 

 

54.2
BMI 29.4 kg/m2 2

4.5 HbA1c 7.7% 9.5 mmol/L C-
1.2 mmol/L

1.0 mg

2
5.5 mmol/L 2.5 mmol/L

! 2
– 5.2 pg/mL 95% -7.7; 18.1

!
28%

– 1.28 95% 1.04; 1.56
–

5.5 mmol/L

2 5.5 mmol/L 3.5 mmol/L
5.5 mmol/L 3.5 mmol/L 2.5 mmol/L

! 5.5 mmol/L 3.5 mmol/L
2

– -8.1 pg/mL 95% -20.4; 4.2
– 0.93 95% 0.73; 1.18

! 5.5 mmol/L
2

– 4.4 pg/mL 95% -3.5; 12.3
– 0.96 95% 0.77; 1.20

! 3.5 mmol/L
2

– -2.8 pg/mL 95% -15.6; 10.0
– 0.91 95% 0.73; 1.14

! 2

23%
– 9.6 pg/mL 95% -4.7; 23.9
– 1.23 95% 1.01; 1.49
–

2 5.5 mmol/L 3.5 mmol/L
2.5 mmol/L



 

 

! 5.5 mmol/L

– -128.2 pg/mL 95% -279.0; 22.6
– 0.87 95% 0.70; 1.08

! 5.5 mmol/L 3.5 mmol/L

– -87.9 pg/mL 95% -167.8; -7.9
– 0.73 95% 0.55; 0.98

2 5.5 mmol/L
3.5 mmol/L 2.5 mmol/L

! 5.5 mmol/L

2
– -70.4 pg/mL 95% -136.8; -4.1
– 0.95 95% 0.84; 1.07
–

! 5.5 mmol/L 3.5 mmol/L
2

– -22.8 pg/mL 95% -62.4; 16.8
– 0.99 95% 0.91; 1.07

2 5.5 mmol/L 3.5 mmol/L
2.5 mmol/L

! 5.5 mmol/L

– -47.2 ng/mL 95% -80.7; -13.7
– 0.83 95% 0.72; 0.95

! 5.5 mmol/L 3.5 mmol/L

– -20.9 ng/mL 95% -47.9; 6.0
– 0.87 95% 0.76; 1.00

2 5.5 mmol/L 3.5 mmol/L
2.5 mmol/L

! 5.5 mmol/L

– 1.28 ng/mL 95% -0.14; 2.70
– 1.53 95% 0.90; 2.59

! 5.5 mmol/L 3.5 mmol/L

– -0.49 ng/mL 95% -2.05; 1.06



 
     
      

– 0.75 95% 0.42; 1.36

! 5.5 mmol/L
3.5 mmol/L 2.5 mmol/L

11 12%

– 5.5 mmol/L 0.99 95% 0.94; 1.03
– 3.5 mmol/L 0.89 95% 0.83; 0.95
– 0.88 95% 0.79; 0.98

!
5.5 mmol/L 3.5 mmol/L 2.5 mmol/L

4.0 mmol/L

! 2.5 mmol/L 4.0 mmol/L

– 0.95 95% 0.89; 1.02
! 50%

40

– 0.86 95% 0.29; 2.61

C-
2 5.5 mmol/L 3.5 mmol/L 2.5 mmol/L

C-
! 5.5 mmol/L C-

– -0.40 nmol/L 95% -0.49; -0.31
– 0.80 95% 0.73; 0.87

! 5.5 mmol/L 3.5 mmol/L C-

– -0.29 nmol/L 95% -0.37; -0.22
– 0.84 95% 0.79; 0.90

GIR
! AUCGIR 5.5 mmol/L 3.5 mmol/L

– 5.5 mmol/L -12.8 mg/kg 95% -31.9; 6.2
– 3.5 mmol/L 6.2 mg/kg 95% -14.9; 27.3
– -1.5 mg/kg 95% -10.5; 7.5

!

3.5 mmol/L 2.9% 15.6% 32.4% 51.4%



 
     
      

! TMB
– 5.5 mmol/L 1.03 95% 0.95; 1.13
– 3.5 mmol/L 0.99 95% 0.89; 1.09
– 1.01 95% 0.90; 1.15

! DSST
– 5.5 mmol/L 1.01 95% 0.97; 1.06
– 3.5 mmol/L 1.00 95% 0.94; 1.05
– 0.98 95% 0.92; 1.05

! 4CRT
– 5.5 mmol/L 0.99 95% 0.94; 1.03
– 3.5 mmol/L 0.96 95% 0.92; 1.01
– 0.97 95% 0.89; 1.06

! 4CRT
– 5.5 mmol/L 1.00 95% 0.99; 1.00
– 3.5 mmol/L 1.00 95% 0.99; 1.00
– 1.01 95% 1.00; 1.03

!
1.0 mg

4811 nmol·h/L Cmax 33.3 nmol/L tmax 60 t1/2 150

! 0.25 mg 0.50 mg 1.0 mg
0.25 mg 5.7 nmol/L 0.50 mg 12.1 nmol/L 1.0 mg 22.8 nmol/L

! 2

!
–
– 5 7 1 1 4 6

– 2 2 1
1

– 259 35 92.1% 115
144

– 84.2%
81.1%

– 20
61 52.6% 12 26 32.4%
– 36.8% 13.5%
– 23.7% 18.9%
– 13.2% 0.0%

– 21
36

!
–



 

 

– 6 2 4

! 2
–
–

– C-
– AUCGIR 2
–
– 2

!
!
!

2013 ICH-GCP 1996 FDA 21 CFR 312.120



2.7.6.25.1. NN9924-4281

2.7.6.25.1.1

Novo Nordisk A/S, Novo Allé, DK-2880 Bagsvaerd, Denmark
Clinical Reporting Anchor and Disclosure (1452); email address:clinicaltrials@novonordisk.com

3 mg/7 mg/14 mg

NNC0113-0217
ID NN9924-4281

clinicaltrials.gov identifier NCT03018028 
Paediatric status EMEA-001441-PIP02-15

UTN U1111-1181-4048
Japanese registration number JapicCTI-173489

PIONEER 9 – Japan Monotherapy
2

16 1
signatory investigator

16

2017 1 10
2018 1 9
2018 8 15

2/3a

Cut-off date
2018 10 11

2019 3 1

2/3a 2
3 7 14 mg 26

52
3 7 14 mg

3a
PIONEER



! 2 3 3 7 14 mg 1 1
1 1

! 2 3 3 7 14 mg 1 1
1 1 0.9 mg 1 1

! 2 3 3 7 14 mg 1 1
1 1 0.9

mg 1 1
Estimand

2 estimand estimand estimand
estimand

estimand
estimand estimand estimand

estimand
estimand

vs.
vs. on-treatment estimand

estimand
vs.

vs. intention-to-treat ITT
estimand

2 3a
5 1

52 5 2 240
3 mg 1 1 7 mg 1 1

14 mg 1 1 1 1 0.9 mg 1 1
1 1 1 1 1

2
8 wash-out

wash-out

59 65
30

1 1



   

240 277 243 1
97.5%

1
——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————     

Oral sema    Oral sema    Oral sema    Placebo Lira Total
3 mg 7 mg 14 mg 0.9 mg
N (%) N (%) N (%) N (%) N (%) N (%)

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
Screened 277
  Screening failures 34 (12.3)    

Randomised 49 49 48 49 48 243
  Exposed 49 ( 100)    49 ( 100)    48 ( 100)    49 ( 100)   48 ( 100) 243 ( 100)     

Analysis sets
  Full analysis set 49 ( 100)    49 ( 100)    48 ( 100)    49 ( 100)   48 ( 100) 243 ( 100)     
  Safety analysis set 49 ( 100)    49 ( 100)    48 ( 100)    49 ( 100)   48 ( 100) 243 ( 100)     

Treatment completers [1] 45 (91.8)    48 (98.0)    45 (93.8)    49 ( 100)   44 (91.7)     231 (95.1)     
  Without rescue medication 38 (77.6)    43 (87.8)    41 (85.4)    34 (69.4)   42 (87.5) 198 (81.5)     
  With rescue medication 7 (14.3)     5 (10.2)     4 ( 8.3)    15 (30.6)    2 ( 4.2) 33 (13.6)     

Premature trial product discontinuation – primary reason     4 ( 8.2)     1 ( 2.0)     3 ( 6.3)     0 4 ( 8.3) 12 ( 4.9)     
  Adverse event(s) 1 ( 2.0)     1 ( 2.0)     2 ( 4.2)     0 0 4 ( 1.6)     
  Violation of inclusion and/or exclusion criteria 0 0 0 0 0  0
  Intention of becoming pregnant 0 0 0 0 0 0
  Participation in another clinical trial [2] 0 0 1 ( 2.1)     0 0  1 ( 0.4)     
  Calcitonin value >= 100 ng/L 0 0 0 0 0 0
  Subject withdrawal from trial 1 ( 2.0)     0 0 0 2 ( 4.2)  3 ( 1.2)     
  Pregnancy 0 0 0 0 0  0
  Other 2 ( 4.1)     0 0 0 2 ( 4.2) 4 ( 1.6)     

Trial completers [3] 46 (93.9)    49 ( 100)    47 (97.9)    49 ( 100)   46 (95.8) 237 (97.5)     
  Completed treatment 45 (91.8)    48 (98.0)    45 (93.8)    49 ( 100)   44 (91.7) 231 (95.1)     
  Discontinued trial product 1 ( 2.0)     1 ( 2.0)     2 ( 4.2)     0 2 ( 4.2) 6 ( 2.5)     

Withdrawal from trial – primary reason 3 ( 6.1)     0 1 ( 2.1)     0 2 ( 4.2) 6 ( 2.5)     
  Lost to follow-up 0 0 0 0 0  0
  Withdrawal by subject 3 ( 6.1)     0 1 ( 2.1)     0 2 ( 4.2)  6 ( 2.5)     
  Other 0 0 0 0 0 0
   Died 0 0 0 0 0  0
——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
'[1]': subjects who completed treatment with trial product according to the end-of-trial form; '[2]': simultaneous participation in any other
clinical trial receiving an investigational medicinal product; '[3]': subjects who attended the final scheduled visit; 'Rescue medication':  
use of new anti-diabetic medication as add-on to trial product and used for more than 21 days with the initiation at or after randomisation  
and before last day on trial product; N: number of subjects; %: proportion of randomised subjects except for screening failures where it is  
proportion of screened subjects.
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———————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————     
Oral sema Oral sema Oral sema Placebo Lira Total
3 mg 7 mg 14 mg 0.9 mg
N   (%)         N   (%)         N   (%)         N   (%)         N   (%)            N   (%)

———————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects                         49              49              48              49              48             243  

Age group (years)
 N 49 ( 100) 49 ( 100) 48 ( 100) 49 ( 100)       48 ( 100) 243 ( 100)
 18 <= to < 65 33 (67.3) 34 (69.4) 27 (56.3) 33 (67.3) 33 (68.8) 160 (65.8)
 65 <= to < 75 16 (32.7) 12 (24.5)     19 (39.6) 15 (30.6) 15 (31.3) 77 (31.7)
 75 <= to < 85 0 3 ( 6.1) 2 ( 4.2) 1 ( 2.0) 0 6 ( 2.5)
 85 <= 0 0 0 0 0 0    

Sex
 N 49 ( 100) 49 ( 100) 48 ( 100) 49 ( 100) 48 ( 100) 243 ( 100)
 Female 13 (26.5) 13 (26.5) 8 (16.7) 9 (18.4) 9 (18.8) 52 (21.4)
 Male 36 (73.5) 36 (73.5) 40 (83.3) 40 (81.6) 39 (81.3) 191 (78.6)

Race
 N 49 ( 100) 49 ( 100) 48 ( 100) 49 ( 100) 48 ( 100) 243 ( 100) 
 White 0 0     0 0 0 0   
 Black or African American 0 0 0 0 0 0   
 Asian 49 ( 100) 49 ( 100) 48 ( 100) 49 ( 100) 48 ( 100) 243 ( 100) 
 American Indian or Alaska Native 0 0 0 0 0 0   
 Native Hawaiian or other Pacific 0 0 0 0 0 0   
 Islander 
 Other 0 0 0 0 0 0   

Renal function, eGFR (mL/min/1.73m^2)
 N 49 ( 100) 49 ( 100) 48 ( 100) 49 ( 100) 48 ( 100) 243 ( 100)
 Normal (90 <= )  41 (83.7) 35 (71.4) 35 (72.9) 35 (71.4) 41 (85.4) 187 (77.0)
 Mild RI (60 <= to < 90)   8 (16.3) 14 (28.6) 11 (22.9) 14 (28.6) 7 (14.6) 54 (22.2)
 Moderate RI (30 <= to < 60)   0 0 2 ( 4.2) 0 0 2 ( 0.8)
 Severe RI (15 <= to < 30)   0 0 0 0 0 0

  End-stage renal disease ( < 15)   0 0 0 0 0 0

————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
Table continues on next page 



   

————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
Oral sema 3 mg  Oral sema 7 mg  Oral sema 14 mg  Placebo Lira 0.9 mg      Total
Mean  (SD) Mean  (SD) Mean  (SD) Mean  (SD) Mean  (SD)       Mean  (SD)

————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
Age, years                                    58   ( 9   )    60   (10   )    61   ( 9   )     59   ( 9   )     59   (10   )    59   ( 9   )
Body weight, kg 71.4 (14.3 )    71.3 (10.8 )    68.0 (13.0 )     70.3 (12.4 )     74.7 (15.4 )  71.1 (13.3 )
BMI, kg/m^2 26.5 ( 4.6 )    26.3 ( 3.5 )    24.7 ( 4.1 )     25.1 ( 3.9 )     26.9 ( 4.8 )  25.9 ( 4.3 )
Waist circumference, cm 91.3 (10.6 )    91.9 ( 8.0 )    87.2 (10.6 )     88.9 (10.4 )     92.7 (11.4 )    90.4 (10.4 )
eGFR, mL/min/1.73 m^2 99   (12   )    96   (14   )    94   (13   )     96   (12   )     99   ( 9   )  97   (12   )     
HbA1c, % 8.1 ( 0.8 )     8.3 ( 1.0 )     8.0 ( 0.9 ) 8.3 ( 1.1 ) 8.3 ( 0.8 )     8.2 ( 0.9 )
HbA1c, mmol/mol 66   ( 9   )    68   (11   )    64   (10   )     67   (12   )     67   ( 9   )  66   (10   )
FPG, mmol/L 9.04( 1.90)     8.93( 1.70)     8.88( 1.97) 9.00( 1.92)     9.68 ( 1.94)     9.11( 1.89)
FPG, mg/dL 163.0 (34.3 )   161.0 (30.6 )   160.0 (35.4 )    162.1 (34.7 )   174.5  (34.9 )  164.1 (34.1 )     
Diabetes, duration, years 7.4 (5.5  )     7.4 ( 5.6 )     7.9 ( 5.9 ) 8.4 ( 6.0 )     6.7  ( 5.2 )   7.6 ( 5.6 ) 
————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
Abbreviations: N: number of subject; %: proportion of subjects; SD: standard deviation; 
BMI: Body Mass Index; eGFR: estimated glomerular filtration rate; FPG: fasting plasma glucose;
oral sema: oral semaglutide; lira: liraglutide.
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————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
                                  Oral sema 3 mg      Oral sema 7 mg      Oral sema 14 mg       Placebo               Lira 0.9 mg          

Number of subjects                49                   49                   48                     49                     48                            
                                                                                                    
HbA1c (%) – primary endpoint                                                                       
Baseline (mean, (SD)) [1]         8.1 (0.8)            8.3 (1.0)            8.0 (0.9)              8.3 (1.1)              8.3 (0.8)
Hypothetical estimand [2]                                                                      
Change at week 26 (%-points)    -1.1                 -1.5                 -1.7                   -0.1                   -1.4     

  ETD[95% CI] 
   vs. placebo                   -1.1 [-1.4 ; -0.8]   -1.5  [-1.7 ; -1.2]  -1.7 [-2.0 ; -1.4]     
   vs. lira                       0.3 [-0.0 ;  0.6]   -0.1  [-0.4 ;  0.2]  -0.3 [-0.6 ; -0.0]             
  p-value:                        
   vs. placebo                   <0.0001              <0.0001              <0.0001    
   vs. lira                       0.0799               0.3942               0.0272  
                                                                                              
Treatment policy estimand [2]                                                                      
Change at week 26 (%-points)    -1.1                 -1.6                 -1.8                  -0.4                   -1.4     

  ETD[95% CI] 
   vs. placebo                   -0.8  [-1.1 ; -0.5]  -1.2  [-1.5 ; -0.9]  -1.4  [-1.7 ; -1.1]        
   vs. lira                       0.2  [-0.1 ; 0.5]   -0.2  [-0.5 ; 0.1]   -0.4  [-0.7 ; -0.1]      
  p-value:                        
   vs. placebo                   <0.0001              <0.0001              <0.0001    
   vs. lira                       0.1958               0.1868               0.0077   

HbA1c (%) – supportive secondary endpoint
Hypothetical estimand [2]                                                                      
Change at week 52 (%-points)    -0.9                 -1.3                 -1.5                    0.5                   -1.1     

  ETD[95% CI] 
   vs. placebo                   -1.3  [-1.7 ; -0.9]  -1.7  [-2.1 ; -1.3]  -1.9  [-2.3 ; -1.5]     
   vs. lira                       0.2  [-0.1 ;  0.6]  -0.2  [-0.5 ;  0.2]  -0.4  [-0.8 ;  0.0]   
  p-value:                        
   vs. placebo                   <0.0001              <0.0001              <0.0001    
   vs. lira                       0.2288               0.4331               0.0632    
                       
Treatment policy estimand [2]                                                                      
Change at week 52 (%-points)    -0.9                 -1.4                 -1.5                   -0.1                   -1.2     

  ETD[95% CI] 
   vs. placebo                   -0.8  [-1.2 ; -0.5]  -1.3  [-1.6 ; -1.0]  -1.4  [-1.7 ; -1.0]
   vs. lira                       0.3  [-0.1 ;  0.6]  -0.2  [-0.6 ;  0.1]  -0.3  [-0.7 ;  0.1]               
  p-value:                        
   vs. placebo                   <0.0001              <0.0001              <0.0001    
   vs. lira                       0.1899               0.1949               0.1005  

————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
                                                                                                               Table continues on next page 



   

————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
Oral sema 3 mg      Oral sema 7 mg      Oral sema 14 mg       Placebo               Lira 0.9 mg

————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
Supportive secondary endpoints – hypothetical estimand – week 52
Subjects(%) HbA1c <7%[1]          50.0                67.4                 80.5                   11.8                   48.8  
Odds ratio [95% CI] [2]

 vs. placebo 9.15[2.67 ; 31.39] 25.16[7.12 ; 88.86]  41.11[11.13 ; 151.8] 
 vs. lira 0.72[0.29 ;  1.76]  1.97[0.79 ;  4.87]   3.21[1.23 ;  8.41]   

p-value:
vs. placebo 0.0004 <0.0001 <0.0001
vs. lira 0.4668 0.1439 0.0175

Subjects(%) HbA1c =<6.5% [1] 28.9 46.5 58.5 2.9 26.8  
Odds ratio [95% CI] [2]

 vs. placebo 16.52[1.97 ; 138.1] 47.59[5.77 ; 392.7]  68.65[8.27 ; 569.8]  
 vs. lira 0.77[0.28 ;  2.16]  2.23[0.85 ;  5.86]   3.22[1.22 ;  8.50]    

p-value:
vs. placebo 0.0097 0.0003 <0.0001
vs. lira 0.6247 0.1035 0.0184

Subjects(%) HbA1c <7.0% without hypoglycaemia [3] and without body weight gain [1]   
31.6                55.8                 68.3 11.8 22.0  

Odds ratio [95% CI] [2]
 vs. placebo 4.69[1.29 ; 17.12] 19.25[5.28 ; 70.25]  25.47[6.89 ; 94.19]  
 vs. lira 0.96[0.33 ;  2.82]  3.95[1.43 ; 10.88]   5.22[1.85 ; 14.77]   

p-value:
vs. placebo 0.0192 <0.0001 <0.0001
vs. lira 0.9434 0.0079 0.0018   

Subjects(%) HbA1c reduction >=1%-point and weight loss >=3% [1]
21.1                16.3     48.8 2.9 4.9   

Odds ratio [95% CI] [2]
 vs. placebo 9.39[1.13 ; 78.13]  7.73[0.91 ; 65.64]  33.76[4.29 ; 265.7] 
 vs. lira 3.04[0.68 ; 13.56]  2.50[0.55 ; 11.33]  10.93[2.64 ; 45.26] 

p-value:
vs. placebo 0.0384  0.0611 0.0008
vs. lira 0.1454 0.2344 0.0010   

————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
Table continues on next page 



   

————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
                                  Oral sema 3 mg      Oral sema 7 mg      Oral sema 14 mg          Placebo              Lira 0.9 mg                     
————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
Fasting plasma glucose (mmol/L)                                                                    
Baseline (mean,(SD)) [1]          9.04 (1.90)         8.93 (1.70)          8.88 (1.97)            9.00 (1.92)           9.68 (1.94)                    
Change at week 52 [2]            -1.03               -1.63                -2.26                   0.46                 -1.89                    

  ETD[95% CI]            
    vs. placebo                   -1.49[-2.09;-0.89]  -2.09[-2.68 ;-1.50]  -2.72[-3.32 ; -2.12]
    vs. lira                       0.86[0.27 ; 1.45]   0.27[-0.32 ; 0.85]  -0.37[-0.96 ; 0.22]                
  p-value:                         
    vs. placebo                   <0.0001             <0.0001              <0.0001  
    vs. lira                       0.0046              0.3727               0.2197  
                                                                                                                                             
SMPG – mean 7-point profile (mmol/L)                                   
Baseline (mean (SD)) [1]         10.9 (2.2)          11.0 (2.3)            10.9 (2.1)            11.3 (2.6)            11.3 (1.9)                      
Change at week 52 [2]            -1.5               -2.2                   -3.0                  -0.1                  -2.1                         

  ETD[95% CI]            
    vs. placebo                   -1.3[-2.1 ; -0.5]  -2.1[-2.9 ; -1.3]      -2.8[-3.6 ; -2.0]              
    vs. lira                       0.7[-0.2 ;  1.5]  -0.1[-0.9 ;  0.7]      -0.8[-1.6 ; -0.1]                     
  p-value:                         
    vs. placebo                    0.0020            <0.0001                <0.0001  
    vs. lira                       0.1107             0.7731                 0.0365 

SMPG - mean postprandial increment over all meals (mmol/L)
Baseline (mean (SD)) [1]           4.1 (1.8)          3.9 (2.0)              4.7 (2.4)             4.5 (1.7)             3.9 (1.8)                      
Change at week 52 [2]            -0.5               -1.1                   -1.6                   0.0                  -0.8

  ETD[95% CI]            
    vs. placebo                   -0.5[-1.4 ; 0.3]   -1.1[-2.0 ;-0.3]       -1.6[-2.4 ; -0.8]                        
    vs. lira                       0.3[-0.6 ; 1.1]   -0.3[-1.1 ; 0.5]       -0.8[-1.6 ; 0.0]                           
  p-value:                         
    vs. placebo                    0.2362             0.0089                 0.0002   
    vs. lira                       0.5103             0.4316                 0.0558   

Fasting C-peptide (nmol/L)                                                                    
Baseline (geom. mean (CV)) [1]     0.585 (42.0)       0.589 (34.6)           0.504 (43.2)          0.554 (38.8)          0.621 (45.6)                   
Ratio to baseline at week 52 [2] 

                                   1.13               1.20                   1.09                  0.98                  1.12
ETR[95% CI]       

    vs. placebo                    1.15[1.03 ; 1.29]  1.22[1.10 ; 1.36]      1.11[0.99 ; 1.24]                          
    vs. lira                       1.01[0.91 ; 1.12]  1.07[0.96 ; 1.19]      0.97[0.87 ; 1.08]                               
p-value:                         

    vs. placebo                    0.0135             0.0004                 0.0615     
    vs. lira                       0.8822             0.2071                 0.6062    
                                                                       
————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
                                                                                                                Table continues on next page            



   

————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
Oral sema 3 mg      Oral sema 7 mg      Oral sema 14 mg          Placebo             Lira 0.9 mg

————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
Fasting insulin (pmol/L)
Baseline (geom. mean (CV)) [1]    45 (66.9) 48 (48.9) 34 (57.4) 40 (59.0) 50 (74.0) 
Ratio to baseline at week 52 [2] 

1.08 1.19 1.02 0.92 1.09
ETR[95% CI]

 vs. placebo 1.17[1.00 ; 1.37]  1.29[1.11 ; 1.51] 1.10[0.94 ; 1.29]
 vs. lira 1.00[0.86 ; 1.16]  1.10[0.95 ; 1.27] 0.94[0.80 ; 1.09]

p-value:
vs. placebo 0.0504 0.0011 0.2273
vs. lira 0.9492 0.1995 0.3927

Fasting pro-insulin (pmol/L)
Baseline (geom mean (SD)) [1]    16.2 (89.7) 17.4 (68.0) 12.3 (81.8) 15.3 (70.9) 20.7 (86.5)
Ratio to baseline at week 52 [2] 

0.86 0.80 0.56 1.02 0.75    
ETR[95% CI]

 vs. placebo 0.84[0.68 ; 1.04]  0.78[0.64 ; 0.96] 0.55[0.44 ; 0.67]
 vs. lira 1.15[0.94 ; 1.41]  1.06[0.87 ; 1.30] 0.74[0.61 ; 0.91] 

p-value:
vs. placebo 0.1128 0.0192 <0.0001
vs. lira 0.1804 0.5376 0.0047     

Fasting glucagon (pg/mL)
Baseline (geom. mean (CV)) [1]    73 (24.4) 76 (20.9) 70 (25.0) 76 (27.2) 78 (26.1) 
Ratio to baseline at week 52 [2] 

0.97 0.95 0.91 0.96 0.95   
ETR[95% CI]

 vs. placebo 1.00[0.93 ; 1.08]  0.99[0.92 ; 1.07] 0.95[0.88 ; 1.02]
 vs. lira 1.02[0.94 ; 1.09]  1.00[0.93 ; 1.08] 0.96[0.89 ; 1.03]    

p-value:
vs. placebo 0.9361 0.7849 0.1614 
vs. lira 0.6801 0.9573 0.2615     

Fasting pro-insulin to insulin ratio (%)
Baseline (geom. mean (CV)) [1]  37.4 (52.3) 36.1 (48.6) 36.9 (52.5) 37.9 (54.9) 41.6 (41.3) 
Ratio to baseline at week 52 [2] 

0.81 0.67 0.57 1.10 0.7    
ETR[95% CI]

 vs. placebo 0.74[0.62 ; 0.87]  0.61[0.52 ; 0.71] 0.52[0.43 ; 0.61] 
 vs. lira 1.14[0.97 ; 1.34]  0.94[0.80 ; 1.10] 0.80[0.68 ; 0.94]    

p-value:
 vs. placebo 0.0004 <0.0001 <0.0001 
 vs. lira 0.1239 0.4305 0.0080     

———————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
Table continues on next page



   

————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
Oral sema 3 mg      Oral sema 7 mg      Oral sema 14 mg          Placebo             Lira 0.9 mg

————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
HOMA-IR (insulin resistance) (%)
Baseline (geom. mean (CV)) [1]     2.5 (71.3) 2.6 (52.5) 1.8 (63.1) 2.2 (62.8) 2.9 (79.0)
Ratio to baseline at week 52 [2] 

0.96 0.97 0.75 0.94 0.86   
ETR[95% CI]

 vs. placebo 1.02[0.84 ; 1.25]  1.04[0.85 ; 1.26] 0.80[0.66 ; 0.98]
 vs. lira 1.11[0.92 ; 1.35]  1.13[0.93 ; 1.36] 0.87[0.72 ; 1.06]

p-value:
vs. placebo 0.8115 0.7242 0.0284  
vs. lira  0.2696 0.2125 0.1638

HOMA-B (beta-cell function) (%)
Baseline (geom. mean (CV)) [1]    23.7 (77.0) 25.9 (61.6) 18.9 (67.4) 21.5 (69.7) 23.5 (82.7)
Ratio to baseline at week 52 [2] 

1.33 1.83 1.79 0.90 1.66   
ETR[95% CI]

 vs. placebo 1.48[1.26 ; 1.74]  2.03[1.73 ; 2.38] 1.99[1.70 ; 2.34]
 vs. lira 0.80[0.69 ; 0.94]  1.10[0.94 ; 1.28] 1.08[0.92 ; 1.26]

p-value:
vs. placebo <0.0001 <0.0001 <0.0001     
vs. lira 0.0061 0.2181 0.3305

Rescue medication – hypothetical estimand 
Subjects initiating treatment (N (%))[1]   

7 (14.3) 5 (10.2) 4 ( 8.3) 15 (30.6) 3 ( 6.3) 
 Time to initiation (HR [95%CI]) [2]     

 vs. placebo 0.34[0.14; 0.86]   0.15[0.05; 0.44] 0.23[0.07; 0.70]
 vs. lira 2.95[0.76;11.46]   1.31[0.31; 5.56] 1.97[0.44; 8.85]

p-value:
vs. placebo 0.0219 0.0005 0.0098   
vs. lira 0.1193 0.7147 0.3765    

Additional anti-diabetic medication – treatment policy estimand
Subjects initiating treatment (N (%)) [1]

8 (16.3)    6 (12.2) 4 ( 8.3) 15 (30.6) 4 ( 8.3) 
 Time to initiation (HR [95%CI]) [2]     
 vs. placebo 0.63[0.29; 1.40]   0.25[0.10; 0.66] 0.31[0.11; 0.87]
 vs. lira 2.70[0.93; 7.80]   1.07[0.32; 3.54] 1.33[0.38; 4.62]

p-value:
 vs. placebo 0.2579 0.0052 0.0259
 vs. lira 0.0674 0.9087 0.6498

————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2]: estimated values; [3]: treatment-emergent severe or BG-confirmed symptomatic hypoglycaemic episodes; N: number of 
subjects, %: proportion of subjects, HR: hazard ratio, ETD: estimated treatment difference, ETR: estimated treatment ratio, CV: coefficient of 
variation.
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————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
                                  Oral sema 3 mg       Oral sema 7 mg       Oral sema 14 mg        Placebo                Lira 0.9 mg         

Number of subjects                49                   49                   48                     49                     48                            
                                                                                                    
Body weight (kg)                                                               
Baseline (mean, (SD)) [1]        71.4 (14.3)          71.3 (10.8)          68.0 (13.0)            70.3 (12.4)            74.7 (15.4)
Hypothetical estimand [2]                                                                       
Change at week 26 (kg)          -0.5                 -1.0                 -2.4                   -1.2                   -0.0     

  ETD[95% CI] 
   vs. placebo                   0.7  [-0.1 ; 1.6]    0.2  [-0.6 ; 1.1]   -1.2  [-2.0 ; -0.3]             
   vs. lira                      -0.4  [-1.3 ; 0.4]   -0.9  [-1.8 ; -0.1]  -2.3  [-3.2 ; -1.5]                 
  p-value:                        
   vs. placebo                    0.0970               0.6090               0.0073      
   vs. lira                       0.3233               0.0312              <0.0001  
———————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
                                                                                                                Table continues on next page



   

————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
                                  Oral sema 3 mg       Oral sema 7 mg       Oral sema 14 mg        Placebo                Lira 0.9 mg        ————————
————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————                    
Treatment policy estimand [2]                                                                       
Change at week 26   (kg)          -0.6                 -1.1                 -2.4                   -1.1                   -0.0     

  ETD[95% CI] 
   vs. placebo                    0.6  [-0.3 ; 1.5]    0.0  [-0.8 ;  0.9]  -1.2 [-2.1 ; -0.4]                   
   vs. lira                      -0.5  [-1.5 ; 0.4]   -1.1  [-2.0 ; -0.2]  -2.3 [-3.2 ; -1.4]                           
  p-value:                        
   vs. placebo                    0.2291               0.9481               0.0060       
   vs. lira                       0.2434               0.0190              <0.0001     
                                                                                        
Hypothetical estimand [2]                                                                       
Change at week 52 (kg)          -0.0                 -0.6                 -2.8                   -1.0                    0.4     

  ETD[95% CI] 
   vs. placebo                    1.0  [-0.1 ; 2.1]    0.4  [-0.7 ; 1.5]   -1.8 [-2.9 ; -0.7]                    
   vs. lira                      -0.4  [-1.5 ; 0.7]   -1.0  [-2.1 ; 0.1]   -3.2 [-4.2 ; -2.1]                            
  p-value:                        
   vs. placebo                    0.0818               0.4685               0.0019       
   vs. lira                       0.4636               0.0702              <0.0001  
                                                                                                  
Treatment policy estimand [2]                                                                       
Change at week 52 (kg)          -0.3                 -0.8                 -2.6                   -0.6                    0.0     

  ETD[95% CI] 
   vs. placebo                    0.3  [-0.8 ; 1.4]   -0.2  [-1.3 ; 0.9]   -2.0  [-3.1 ; -0.9]                            
   vs. lira                      -0.3  [-1.5 ; 0.8]   -0.9  [-2.0 ; 0.3]   -2.7  [-3.8 ; -1.5]                                 
  p-value:                        
   vs. placebo                    0.5918               0.7021               0.0003 
   vs. lira                       0.5636               0.1401              <0.0001                                                                      

Other secondary endpoints – hypothetical estimand – week 52                                    
Subjects (%) achieving body weight reduction >=5% [1]  
                                  2.6                 11.6                  41.5                    5.9                    4.9                          
Odds ratio [95% CI] [2]          

   vs. placebo                    0.51[ 0.07 ;  3.85]  1.59[ 0.34 ;  7.38]   7.77[ 1.96 ; 30.73] 
   vs. lira                       0.54[ 0.07 ;  4.07]  1.70[ 0.37 ;  7.79]   8.27[ 2.08 ; 32.86]                          
  p-value:                        
   vs. placebo                    0.5149               0.5526                0.0035
   vs. lira                       0.5539               0.4977                0.0027              
                                                                                                                    

————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
                                                                                                                Table continues on next page



   

————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
Oral sema 3 mg       Oral sema 7 mg       Oral sema 14 mg        Placebo                Lira 0.9 mg

————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
Body weight (% change)
Change at week 52     [2]        -0.1                -0.9                  -4.1                   -1.4                    0.4  
 ETD[95% CI]
 vs. placebo                    1.3[-0.3 ; 2.9]     0.5[-1.1 ; 2.1]      -2.8[-4.3 ; -1.2]   
 vs. lira                      -0.5[-2.0 ; 1.1] -1.3[-2.8 ; 0.2] -4.5[-6.1 ; -3.0]
p-value:
vs. placebo 0.1056 0.5451 0.0007
vs. lira 0.5442 0.0935 <0.0001

Body mass index (kg/m2)
Baseline (mean (SD)) [1] 26.5 (4.6) 26.3 (3.5) 24.7 (4.1) 25.1 (3.9) 26.9 (4.8)
Change at week 52 [2] -0.0 -0.2 -1.0 -0.4 0.1    
 ETD[95% CI]
 vs. placebo 0.3[-0.1 ; 0.8] 0.1[-0.3 ; 0.5] -0.7[-1.1 ; -0.3]
 vs. lira     -0.1[-0.5 ; 0.3] -0.4[-0.8 ; 0.0] -1.2[-1.6 ; -0.8]
p-value:
vs. placebo 0.0941 0.5089 0.0014
vs. lira 0.4724 0.0719 <0.0001

Waist circumference (cm)
Baseline (mean (SD)) [1] 91.3 (10.6) 91.9 (8.0) 87.2 (10.6) 88.9 (10.4)      92.7 (11.4)
Change at week 52 [2] 0.1 -0.7 -2.8 -0.8 1.0  
 ETD[95% CI]
 vs. placebo 0.9[-0.7 ; 2.6] 0.1[-1.6 ; 1.7] -2.0[-3.7 ; -0.4]
 vs. lira -0.8[-2.5 ; 0.8] -1.7[-3.3 ; -0.1] -3.8[-5.4 ; -2.2]
p-value:
vs. placebo 0.2747 0.9314 0.0172
vs. lira 0.3089 0.0362 <0.0001

———————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2]: estimated values; %: proportion of subjects, ETD: estimated treatment difference.
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5 –
————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
                                  Oral sema 3 mg       Oral sema 7 mg       Oral sema 14 mg         Placebo             Lira 0.9 mg          

Other endpoints – hypothetical estimand
Fasting blood lipids – week 52                                                                               

Total cholesterol (mmol/L)                                                                                                                              
Baseline (geom. mean (CV)) [1]      5.42 (16.9)        5.27 (12.8)            5.37 (16.9)            5.04 (15.9)         5.34 (16.9               
Ratio to baseline at week 52 [2] 

                                   0.99               0.96                   0.93                   1.00                0.95          
ETR[95% CI]           

    vs. placebo                    0.99[0.94 ; 1.04]  0.96[0.92 ; 1.01]      0.93[0.89 ; 0.98]                                             
    vs. lira                       1.05[1.00 ; 1.10]  1.01[0.97 ; 1.06]      0.99[0.94 ; 1.03]               
p-value:                         

    vs. placebo                    0.7604             0.1107                 0.0071        
    vs. lira                       0.0586             0.5443                 0.5495                    

LDL cholesterol (mmol/L)                                                                                                                                
Baseline (geom. mean (CV)) [1]     3.24 (25.4)        3.05 (23.3)            3.30 (22.9)            2.94 (21.2)         3.20 (23.4)         
Ratio to baseline at week 52 [2] 

                                   0.99               0.96                   0.93                   1.04                0.94          
ETR[95% CI]            

    vs. placebo                    0.95[0.89 ; 1.03]  0.92[0.86 ; 0.99]      0.89[0.83 ; 0.96]                                                   
    vs. lira                       1.05[0.98 ; 1.13]  1.02[0.95 ; 1.09]      0.98[0.92 ; 1.05]                    
p-value:                         

    vs. placebo                    0.2165             0.0244                 0.0020           
    vs. lira                       0.1565             0.6671                 0.5854                        

HDL cholesterol (mmol/L)                                                                                                                                
Baseline (geom. mean (CV)) [1]     1.34 (25.9)        1.33 (21.4)            1.42 (22.1)            1.37 (26.9)         1.36 (24.0)                     
Ratio to baseline at week 52 [2] 

                                   1.04               1.01                   1.00                   1.03                0.99          
ETR[95% CI]            

    vs. placebo                    1.01[0.95 ; 1.06]  0.97[0.92 ; 1.03]      0.97[0.92 ; 1.02]                                                       
    vs. lira                       1.05[1.00 ; 1.11]  1.02[0.97 ; 1.07]      1.01[0.96 ; 1.07]                         
p-value:                        

    vs. placebo                    0.8493             0.3068                 0.2063   
    vs. lira                       0.0520             0.4648                 0.6434                            
———————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
                                                                                                                Table continues on next page



   

———————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
                                  Oral sema 3 mg       Oral sema 7 mg       Oral sema 14 mg         Placebo             Lira 0.9 mg          
————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————            
VLDL cholesterol (mmol/L)                                                                                                                               
Baseline (geom. mean (CV)) [1]     0.70 (49.2)        0.72 (51.8)            0.57 (40.9)            0.59 (54.9)         0.64 (50.9)             
Ratio to baseline at week 52 [2] 

                                   0.88               0.90                   0.82                   0.79                0.88          
ETR[95% CI]            

    vs. placebo                    1.12[0.97 ; 1.30]  1.14[0.99 ; 1.32]      1.04[0.90 ; 1.21]                                                         
    vs. lira                       1.01[0.88 ; 1.16]  1.03[0.89 ; 1.18]      0.94[0.81 ; 1.08]                          
p-value:                        

    vs. placebo                    0.1250             0.0758                 0.5641 
    vs. lira                       0.8944             0.7162                 0.3733 
                           
Triglycerides (mmol/L)                                                                                                                                  
Baseline (geom. mean (CV)) [1]     1.55 (49.1)        1.60 (52.8)            1.27 (41.0)            1.32 (54.3)         1.43 (51.5)         
Ratio to baseline at week 52 [2] 

                                   0.88               0.90                   0.82                   0.79                0.87          
ETR[95% CI]            

    vs. placebo                    1.12[0.97 ; 1.30]  1.15[0.99 ; 1.33]      1.04[0.90 ; 1.21]                                                          
    vs. lira                       1.01[0.88 ; 1.17]  1.03[0.90 ; 1.19]      0.94[0.82 ; 1.08]                              
p-value:                        

    vs. placebo                    0.1266             0.0687                 0.5544    
    vs. lira                       0.8699             0.6523                 0.4029                              
——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2]: estimated values; ETR: estimated treatment ratios; CV: coefficient of variation                                              
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—————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
                                  Oral sema 3 mg        Oral sema 7 mg        Oral sema 14 mg       Placebo               Liraglutide 0.9 mg    
                                   N   (%)    E    R     N   (%)    E    R     N   (%)    E    R     N   (%)   E    R     N   (%)    E    R     
—————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects                49                    49                    48                    49                    48                     
Exposure time (years) - OT        50                    53                    50                    54                    51                     
Observation time (years) - IT     51                    54                    51                    54                    52                             
                                                                                                                                              
Overview of adverse events                                                                                                                    
Total number of events - OT      37 (75.5) 119  236    37 (75.5) 111  210    34 (70.8)  96  191    39 (79.6) 106  198    32 (66.7) 116  229    
Serious adverse events - OT       2 ( 4.1)   2    4     3 ( 6.1)   3    6     0                     3 ( 6.1)   5    9     0                     
Non-serious adverse events – OT  37 (75.5) 117  232    37 (75.5) 108  205    34 (70.8)  96  191    39 (79.6) 101  188    32 (66.7) 116  229    
Severe - OT                       1 ( 2.0)   1    2     2 ( 4.1)   2    4     0                     0                     0                   
Probable related [1] - OT         3 ( 6.1)   3    6     7 (14.3)   9   17     5 (10.4)   8   16     0                     8 (16.7)  14   28       
Fatal - IT                        0                     0                     0                     0                     0                   
Drug withdrawn - OT               1 ( 2.0)   1    2     1 ( 2.0)   1    2     2 ( 4.2)   2    4     0                     0                   

—————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
                                  Oral sema 3 mg        Oral sema 7 mg        Oral sema 14 mg       Placebo               Liraglutide 0.9 mg        
                                   N   (%)    E    R     N   (%)    E    R     N   (%)    E    R     N   (%)    E    R     N   (%)    E    R  
—————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
Safety focus areas [2]                                                                                                                        
Gastrointestinal disorders - OT  17 (34.7)  32   63    18 (36.7)  38   72    16 (33.3)  20   40    10 (20.4)  11   21    18 (37.5)  29   57    
Renal disorders - OT              0                     0                     0                     0                     0                  
Hepatic disorders - OT            5 (10.2)   6   12     4 ( 8.2)   6   11     1 ( 2.1)   1    2     2 ( 4.1)   3    6     5 (10.4)   6   12     
Gallbladder-related dis. - OT     1 ( 2.0)   2    4     0                     0                     1 ( 2.0)   1    2     0                     
Pancreatitis - OT                 0                     0                     0                     0                     0                  
Cardiovascular disorders - IT     0                     1 ( 2.0)   1    2     0                     2 ( 4.1)   2    4     1 ( 2.1)   1    2     
Neoplasms - IT                    2 ( 4.1)   2    4     3 ( 6.1)   3    6     3 ( 6.3)   4    8     2 ( 4.1)   2    4     3 ( 6.3)   3   6     
Malignant neoplasms - IT          1 ( 2.0)   1    2     1 ( 2.0)   1    2     0                     1 ( 2.0)   1    2    0                     
Diabetic retinopathy [3] - IT     0                     1 ( 2.0)   1    2     1 ( 2.1)   1    2     2 ( 4.1)   4    7     0                     
Lactic acidosis - OT              0                     0                     0                     0                     0                  
Immunogenicity - OT               1 ( 2.0)   1    2     1 ( 2.0)   1    2     1 ( 2.1)   1    2     1 ( 2.0)   1    2     2 ( 4.2)   2    4     
Rare events - IT                  1 ( 2.0)   1    2     1 ( 2.0)   1    2     0                     0                     0                  
Overdose - OT                     0                     1 ( 2.0)   1    2     0                     0                     0                  
Medication errors - OT            0                     1 ( 2.0)   1    2     0                     0                     0                  
Abuse and misuse – OT             0                     0                     0                     0                     0                  
Susp. trans. infec. agent – OT    0                     0                     0                     0                     0                  

—————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
[1]: related as judged by the investigator; [2]: based on pre-defined MedDRA searches among investigator reported adverse events;
[3]: diabetic retinopathy and related complications; N: number of subjects with at least one event; %: proportion of subjects with at least one event; 
E: number of events; R: events per 100 years of observation (in-trial) or exposure (on-treatment); OT: on-treatment 
(= treatment emergent); IT: in-trial; dis.: disorders; Susp. trans. infec. agent: suspected transmission of infectious agent.
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—————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
                                  Oral sema 3 mg        Oral sema 7 mg        Oral sema 14 mg       Placebo               Liraglutide 0.9 mg    
                                   N   (%)    E    R     N   (%)    E    R     N   (%)    E    R     N   (%)   E    R     N   (%)    E    R     
—————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects                49                    49                    48                    49                    48                     
Exposure time (years)             50                    53                    50                    54                    51                     
                                                                                                                                              
Severe or BG-confirmed symp.       0                     0                     0                     0                     2 ( 4.2)   2   4  
                                                                                                                                              
ADA classification                 1 ( 2.0)   1    2     3 ( 6.1)   3    6     2 ( 4.2)   5   10     2 ( 4.1)   3    6     5 (10.4)   5   10     
  Severe                           0                     0                     0                     0                     0                 
—————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
BG-confirmed: hypoglycaemic episode with a plasma glucose value < 3.1 mmol/L (56 mg/dL); N: number of subjects with at least one episode;
%: proportion of subjects with at least one episode; E: number of episodes; R: episodes per 100 years of exposure; ADA: American Diabetes
Association; symp.: symptomatic.
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—————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema 3 mg     Oral sema 7 mg     Oral sema 14 mg       Placebo       Liraglutide 0.9 mg
—————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
Amylase (U/L) – OT
Baseline (geometric mean (CV)) [1] 52 (28.3) 54 (32.1) 56 (31.5) 52 (31.8) 50 (33.6) 
Ratio to baseline at week 52 [2] 1.06  1.10 1.14 1.02 1.05
 Estimated treatment ratio at week 52 (95% CI)

 Oral sema 3 mg / Placebo 1.05  [0.98 ; 1.12], p-value:  0.1720
 Oral sema 7 mg / Placebo 1.09  [1.02 ; 1.16], p-value:  0.0160
 Oral sema 14 mg / Placebo 1.12  [1.05 ; 1.20], p-value:  0.0011
 Oral sema 3 mg / Lira 0.9 mg 1.01  [0.94 ; 1.08], p-value:  0.7938
 Oral sema 7 mg / Lira 0.9 mg 1.05  [0.98 ; 1.12], p-value:  0.2020
 Oral sema 14 mg / Lira 0.9 mg 1.08  [1.01 ; 1.16], p-value:  0.0330

Lipase (U/L) – OT
Baseline (geometric mean (CV)) [1] 24 (51.0) 24 (55.9) 22 (52.9) 21 (73.6) 21 (65.3) 
Ratio to baseline at week 52 [2] 1.33 1.44 1.48 1.01 1.57    
 Estimated treatment ratio at week 52 (95% CI)

 Oral sema 3 mg / Placebo 1.32  [1.13 ; 1.54], p-value:  0.0005
 Oral sema 7 mg / Placebo 1.42  [1.22 ; 1.66], p-value: <0.0001
 Oral sema 14 mg / Placebo 1.47  [1.26 ; 1.71], p-value: <0.0001
 Oral sema 3 mg / Lira 0.9 mg 0.85  [0.72 ; 0.99], p-value:  0.0393
 Oral sema 7 mg / Lira 0.9 mg 0.92  [0.78 ; 1.07], p-value:  0.2661
 Oral sema 14 mg / Lira 0.9 mg 0.94  [0.81 ; 1.10], p-value:  0.4669

—————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2) estimated values; Ratios to baseline were analysed using a mixed model for repeated measurements model with treatment and 
strata as categorical fixed effects and baseline value as covariate, all nested within visit, and an unstructured residual covariance matrix. The ratio 
to baseline and the corresponding baseline value were log-transformed prior to analysis. CI: confidence interval; CV: coefficient of variation; 'p-
value': unadjusted two-sided p-value for test of no difference from 1

1 2 7 mg 1 14 mg 1
7 mg GLP-1 in vitro
14 mg GLP-1 in vitro GLP-1

3 7 14 mg 0.9 mg 9 52
0.9 mg 52

7 mg 14 mg 3 mg
3 7 14 mg 0.9 mg
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—————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema 3 mg     Oral sema 7 mg     Oral sema 14 mg      Placebo        Liraglutide 0.9 mg
—————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
Systolic blood pressure (mmHg) – OT
Baseline (Mean (SD)) [1]                127 (14)           129 (12)           127 (13)           128 (13) 128 (13) 
Change at week 52 [2]                  -1                 -1 -2 -3 1
 Estimated treatment difference at week 52 (95% CI)

 Oral sema 3 mg - Placebo  2  [-2 ; 6], p value:  0.3048
 Oral sema 7 mg - Placebo 2  [-2 ; 6], p value:  0.2838
 Oral sema 14 mg - Placebo 1  [-3 ; 5], p value:  0.5570
 Oral sema 3 mg - Lira 0.9 mg        -1  [-6 ; 3], p value:  0.5078
 Oral sema 7 mg - Lira 0.9 mg -1  [-6 ; 3], p value:  0.5212
 Oral sema 14 mg - Lira 0.9 mg -2  [-7 ; 2], p value:  0.2756

Diastolic blood pressure (mmHg) – OT
Baseline (Mean (SD)) [1] 76 (8) 80 (10) 76 (9) 78 (12) 81 (11)  
Change at week 52 [2] -1 0 -1 -2 1
 Estimated treatment difference at week 52 (95% CI)

 Oral sema 3 mg - Placebo 1  [-2 ; 4], p value:  0.4869
 Oral sema 7 mg - Placebo 2  [-1 ; 5], p value:  0.1716
 Oral sema 14 mg - Placebo 1  [-2 ; 4], p value:  0.4851
 Oral sema 3 mg - Lira 0.9 mg -2  [-5 ; 1], p value:  0.1998
 Oral sema 7 mg - Lira 0.9 mg -1  [-4 ; 2], p value:  0.5087
 Oral sema 14 mg - Lira 0.9 mg -2  [-5 ; 1], p value:  0.2007

Pulse rate (beats/min) – OT
Baseline (Mean (SD)) [1] 71 (10)            74 (10)            72 (11)            71 (10) 75 (10)    
Change at week 52 [2] 1                  3                  4                 -0 3
 Estimated treatment difference at week 52 (95% CI)

 Oral sema 3 mg - Placebo 1  [-2 ; 4], p value:  0.6487
 Oral sema 7 mg - Placebo 3  [ 0 ; 6], p value:  0.0384
 Oral sema 14 mg - Placebo 4  [ 1 ; 7], p value:  0.0055
 Oral sema 3 mg - Lira 0.9 mg        -3  [-6 ; 0], p value:  0.0791
 Oral sema 7 mg - Lira 0.9 mg       -0  [-3 ; 3], p value:  0.8264
 Oral sema 14 mg - Lira 0.9 mg        1  [-2 ; 4], p value:  0.6112

—————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2) estimated values; Changes from baseline were analysed using a mixed model for repeated measurements model with treatment and 
strata as categorical fixed effects and baseline value as covariate, all nested within visit, and an unstructured residual covariance matrix. CI: 
confidence interval; 'p-value': unadjusted two-sided p-value for test of no difference from 0; SD: standard deviation.
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1 1 2.5 mg 5 mg 10 mg 20 mg 40 mg 1 1
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Novo Nordisk oral glucagon-like peptide-1 safety committee

20 ng/L

1005
603

482

1106 474 474
457 1 HbA1c

361 17

632 9 70 71 2
10 mg 1.0 mg 1
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1.0 mg 14% 1% 20 mg

27% 40 mg 23% 40 mg F 26%
11 2% 3

7 1
1 4 10 2%

! 18
! BMI kg/m2 25 40
! 2 30

! HbA1c 7.0% 9.5% 53 mmol/mol 80 mmol/mol

! 3

!
!
!
! 90

!
!
!

, 300 mg SNAC 2.5 mg C2RI123

C2RI053

D2RI002

, 300 mg SNAC 5.0 mg C2RI054

C2RI125

C2RI109

, 300 mg SNAC 10.0 mg C2RI110



 
     

 

C2RI055

, 300 mg SNAC 20.0 mg C2RI056

C2RI111

, 300 mg SNAC 40.0 mg C2RI057

C2RI124

C2RI112

1.34 mg/mL 1.5 mL
PDS290

CV40201

N/A C2RI105

C2RI052

D2RI001
a N/A CV40204

N/A
a

26

26 HbA1c

! 26 HbA1c 7% 53 mmol/mol
! 26 C-
! 26 HOMA-IR

HOMA-B
! 26

LDL HDL
VLDL

! 26 SF-36 Medical Outcomes Study 36-Item Short-Form 
Health Survey

! 26
! 26
! 26 BMI

! week 31
! week 31
! 26
! 26 /



 
     

 

! 26

HbA1c
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HbA1c SD 1.2%
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9
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1.0 mg
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5 mg
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19  (27.54) 30  (44.12) 56  (81.16) 56  (83.58) 60  (85.71) 61  (89.71) 58  (86.57) 57  (87.69) 63  (92.65)



 
     

 

50  (72.46) 38  (55.88) 13  (18.84) 11  (16.42) 10  (14.29) 7  (10.29) 9  (13.43) 8  (12.31) 5  ( 7.35)
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2.7.6.27 NN9924-4233

2.7.6.27.1

Novo Nordisk A/S, Novo Allé, DK-2880 Bagsvaerd, Denmark
Clinical Reporting Anchor and Disclosure (1452); email address: clinicaltrials@novonordisk.com

3 mg/7 mg/14 mg

NNC0113-0217
ID

NN9924-4233
Clinicaltrials.gov identifier NCT02906930
Paediatric status EMEA-001441-PIP02-15

UTN U1111-1177-5112
IND number 114,464
EudraCT number 2015-005622-19
Japanese registration number JapicCTI-163384

PIONEER-1 Monotherapy
2

26

93 1
signatory investigator

! , United States
! , Czech Republic

9 93
4 4

3 3
5 5

6 6
2 2

9 9
3 3

7 7
53 48

2016 9 20
2017 10 30
2017 12 8

3a



 

 

Cut-off date
2018 1 30

2018 6 20

2
3 3 7 14 mg

3a PIONEER

! 2 3 3 7 14 mg
1 1 1 1

! 2 3 3 7 14 mg
1 1 1 1

! 2 3 3 7 14 mg
1 1 1 1

2 3
1 1 1 1 26

33 2 26
5 3 7 14 mg

1:1:1:1

3 mg 4

8 2
1



 

 

704 1006 703
94.3%

——————————————————————————————————————————————————————————————————————————————————————————————————
Oral sema  Oral sema   Oral sema   Placebo     Total    

3 mg 7 mg 14 mg
N (%)      N (%)       N (%)      N (%)      N (%)    

——————————————————————————————————————————————————————————————————————————————————————————————————
Screened 1006
  Screening failures 303
Randomised 175        175         175        178        703
  Exposed (FAS and SAS) 175 ( 100) 175 ( 100)  175 ( 100) 178 ( 100) 703 ( 100)
Treatment completers [1] 163 (93.1) 157 (89.7)  151 (86.3) 159 (89.3) 630 (89.6)
  Without rescue medication 152 (86.9) 153 (87.4)  149 (85.1) 134 (75.3) 588 (83.6)
  With rescue medication 11 ( 6.3)   4 ( 2.3)    2 ( 1.1)  25 (14.0)  42 ( 6.0)
Trial completers [3] 169 (96.6) 161 (92.0)  163 (93.1) 170 (95.5) 663 (94.3)
Premature trial product discontinuation    12 ( 6.9)  18 (10.3)   24 (13.7)  19 (10.7)  73 (10.4)
  Adverse event(s) 4 ( 2.3)   7 ( 4.0)   13 ( 7.4)   4 ( 2.2)  28 ( 4.0)
  Violation of in-/excl. criteria 2 ( 1.1)   1 ( 0.6)    0 0 3 ( 0.4)
  Participation in another trial [2] 1 ( 0.6)   0 1 ( 0.6)   0 2 ( 0.3)
  Subject withdrawal from trial 0 5 ( 2.9)    5 ( 2.9)   3 ( 1.7)  13 ( 1.8)
  Other 5 ( 2.9)   5 ( 2.9)    5 ( 2.9)  12 ( 6.7)  27 ( 3.8)
Withdrawal from trial 6 ( 3.4)  14 ( 8.0)   12 ( 6.9)   8 ( 4.5)  40 ( 5.7)
——————————————————————————————————————————————————————————————————————————————————————————————————
'[1]': subjects who completed treatment with trial product according to the end-of-trial form; 
'[2]': simultaneous participation in any other clinical trial receiving an investigational 
medicinal product; '[3]': subjects who attended the final scheduled visit; 'Rescue medication': 
use of new anti-diabetic medication as add-on to trial product and used for more than 21 days with 
the initiation at or after randomisation and before last day on trial product; N: number of 
subjects; %: proportion of randomised subjects except for screening failures where it is 
proportion of screened subjects.
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20 19

30 2 HbA1c 7.0% 9.5%
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90
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90
14

90
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1 1 3 7 14 mg SNAC 300 mg

30
F2RC011 2017 8 22 F2RC015 2017 8 23

F2RC026 2018 2 17 F2RC004 2018 1 19 F2RC012 2018 2 24
F2RC028 2018 8 25 F2RC013 2018 3 3 F2RC017 2018 3 7

26

1 1 SNAC 300 mg

30
F2RC011 2018 1 11 F2RC010 2018 2

4 F2RC023 2018 6 27

HbA1c 26 26 26
kg 26

26 26
HbA1c 7.0% 53 mmol/mol
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treatment

3
! In-trial
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estimand in-trial estimand
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HbA1c 26 estimand
90%

2 NN9924-3790
2 NN9535-1821 704 1:1:1:1
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estimand FAS in-

trial missing at random
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26
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kg 26
estimand

estimand

5%
p

estimand

estimand
! 26

! 26 HbA1c 7.0% 53 mmol/mol

SAS on-treatment in-trial

! 31
! 31

——————————————————————————————————————————————————————————————————————————————————————————————————
Oral sema   Oral sema   Oral sema
3 mg 7 mg 14 mg Placebo     Total
N   (%)     N   (%)     N   (%)     N   (%)     N(%)

——————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects             175 175 175 178 703
Sex
  N 175 ( 100)  175 ( 100)  175 ( 100) 178 ( 100)  703 ( 100)
  Female                        86 (49.1)   82 (46.9)   89 (50.9)   89 (50.0)  346 (49.2)
  Male                          89 (50.9)   93 (53.1)   86 (49.1)   89 (50.0)  357 (50.8)
Age group (years)
  N 175 ( 100)  175 ( 100)  175 ( 100)  178 ( 100)  703 ( 100)
  18 <= to < 65 136 (77.7)  135 (77.1) 144 (82.3)  145 (81.5)  560 (79.7)
  65 <= to < 75 33 (18.9)   35 (20.0)   29 (16.6)   29 (16.3)  126 (17.9)
  75 <= to < 85 6 ( 3.4)    5 ( 2.9)    2 ( 1.1)    4 ( 2.2)   17 ( 2.4)
  85 <= 0 0 0 0 0
Race
  N 175 ( 100)  175 ( 100)  175 ( 100)  178 ( 100)  703 ( 100)
  White 135 (77.1)  131 (74.9)  130 (74.3)  132 (74.2)  528 (75.1)
  Black or African American 6 ( 3.4)   11 ( 6.3)   10 ( 5.7)   10 ( 5.6)   37 ( 5.3)
  Asian 31 (17.7)   30 (17.1)   29 (16.6)   31 (17.4)  121 (17.2)
  American Indian or
    Alaska Native 1 ( 0.6)    1 ( 0.6)    1 ( 0.6)   1 ( 0.6)    4 ( 0.6)
  Native Hawaiian or
    other Pacific Islander 0 0 1 ( 0.6)    0 1 ( 0.1)
  Other 2 ( 1.1)    2 ( 1.1)    4 ( 2.3)    4 ( 2.2)   12 ( 1.7)
Renal function, eGFR (mL/min/1.73m^2)
  N 175 ( 100)  175 ( 100)  175 ( 100)  178 ( 100)  703 ( 100)
  Normal (90 <=) 135 (77.1)  117 (66.9)  128 (73.1)  138 (77.5)  518 (73.7)
  Mild RI (60 <= to < 90) 39 (22.3)   57 (32.6)   45 (25.7)   38 (21.3)  179 (25.5)
  Moderate RI (30 <= to < 60)    1 ( 0.6)    1 ( 0.6)    2 ( 1.1)    2 ( 1.1)    6 ( 0.9)
  Severe RI (15 <= to < 30) 0 0 0 0 0
  ESRD (< 15) 0 0 0 0 0



 

 

——————————————————————————————————————————————————————————————————————————————————————————————————
Oral sema Oral sema Oral sema
3 mg 7 mg 14 mg Placebo Total
Mean  (SD)     Mean  (SD)     Mean  (SD)     Mean  (SD)     Mean  (SD)   

——————————————————————————————————————————————————————————————————————————————————————————————————
Age, years                55   (11   )   56   (11   )   54   (11   )   54   (11   )   55   (11   )
Body weight, kg 86.9 (21.0 )   89.0 (21.8 )   88.1 (22.1 )   88.6 (23.4 )   88.1 (22.1 )
BMI, kg/m^2 31.8 ( 6.3 )   31.6 ( 6.4 )   31.7 ( 6.6 )   32.2 ( 6.9 )   31.8 ( 6.6 )
Waist circumference, cm  103.7 (15.5 )  104.1 (15.4 )  104.2 (15.5 )  104.7 (16.4 )  104.2 (15.7 )
HbA1c, % 7.9 ( 0.7 )    8.0 ( 0.6 )    8.0 ( 0.7 )    7.9 ( 0.7 )   8.0 ( 0.7 )
HbA1c, mmol/mol 63   ( 8   )   64   ( 7   )   64   ( 8   )   63   ( 7   )   63   ( 8   )
FPG, mmol/L 8.78( 2.35)    8.98( 2.34)    8.77( 2.17)    8.88( 2.16)    8.85( 2.25)
FPG, mg/dL 158.3 (42.3 )  161.9 (42.2 )  158.1 (39.2 )  160.0 (38.9 )  159.6 (40.6 )
Diabetes duration, years   3.8( 5.3) 3.6 ( 5.1 )    3.4 ( 4.4 )    3.4 ( 4.6 )    3.5 ( 4.9 )
——————————————————————————————————————————————————————————————————————————————————————————————————
Abbreviations: N: number of subjects, %: proportion of subjects, SD: standard deviation, 
BMI: Body Mass Index, eGFR: estimated glomerular filtration rate, ESRD: end-stage renal disease, 
FPG: fasting plasma glucose, RI: renal impairment, sema: semaglutide.
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estimand
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! 3 mg 0.6% 95% [ 0.8; 0.4] 0.7 % 95% [ 0.9; 0.5]
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kg
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1.8]
! 7 mg 0.9 kg 95% [ 1.9; 0.1] 1.0 kg 95% [ 1.8; 0.2]
! 3 mg 0.1 kg 95% [ 0.9; 0.8] 0.2 kg 95% [ 1.0; 0.6]
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3 7 14 mg
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2.7.6.27.2

2.7.6.27.2-1 on-treatment

_____________________________________________________________________________________________________________________________________________

Oral sema 3 mg Oral sema 7 mg Oral sema 14 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
Number of subjects 175 175 175 178

Exposure time (years) 101 98 96 101

Events 101 (57.7)   290  287    93 (53.1)   258  263    99 (56.6)   304  315    99 (55.6)  263  261

44 (25.1)    85   84    32 (18.3)    77   78    55 (31.4)   109  113    30 (16.9)    45   45
  14 ( 8.0)    17   17     9 ( 5.1)    13   13    28 (16.0)    43   45    10 ( 5.6)    12   12
  5 ( 2.9)     5    5     8 ( 4.6)    11   11    12 ( 6.9)    15   16     4 ( 2.2)     4    4
  15 ( 8.6)    18   18     9 ( 5.1)     9    9     9 ( 5.1)    10   10     4 ( 2.2)     4    4
  6 ( 3.4)     6    6     6 ( 3.4)     6    6     7 ( 4.0)     8    8     4 ( 2.2)     4    4
  4 ( 2.3)     4    4     0   6 ( 3.4)     9    9     1 ( 0.6)     1    1    
  7 ( 4.0)     8    8     4 ( 2.3)     6    6     4 ( 2.3)     4    4     3 ( 1.7)     3    3  
  0 2 ( 1.1)     2    2     3 ( 1.7)     3    3     0
  2 ( 1.1)     2    2     3 ( 1.7)     3    3     3 ( 1.7)     3    3     1 ( 0.6)     1    1
  1 ( 0.6)     1    1     3 ( 1.7)     3    3     3 ( 1.7)     3    3     5 ( 2.8)     5    5
  2 ( 1.1)     3   3     2 ( 1.1)     2    2     3 ( 1.7)     3    3     2 ( 1.1)     3    3  
  4 ( 2.3)     5    5     6 ( 3.4)     6    6     2 ( 1.1)     3    3     1 ( 0.6)     1    1
  2 ( 1.1)     2    2     0 1 ( 0.6)     1    1     1 ( 0.6)     1    1
  1 ( 0.6)     1    1     1 ( 0.6)     1    1     1 ( 0.6)     1    1     2 ( 1.1)     2    2  
   0 0 1 ( 0.6)     1    1     0
  0 0 1 ( 0.6)     1    1     0
  0 0 1 ( 0.6)     1    1     0
                                    0                       1 ( 0.6)     1    1     0  0
  1 ( 0.6)     1    1     0 0 0
  2 ( 1.1)     2    2     0 0     0
  1 ( 0.6)     1    1     0 0 0
  1 ( 0.6)     1    1     2 ( 1.1)  2    2     0 0
  0 1 ( 0.6)     1    1     0 0
                                    0                       0                       0                       1 ( 0.6)     1    1  
  0 1 ( 0.6)     1    1     0 0
  2 ( 1.1)     3    3     7 ( 4.0)     9    9     0 0
  0 0 0 1 ( 0.6)     1    1
  1 ( 0.6)     1    1     0 0 1 ( 0.6)     1    1
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:19:38 - t_summary_ae_4233.sas/t_sum_gen_soc_ot_4233.txt



 

Adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 3 mg Oral sema 7 mg Oral sema 14 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
  1 ( 0.6)     1    1     0 0 0
  1 ( 0.6)     1    1     0 0 0
  1 ( 0.6)     1    1     0 0 0
  1 ( 0.6)     1    1     0 0 0
                                0                       0                       0                       1 ( 0.6)     1    1
  0 1 ( 0.6)     1    1     0 0

42 (24.0)    56   55    29 (16.6)    37   38    33 (18.9)    40   41    39 (21.9)    49   49
  9 ( 5.1)     9    9     5 ( 2.9)     5    5     4 ( 2.3)     4    4     2 ( 1.1)     2    2
  0 0 3 ( 1.7)     3    3     3 ( 1.7)     3    3
  1 ( 0.6)     1    1     2 ( 1.1)     3    3     3 ( 1.7)     3    3     3 ( 1.7)     3    3
  10 ( 5.7)    11   11    11 ( 6.3)    11   11    3 ( 1.7)     4    4     6 ( 3.4)     7    7   
  1 ( 0.6)     1    1     1 ( 0.6)     1    1     3 ( 1.7)     3    3     5 ( 2.8)     5    5  
  0 0 2 ( 1.1)     3    3     1 ( 0.6)     1    1
  3 ( 1.7)     3    3     3 ( 1.7)     3    3     2 ( 1.1)     2    2     3 ( 1.7)     3    3  
  1 ( 0.6)     1    1     0 2 ( 1.1)     2    2     0
  1 ( 0.6)     1    1     2 ( 1.1)     2    2     1 ( 0.6)     1    1     0
  0 0 1 ( 0.6)     1    1     0
                          0                       0                       1 ( 0.6)     1    1     1 ( 0.6)     1    1
  0 0 1 ( 0.6)     1    1     0
  1 ( 0.6)     2    2     0 1 ( 0.6)     1    1     0
  2 ( 1.1)     2    2     1 ( 0.6)     1    1     1 ( 0.6)     1    1     3 ( 1.7)     3    3  
  0 0 1 ( 0.6)    1    1     0
  0 1 ( 0.6)     1    1     1 ( 0.6)     1    1     1 ( 0.6)     1    1
  0 1 ( 0.6)     1   1     1 ( 0.6)     1    1     1 ( 0.6)     1    1
  1 ( 0.6)     1    1     0 1 ( 0.6)     1    1     0
  0 0 1 ( 0.6)     1    1     0
  5 ( 2.9)     7    7     2 ( 1.1)     2    2     1 ( 0.6)     1    1     0
  0 0 1 ( 0.6)     1    1     1 ( 0.6)     1    1  
  0 1 ( 0.6)     1    1     1 ( 0.6)     1    1     0
  1 ( 0.6)     1    1     0 1 ( 0.6)     1    1     1 ( 0.6)     1    1
  0 0 1 ( 0.6)     1    1     0    
  1 ( 0.6)     1    1     0 0 0
                        0                       1 ( 0.6)     1    1     0      0
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1
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Adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 3 mg Oral sema 7 mg Oral sema 14 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
  2 ( 1.1)     2    2     1 ( 0.6)     1    1     0 0
  0 0 0 1 ( 0.6)     1    1
  1 ( 0.6)     1    1     0 0 0
  0 0 0 1 ( 0.6)     1    1
  1 ( 0.6)     1    1     0 0 0
  1 ( 0.6)     1    1     0   0 1 ( 0.6)     1    1    
                                0                       1 ( 0.6)     1    1     0 1 ( 0.6)     1    1
  0 0     0 1 ( 0.6)     1    1
                                    1 ( 0.6)     1    1     0 0 0
  0 0 0 1 ( 0.6)     1    1
  0 0 0 1 ( 0.6)     1    1
  1 ( 0.6)     1    1     0 0 0
  2 ( 1.1)     2    2     0 0 0
  1 ( 0.6)     1    1     1 ( 0.6)     1    1     0 2 ( 1.1)     2    2
  0  1 ( 0.6)     1    1     0      0
  0 0 0 1 ( 0.6)     1    1
  0 0 0 1 ( 0.6)     1    1  
  0 0     0 1 ( 0.6)   1    1
  1 ( 0.6)     1    1     0    0 0
  0 0 0 1 ( 0.6)     1    1  
  1 ( 0.6)     1    1     0 0 0
                                      0                       1 ( 0.6)     1    1     0 0
  0 0 0 1 ( 0.6)     1    1
  0 0 0 1 ( 0.6)     1    1  
  1 ( 0.6)     1    1     0 0 0
  0 0 0 1 ( 0.6)     1    1
  2 ( 1.1)     2    2     0 0 1 ( 0.6)     1    1

14 ( 8.0)    15   15    11 ( 6.3)    11   11    17 ( 9.7)    19   20    16 ( 9.0)    18   18
  2 ( 1.1)     2    2     3 ( 1.7)     3    3     9 ( 5.1)     9    9     1 ( 0.6)     1    1  
  5 ( 2.9)     5    5     2 ( 1.1)     2    2     4 ( 2.3)    4    4     7 ( 3.9)     7    7     
  0 0 2 ( 1.1)     2    2     1 ( 0.6)     1    1
  1 ( 0.6)     2    2     0       1 ( 0.6)     1    1     3 ( 1.7)     3    3    
                        0                       2 ( 1.1)     2    2     1 ( 0.6)     1    1     0
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1
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Adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________
                                                                                                                                             
                                          Oral sema 3 mg          Oral sema 7 mg          Oral sema 14 mg         Placebo                    
                                            N   (%)      E    R     N   (%)      E    R     N   (%)      E    R     N   (%)      E    R      
_____________________________________________________________________________________________________________________________________________
                0                       0                       1 ( 0.6)     1    1     0                        
                                      1 ( 0.6)     1    1     0                       1 ( 0.6)     1    1     1 ( 0.6)     1    1      
                                      2 ( 1.1)     2    2     0                       0                       3 ( 1.7)     3    3      
                                    1 ( 0.6)     1    1     2 ( 1.1)     2    2     0                       2 ( 1.1)     2    2      
                        0                       1 ( 0.6)     1    1     0                       0                        
                              1 ( 0.6)     1    1     0                       0                       0                        
                                      1 ( 0.6)     1    1     1 ( 0.6)     1    1     0                       0                        
                                                                                                                                             

                                   10 ( 5.7)    11   11    11 ( 6.3)    12   12    13 ( 7.4)    15   16     8 ( 4.5)    11   11      
            2 ( 1.1)     2    2     0                       4 ( 2.3)     4    4     0                        
                          0                       0                       2 ( 1.1)     2    2     1 ( 0.6)     1    1      
                                    0                       0                       2 ( 1.1)     2    2     0                        
                              1 ( 0.6)     1    1     0                       1 ( 0.6)     1    1     0                        
                                2 ( 1.1)     2    2     2 ( 1.1)     2    2     1 ( 0.6)    1    1     0                        
                      0                       0                       1 ( 0.6)     1    1     0                        
                          0                       0                       1 ( 0.6)     1    1     0                        
                          0                       0                       1 ( 0.6)     1    1     0                        
                                0                       0                       1 ( 0.6)     1    1     0                        
                                  1 ( 0.6)     1    1     2 ( 1.1)     2    2     1 ( 0.6)     1    1     0                        
      0                       0                       0                       1 ( 0.6)     1    1      
                                                                                                                                         
                              0                       0                       0                       1 ( 0.6)     1    1      
        0                       0                       0                       1 ( 0.6)     1    1      
                                0                       0                       0                       1 ( 0.6)     1    1      
                          0                       0                       0                       1 ( 0.6)     1    1      
                              0                       1 ( 0.6)     1    1     0                       0                        
                                  0                       1 ( 0.6)     1    1     0                       0                        
                                    1 ( 0.6)     1    1     0                       0                       0                        
                                    0                       1 ( 0.6)     1    1     0                       0                        

                      0                       0                       0                       2 ( 1.1)     2    2      
                        0                       1 ( 0.6)     2    2     0                       0                        
                      0                       1 ( 0.6)     1    1     0                       0                        
                          0                       0                       0                       1 ( 0.6)     1    1      
                              1 ( 0.6)     1    1     0                       0                       0                        
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.                                                                                                              
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.                                                                                                                           
MedDRA version 20.1                                                                                                                          
                                                                                               nn9924/nn9924-exploratory/susot004_20190515_er
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Adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 3 mg Oral sema 7 mg Oral sema 14 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
  0      1 ( 0.6)     1    1     0 0
  1 ( 0.6)     1    1     0 0 0
  2 ( 1.1)     2    2     1 ( 0.6)     1    1     0 0
  0 0 0 1 ( 0.6)     1    1
  0 0 0 1 ( 0.6)     1    1

14 ( 8.0)    19   19     8 ( 4.6)    11   11    12 ( 6.9)    16   17    15 ( 8.4)    18   18
  1 ( 0.6)     1    1     1 ( 0.6)     1    1     2 ( 1.1)     2    2     1 ( 0.6)     1    1     
  1 ( 0.6)     1    1     2 ( 1.1)     3    3     2 ( 1.1)     2    2     3 ( 1.7)     3    3
  1 ( 0.6)     1    1     1 ( 0.6)     1    1     2 ( 1.1)     2    2     2 ( 1.1)     2    2
  0 0 1 ( 0.6)     1    1     0
  2 ( 1.1)     2    2     0 1 ( 0.6)  1    1     3 ( 1.7)     3    3
  0 0   1 ( 0.6)     1    1     0
  0  0 1 ( 0.6)     2    2     0
  1 ( 0.6)     1    1     0 1 ( 0.6)     1    1     0
  2 ( 1.1)     2    2     1 ( 0.6)     1    1     1 ( 0.6)     1    1     1 ( 0.6)     1    1
  4 ( 2.3)     5    5     1 ( 0.6)     1    1     1 ( 0.6)     1    1     2 ( 1.1)     2    2
  1 ( 0.6)     1    1     0 1 ( 0.6)     1    1     0
  1 ( 0.6)     1    1     0 1 ( 0.6)     1    1     0  
  1 ( 0.6)     1    1     0 0 0
  0 1 ( 0.6)     1    1     0 0
  0 0 0 1 ( 0.6)     1    1
  2 ( 1.1)     2    2     1 ( 0.6)     1    1     0 0
  1 ( 0.6)     1    1     0 0 1 ( 0.6)     1    1
  0   0 0 1 ( 0.6)     1    1
  0 1 ( 0.6)     1    1     0 0
      0 1 ( 0.6)     1    1     0 0
  0 0 0 1 ( 0.6)     2    2
  0 0 0 1 ( 0.6)     1    1

15 ( 8.6)    17   17    18 (10.3)    27   27    12 ( 6.9)    36   37    16 ( 9.0)    29   29
  6 ( 3.4)     7    7    10 ( 5.7)    16   16     9 ( 5.1)    31   32     9 ( 5.1)    12   12
  6 ( 3.4)     6    6     2 ( 1.1)     3    3     2 ( 1.1)     3    3     1 ( 0.6)     7    7
  1 ( 0.6)     1    1     0 1 ( 0.6)     1    1     0
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1
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Adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________
                                                                                                                                             
                                          Oral sema 3 mg          Oral sema 7 mg          Oral sema 14 mg         Placebo                    
                                            N   (%)      E    R     N   (%)      E    R     N   (%)      E    R     N   (%)      E    R      
_____________________________________________________________________________________________________________________________________________
                                      1 ( 0.6)     1    1     2 ( 1.1)     2    2     1 ( 0.6)     1    1     0                        
                          0                       0                       0                       1 ( 0.6)     1    1      
                                    1 ( 0.6)     1    1     1 ( 0.6)     1    1     0                       0                        
                                    0                       1 ( 0.6)     1    1     0                       0                        
                                0                       0                       0                       1 ( 0.6)     1    1      
                                  0                       0                       0                       1 ( 0.6)     1    1      
                                  0                       1 ( 0.6)     1    1     0                       0                        
                             0                       0                       0                       1 ( 0.6)     1    1      
                                  1 ( 0.6)     1    1     0                       0                       2 ( 1.1)     2    2      
                              0                       0                       0                       1 ( 0.6)     1    1      
                                      0                       1 ( 0.6)     1    1     0                       0                        
                                  0                       1 ( 0.6)     1    1     0                       0                        
                                      0                       0                       0                       1 ( 0.6)     1    1      
                                0                       1 ( 0.6)     1    1     0                       0                        
                                        0                       0                       0                       1 ( 0.6)     1    1      
                                    0                       0                       0                       1 ( 0.6)     1    1      
                                                                                                                                             

                  9 ( 5.1)    11   11    11 ( 6.3)    12   12    10 ( 5.7)    19   20    14 ( 7.9)    16   16      
                                  1 ( 0.6)     1    1     4 ( 2.3)     4    4     3 ( 1.7)     4    4     2 ( 1.1)     2    2      
                                        2 ( 1.1)     2    2     1 ( 0.6)     1    1     2 ( 1.1)     3    3     2 ( 1.1)     2    2      
                                2 ( 1.1)     2    2     4 ( 2.3)     5    5     2 ( 1.1)     4    4     1 ( 0.6)     1    1      
                                    0                       0                       1 ( 0.6)     1    1     0                        
                                  0                       0                       1 ( 0.6)     1    1     0                        
                      0                       0                       1 ( 0.6)     1    1     0                        
                            0                       0                       1 ( 0.6)     1    1     3 ( 1.7)     3    3      
                                    1 ( 0.6)     1    1     0                       1 ( 0.6)     1    1     0                        
                                    0                       0                       1 ( 0.6)     1    1     0                        
                                        1 ( 0.6)     1    1     0                       1 ( 0.6)     1    1     0                        
                                        1 ( 0.6)     1    1     0                       1 ( 0.6)     1    1     0                        
                                  0                       0                       0                       1 ( 0.6)     1    1      
                                0                       1 ( 0.6)     1    1     0                       0                        
                                    0                       0                       0                       1 ( 0.6)     1    1      
                          1 ( 0.6)     1    1     0                       0                       0                        
                                    0                       0                       0                       1 ( 0.6)     1    1      
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.                                                                                                              
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.                                                                                                                           
MedDRA version 20.1                                                                                                                          
                                                                                               nn9924/nn9924-exploratory/susot004_20190515_er
                                                                        21MAY2019:11:19:38 - t_summary_ae_4233.sas/t_sum_gen_soc_ot_4233.txt



 

Adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________
                                                                                                                                             
                                          Oral sema 3 mg          Oral sema 7 mg          Oral sema 14 mg         Placebo                    
                                            N   (%)      E    R     N   (%)      E    R     N   (%)      E    R     N   (%)      E    R      
_____________________________________________________________________________________________________________________________________________
                                      1 ( 0.6)     1    1     0                       0                       0                        
                                  0                       0                       0                       1 ( 0.6)     1    1      
                            1 ( 0.6)     1    1     0                       0                       1 ( 0.6)     1    1      
                                        0                       1 ( 0.6)     1    1     0                       3 ( 1.7)     3    3      
                                                                                                                                             

         13 ( 7.4)    14   14    12 ( 6.9)    13   13     7 ( 4.0)    10   10     2 ( 1.1)     2    2      
                                      2 ( 1.1)     2    2     1 ( 0.6)     1    1     3 ( 1.7)     3    3     0                        
                                        0                       2 ( 1.1)     2    2     2 ( 1.1)     4    4     1 ( 0.6)     1    1      
                        0                       1 ( 0.6)     1    1     1 ( 0.6)     1    1     0                        
                                      0                       0                       1 ( 0.6)    1    1     0                        
                                        4 ( 2.3)     4    4     1 ( 0.6)     1    1     1 ( 0.6)     1    1     1 ( 0.6)     1    1      
                                        0                       2 ( 1.1)    2    2     0                       0                        
                                        1 ( 0.6)     1    1     0                       0                       0                        
                                      1 ( 0.6)     1    1     1 ( 0.6)     1    1     0                       0                        
                                        3 ( 1.7)     3    3     2 ( 1.1)     2    2     0                       0                        
                                1 ( 0.6)     1    1     0                       0                       0                        
                                    1 ( 0.6)     1    1     1 ( 0.6)     1    1     0                       0                        
                                  1 ( 0.6)     1    1     1 ( 0.6)     1    1     0                       0                        
                                        0                       1 ( 0.6)     1    1     0                       0                        
                                                                                                                                             

                                      7 ( 4.0)     8    8    13 ( 7.4)    14   14     6 ( 3.4)     7   7    17 ( 9.6)    21   21      
                                1 ( 0.6)     1    1     5 ( 2.9)     5    5     2 ( 1.1)     2    2     2 ( 1.1)     2    2      
                                    0                       0                      1 ( 0.6)     1    1     0                        
                                    0                       0                       1 ( 0.6)     1    1     0                        
                                        0                       0                       1 ( 0.6)     1    1     2 ( 1.1)     2    2      
                                      1 ( 0.6)     1    1     1 ( 0.6)     1    1     1 ( 0.6)     1    1     2 ( 1.1)     2    2      
                                        1 ( 0.6)     1    1     1 ( 0.6)     1    1     1 ( 0.6)     1    1     5 ( 2.8)     5    5      
                                        0                       1 ( 0.6)     1    1     0                       0                        
                                1 ( 0.6)     1    1     0                       0                       0                        
                                  0                       0                       0                       1 ( 0.6)     1    1      
                            0                       0                       0                       1 ( 0.6)     1    1      
                                      0                       2 ( 1.1)     2    2     0                       0                        
                                      0                       0                       0                       1 ( 0.6)     1    1      
                                        1 ( 0.6)     1    1     0                       0                       1 ( 0.6)     1    1      
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.                                                                                                              
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.                                                                                                                           
MedDRA version 20.1                                                                                                                          
                                                                                               nn9924/nn9924-exploratory/susot004_20190515_er
                                                                         21MAY2019:11:19:38 - t_summary_ae_4233.sas/t_sum_gen_soc_ot_4233.txt



 

Adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 3 mg Oral sema 7 mg Oral sema 14 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
  0 0 0 1 ( 0.6)     1    1  
  0  1 ( 0.6)     1    1     0 0
  0 2 ( 1.1)     2    2     0 1 ( 0.6)     1    1
  0     0   0 1 ( 0.6)     1    1    
  1 ( 0.6)     1    1     0 0 1 ( 0.6)     1    1
  0   0 0 1 ( 0.6)     1    1
  1 ( 0.6)     1    1     0 0 1 ( 0.6)     1    1
  1 ( 0.6)     1    1     1 ( 0.6)     1    1     0 0

7 ( 4.0)     7    7     6 ( 3.4)     8    8     5 ( 2.9)     5    5     8 ( 4.5)     8    8
  4 ( 2.3)     4    4     4 ( 2.3)     5    5     4 ( 2.3)  4    4     6 ( 3.4)     6    6
  1 ( 0.6)     1    1     0 1 ( 0.6)     1    1     0
  1 ( 0.6)     1    1     1 ( 0.6)     1    1     0 0
  0 0 0 1 ( 0.6)     1    1  
  0 0 0 1 ( 0.6)     1    1
  0 1 ( 0.6)     1    1     0 0
  1 ( 0.6)     1    1     0 0 0
  0 1 ( 0.6)     1    1     0 0

11 ( 6.3)    11   11    10 ( 5.7)    12   12    5 ( 2.9)     7    7     8 ( 4.5)    12   12
  2 ( 1.1)     2    2     1 ( 0.6)     1    1     2 ( 1.1)     3    3     2 ( 1.1)     2    2
  0 0 1 ( 0.6)     1    1     0
  1 ( 0.6)     1    1     0 1 ( 0.6)     1    1     0
  2 ( 1.1)     2    2     1 ( 0.6)     2    2     1 ( 0.6)     1    1     1 ( 0.6)     1    1
  0 0 1 ( 0.6)     1    1     0
  0 1 ( 0.6)     1    1     0 1 ( 0.6)     1    1  
  1 ( 0.6)     1    1     0 0 0

1 ( 0.6)     1    1     0 0 0
  2 ( 1.1)     2    2     0 0 0
  0 1 ( 0.6)     1    1     0 0
  0 2 ( 1.1)     2    2     0 0
  0 1 ( 0.6)     1    1     0 0
  0 1 ( 0.6)     1    1     0 0
  0 1 ( 0.6)     1    1     0 0
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1
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Adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 3 mg Oral sema 7 mg Oral sema 14 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
  0      0 0 1 ( 0.6)     1    1    
  0 0   0 1 ( 0.6)     1    1    
  0 0 0 1 ( 0.6)     1    1  
  0 0 0 1 ( 0.6)     1    1
  0 1 ( 0.6)     1    1     0 0
                                    1 ( 0.6)     1    1     0 0 1 ( 0.6)     1    1  
  0 1 ( 0.6)     1    1     0 0
  0 0 0 1 ( 0.6)     1    1
  1 ( 0.6)     1    1     0 0 2 ( 1.1)     2    2  

5 ( 2.9)     5    5     5 ( 2.9)     5    5     4 ( 2.3)     4    4     1 ( 0.6)     1    1
  1 ( 0.6)     1    1     0 2 ( 1.1)     2    2     0
  0 0 1 ( 0.6)     1    1     0
  0 0 1 ( 0.6)     1    1     0
  0 1 ( 0.6)     1    1     0 0
  2 ( 1.1)     2    2     0 0 0
  0 1 ( 0.6)     1    1     0 0
  0 1 ( 0.6)     1    1     0 1 ( 0.6)     1    1  
  0 1 ( 0.6)     1    1     0 0
  1 ( 0.6)     1    1     0    0 0
  1 ( 0.6)     1    1     0 0  0
  0 1 ( 0.6)     1    1     0 0

5 ( 2.9)     5    5     6 ( 3.4)     6    6     4 ( 2.3)     7    7     9 ( 5.1)    11   11
  1 ( 0.6)     1    1     0 2 ( 1.1)     2    2     1 ( 0.6)     1    1  
  0 0 1 ( 0.6)     2    2     0
  0 0   1 ( 0.6)     1   1     0
                                        0                       0                       1 ( 0.6)     1    1     1 ( 0.6)     1    1
  0 0      1 ( 0.6)     1    1     0
                                0                       1 ( 0.6)     1    1     0 0
  1 ( 0.6)     1    1     0    0 0
  0 0 0 1 ( 0.6)     1    1
  1 ( 0.6)     1    1     0 0 0
  0 0 0 1 ( 0.6)     1    1
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:19:38 - t_summary_ae_4233.sas/t_sum_gen_soc_ot_4233.txt



 

Adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 3 mg Oral sema 7 mg Oral sema 14 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
  1 ( 0.6)     1    1     0 0 0

0 1 ( 0.6)     1    1     0 1 ( 0.6)     1    1
  0      1 ( 0.6)     1    1     0 1 ( 0.6)     1    1
  0 0   0 1 ( 0.6)     1    1    
  0 1 ( 0.6)     1    1     0 0
                              1 ( 0.6)     1    1     0 0 0
  0 0 0 1 ( 0.6)     1    1
  0 1 ( 0.6)     1    1     0 0
  0 0 0 1 ( 0.6)     1    1  
  0 1 ( 0.6)     1    1     0 0
  0 0 0 1 ( 0.6)     2    2

2 ( 1.1)     3    3     0   2 ( 1.1)     2    2     3 ( 1.7)     4    4    
  1 ( 0.6)     1    1     0 1 ( 0.6)     1    1     3 ( 1.7)     3    3
  0  0 1 ( 0.6)     1    1     0
  0 0 0 1 ( 0.6)     1    1  
  1 ( 0.6)     1    1     0 0 0
  1 ( 0.6)     1    1     0 0 0

2 ( 1.1)     2    2     3 ( 1.7)     4    4     2 ( 1.1)     2    2     2 ( 1.1)     2    2
  1 ( 0.6)     1    1     2 ( 1.1)     2    2     2 ( 1.1)     2    2     0
  0 1 ( 0.6)     1    1     0 1 ( 0.6)   1    1  
  0 1 ( 0.6)     1    1     0 1 ( 0.6)     1    1
  1 ( 0.6)     1    1     0 0 0

3 ( 1.7)     3    3     1 ( 0.6)     1    1     2 ( 1.1)     3    3     2 ( 1.1)     3    3
  2 ( 1.1)     2    2     0 2 ( 1.1)     2    2     0
  0  0   1 ( 0.6)     1    1     0
  0 1 ( 0.6)     1    1     0 0
      0 0 0 1 ( 0.6)     2    2  
  1 ( 0.6)     1    1     0    0 0
  0 0 0 1 ( 0.6)     1    1

                      5 ( 2.9)     8    8     2 ( 1.1)     2    2     1 ( 0.6)     1    1     2 ( 1.1)     2    2
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1
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Adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 3 mg Oral sema 7 mg Oral sema 14 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
  1 ( 0.6)     1    1     0 1 ( 0.6)     1    1     0
  1 ( 0.6)     1    1     0 0 0
  1 ( 0.6)     1    1     0 0 0
                                0                       1 ( 0.6)     1    1     0 0
  1 ( 0.6)     1    1     0 0 0
  1 ( 0.6)     1    1     0 0 0
  1 ( 0.6)     1    1     0 0 0
  2 ( 1.1)     2    2     1 ( 0.6)     1    1     0 2 ( 1.1)     2  2

3 ( 1.7)     3    3     1 ( 0.6)     1    1     1 ( 0.6)     1    1     3 ( 1.7)     4    4
  0 0 1 ( 0.6)     1    1     0
  0 0   0   1 ( 0.6)     1    1    
  0 1 ( 0.6)     1    1     0 1 ( 0.6)     1    1  
  1 ( 0.6)     1    1     0 0 0
  0 0 0 1 ( 0.6)     1    1
  1 ( 0.6)     1    1     0 0 0
  0 0 0 1 ( 0.6)     1    1  
  1 ( 0.6)     1    1     0 0 0

    2 ( 1.1)     3    3     1 ( 0.6)     1    1     1 ( 0.6)     1    1     3 ( 1.7)     4    4
  
  1 ( 0.6)     1    1     0 1 ( 0.6)     1    1     0
  0  0     0 1 ( 0.6)     1    1
  0 1 ( 0.6)     1    1     0 0
  1 ( 0.6)     1    1     0 0 0
  1 ( 0.6)     1    1     0 0 0
  0 0 0 1 ( 0.6)     1    1
  0 0   0 1 ( 0.6)     1    1    
      0 0 0 1 ( 0.6)     1    1    

0 2 ( 1.1)     2    2     0 0
  0 1 ( 0.6)     1    1     0 0
  0 1 ( 0.6)     1    1     0 0

_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1
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Adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 3 mg Oral sema 7 mg Oral sema 14 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
2 ( 1.1)     2    2     1 ( 0.6)     1    1     0 1 ( 0.6)     1    1

  0 0 0 1 ( 0.6)     1    1   
  1 ( 0.6)     1    1     0 0 0
  1 ( 0.6)     1    1     0     0 0
  0 1 ( 0.6)     1    1     0 0

0 1 ( 0.6)     1    1     0 2 ( 1.1)     2    2  
  0 1 ( 0.6)     1    1     0 0
  0 0   0 1 ( 0.6)     1    1    
      0 0 0 1 ( 0.6)     1    1    

2 ( 1.1)     2    2     0 0 0
  2 ( 1.1)     2    2     0 0 0

_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1

nn9924/nn9924-exploratory/susot004_20190515_er
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2.7.6.27.2-2 on-treatment

_____________________________________________________________________________________________________________________________________________
                                                                                                                                             
                                          Oral sema 3 mg          Oral sema 7 mg          Oral sema 14 mg         Placebo                    
                                            N   (%)      E    R     N   (%)      E    R     N   (%)      E    R     N   (%)      E    R      
_____________________________________________________________________________________________________________________________________________
Number of subjects                        175                     175                     175                     178                        
                                                                                                                                             
Exposure time (years)                     101                      98                      96                     101                        
                                                                                                                                             
Events                                      5 ( 2.9)     8    8     3 ( 1.7)     5    5     2 ( 1.1)     2    2     8 ( 4.5)     9    9      
                                                                                                                                             

                        0                       1 ( 0.6)     1    1     1 ( 0.6)     1    1     1 ( 0.6)     1    1      
                              0                       0                       1 ( 0.6)     1    1     0                        
                                0                       1 ( 0.6)     1    1     0                       0                        
                                0                       0                       0                       1 ( 0.6)     1    1      
                                                                                                                                             

                                    0                       0                       1 ( 0.6)     1    1     0                        
                                    0                       0                       1 ( 0.6)     1    1     0                        
                                                                                                                                             

                                    1 ( 0.6)     2   2     0                       0                       0                        
                                    1 ( 0.6)     1    1     0                       0                       0                        
                                        1 ( 0.6)     1    1     0                       0                       0                        
                                                                                                                                             

                          0                       1 ( 0.6)     1    1     0                       0                        
                                    0                       1 ( 0.6)     1    1     0                       0                        
                                                                                                                                             

                                1 ( 0.6)     2    2     0                       0                       0                        
                                  1 ( 0.6)     1    1     0                       0                       0                        
                                      1 ( 0.6)     1    1     0                       0                       0                        
                                                                                                                                             

                                    0                       0                       0                       1 ( 0.6)     1    1      
                                    0                       0                       0                       1 ( 0.6)     1    1      
                                                                                                                                             

                  0                       1 ( 0.6)     1    1     0                       1 ( 0.6)     1    1      
                                0                       1 ( 0.6)     1    1     0                       0                        
                                    0                       0                       0                       1 ( 0.6)     1    1      
                                                                                                                                             

                  1 ( 0.6)     1    1     0                       0                       0                        
                                    1 ( 0.6)     1    1     0                       0                       0                        
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.                                                                                                              
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.                                                                                                                           
MedDRA version 20.1                                                                                                                          
                                                                                               nn9924/nn9924-exploratory/susot004_20190515_er
                                                                         21MAY2019:11:19:40 - t_summary_ae_4233.sas/t_sum_gen_sae_ot_4233.txt



 

Serious adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________
                                                                                                                                             
                                          Oral sema 3 mg          Oral sema 7 mg          Oral sema 14 mg         Placebo                    
                                            N   (%)      E    R     N   (%)      E    R     N   (%)      E    R     N   (%)      E    R      
_____________________________________________________________________________________________________________________________________________

                                  0                       0                      0                       2 ( 1.1)     2    2      
                                0                       0                       0                       1 ( 0.6)     1    1      
                                      0                       0                       0                       1 ( 0.6)     1    1      
                                                                                                                                             

                            0                       1 ( 0.6)     1    1     0                       0                        
                                    0                       1 ( 0.6)     1    1     0                       0                        
                                                                                                                                             

                                    1 ( 0.6)     1    1     0                       0                       0                        
                                        1 ( 0.6)     1    1     0                       0                       0                        
                                                                                                                                             

                                  0                       1 ( 0.6)     1    1     0                       0                        
                              0                       1 ( 0.6)     1    1     0                       0                        
                                                                                                                                             

                      0                       0                       0                       1 ( 0.6)     1    1      
                          0                       0                       0                       1 ( 0.6)     1    1      
                                                                                                                                             

    1 ( 0.6)     2    2     0                       0                       2 ( 1.1)     2    2      
                                                                                                                         
                                0                       0                       0                       1 ( 0.6)     1    1      
                              1 ( 0.6)     1    1     0                       0                       0                        
                              1 ( 0.6)     1    1     0                       0                       0                        
                            0                       0                       0                       1 ( 0.6)     1    1      
                                                                                                                                             

                                    0                       0                       0                       1 ( 0.6)     1    1      
                        0                       0                       0                       1 ( 0.6)     1    1      
                                                                                                                                             

_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.                                                                                                              
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.                                                                                                                           
MedDRA version 20.1                                                                                                                          
                                                                                               nn9924/nn9924-exploratory/susot004_20190515_er
                                                                         21MAY2019:11:19:40 - t_summary_ae_4233.sas/t_sum_gen_sae_ot_4233.txt



 

2.7.6.27.2-3 on-treatment

_____________________________________________________________________________________________________________________________________________
                                                                                                                                             
                                          Oral sema 3 mg          Oral sema 7 mg          Oral sema 14 mg         Placebo                    
                                            N   (%)      E    R     N   (%)      E    R     N   (%)      E    R     N   (%)      E    R      
_____________________________________________________________________________________________________________________________________________
Number of subjects                        175                     175                     175                     178                        
                                                                                                                                             
Exposure time (years)                     101                      98                      96                     101                        
                                                                                                                                             
Events                                      4 ( 2.3)     7    7     7 ( 4.0)    13   13    13 ( 7.4)    24   25     4 ( 2.2)     6    6      
                                                                                                                                             

                                    3 ( 1.7)     6    6     4 ( 2.3)    10   10     9 ( 5.1)    14   15     1 ( 0.6)     1    1      
                                    0                       1 ( 0.6)     1    1     3 ( 1.7)     3    3     1 ( 0.6)     1    1      
                                        2 ( 1.1)     2    2     2 ( 1.1)     2    2     2 ( 1.1)     2    2     0                        
                                        0                       1 ( 0.6)     1    1     2 ( 1.1)     2    2     0                        
                                        0                       1 ( 0.6)     1    1     2 ( 1.1)     2    2     0                        
                            1 ( 0.6)     1    1     1 ( 0.6)     1    1     1 ( 0.6)     1    1     0                        
                                  0                       0                       1 ( 0.6)     1    1     0                        
                                    1 ( 0.6)     1    1     0                       1 ( 0.6)     1    1     0                        
                                    0                       0                       1 ( 0.6)     1    1     0                        
                                        0                       2 ( 1.1)     2    2     1 ( 0.6)     1    1     0                        
                                    1 ( 0.6)     1    1     0                       0                       0                        
                                        1 ( 0.6)     1    1     2 ( 1.1)     2    2     0                       0                        
                                                                                                                                             

                          0                       0                       3 ( 1.7)     3    3     0                        
                                    0                       0                       3 ( 1.7)     3    3     0                        
                                                                                                                                             

                                    0                       0                       3 ( 1.7)     4    4     0                        
                              0                       0                       1 ( 0.6)     1    1     0                        
                                0                       0                       1 ( 0.6)     1    1     0                        
                                    0                       0                       1 ( 0.6)     1    1     0                        
                                  0                       0                       1 ( 0.6)     1    1     0                        
                                                                                                                                             

          0                       1 ( 0.6)     1    1     1 ( 0.6)     1    1     0                        
                                      0                       0                       1 ( 0.6)     1    1     0                        
                                      0                       1 ( 0.6)     1    1     0                       0                        
                                                                                                                                             

                        0                       0                       1 ( 0.6)     1    1     0                        
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.                                                                                                              
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.                                                                                                                           
MedDRA version 20.1                                                                                                                          
                                                                                               nn9924/nn9924-exploratory/susot004_20190515_er
                                                                          21MAY2019:11:19:45 - t_summary_ae_4233.sas/t_sum_discon_ot_4233.txt



 

Adverse events leading to premature trial product discontinuation by system organ class and preferred term - on-treatment - safety analysis
set

_____________________________________________________________________________________________________________________________________________

Oral sema 3 mg Oral sema 7 mg Oral sema 14 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
  0 0 1 ( 0.6)     1    1     0

0 0 1 ( 0.6)     1    1     2 ( 1.1)     2    2  
  0    0 1 ( 0.6)     1    1     0    
  0 0 0 1 ( 0.6)     1    1
  0 0 0 1 ( 0.6)     1    1

0 0 0 1 ( 0.6)     1    1
  0 0 0 1 ( 0.6)     1    1  

0 0 0 1 ( 0.6)    1    1
  0 0 0 1 ( 0.6)     1    1  

0 1 ( 0.6)     1    1     0 0
  0 1 ( 0.6)     1    1   0 0

0 1 ( 0.6)     1    1     0 1 ( 0.6)     1    1
  0 0 0 1 ( 0.6)     1    1
  0 1 ( 0.6)     1    1     0 0

    1 ( 0.6)     1    1     0 0 0
  
  1 ( 0.6)     1    1     0 0 0

_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1  

nn9924/nn9924-exploratory/susot004_20190515_er
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2.7.6.27.2-4 on-treatment

_____________________________________________________________________________________________________________________________________________
                                                                                                                                             
                                          Oral sema 3 mg          Oral sema 7 mg          Oral sema 14 mg         Placebo                    
                                            N   (%)      E    R     N   (%)      E    R     N   (%)      E    R     N   (%)      E    R      
_____________________________________________________________________________________________________________________________________________
Number of subjects                        175                     175                     175                     178                        
                                                                                                                                             
Exposure time (years)                     101                      98                      96                     101                        
                                                                                                                                             
Events                                     35 (20.0)    81   80    38 (21.7)    84   86    53 (30.3)   138  143    27 (15.2)    46   46      
                                                                                                                                             

                                   30 (17.1)    54   53    24 (13.7)    51   52    44 (25.1)    90   93    17 ( 9.6)    27   27      
                                       14 ( 8.0)    16   16     7 ( 4.0)    11   11    27 (15.4)    40   41     7 ( 3.9)     8    8      
                                        4 ( 2.3)     4    4     6 ( 3.4)     9    9    10 ( 5.7)    13   13     2 ( 1.1)     2    2      
                                        6 ( 3.4)     8    8     5 ( 2.9)     5    5     6 ( 3.4)     7    7     4 ( 2.2)     4    4      
                                  2 ( 1.1)     2    2     0                       5 ( 2.9)     8    8     0                        
                                    6 ( 3.4)     6    6     3 ( 1.7)     3    3     4 ( 2.3)     4    4     2 ( 1.1)     2    2      
                                        2 ( 1.1)     2    2     5 ( 2.9)     5    5     4 ( 2.3)     4    4     4 ( 2.2)     4    4      
                                      0                       1 ( 0.6)     1    1     3 ( 1.7)     3    3     0                        
                            1 ( 0.6)     1    1     3 ( 1.7)     3    3     3 ( 1.7)     3    3     1 ( 0.6)     1    1      
                                    2 ( 1.1)     3    3     2 ( 1.1)     2    2     3 ( 1.7)     3    3     1 ( 0.6)     2    2      
                                        1 ( 0.6)     1    1     0                       1 ( 0.6)     1    1     1 ( 0.6)     1    1      
                                    0                       0                       1 ( 0.6)     1    1     2 ( 1.1)     2    2      
                                        3 ( 1.7)     4    4     3 ( 1.7)     3    3     1 ( 0.6)     2    2     0                        
                                    0                       0                       1 ( 0.6)     1    1     0                        
                                  2 ( 1.1)     2    2     0                       0                      0                        
                                    1 ( 0.6)     1    1     0                       0                       0                        
                                        0                       1 ( 0.6)     1    1     0                       0                        
                                        0                       1 ( 0.6)     1    1     0                       0                        
                                    1 ( 0.6)     2    2     5 ( 2.9)     7    7     0                       0                        
                                0                       0                       0                       1 ( 0.6)     1    1      
                                        1 ( 0.6)     1    1     0                       0                       0                        
                                    1 ( 0.6)     1    1     0                       0                       0                        
                                                                                                                                             

                                  3 ( 1.7)     5    5     5 ( 2.9)     6    6     8 ( 4.6)    16   17     3 ( 1.7)     5    5      
                                        1 ( 0.6)     2    2     3 ( 1.7)     3    3     6 ( 3.4)    12   12     2 ( 1.1)     2    2      
                                2 ( 1.1)     2    2     1 ( 0.6)     1    1     2 ( 1.1)     3    3     1 ( 0.6)     2    2      
                                        0                       0                       1 ( 0.6)     1    1     0                        
                                    1 ( 0.6)     1    1     0                       0                       0                        
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.                                                                                                              
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.                                                                                                                           
MedDRA version 20.1                                                                                                                          
                                                                                               nn9924/nn9924-exploratory/susot004_20190515_er
                                                                          21MAY2019:11:19:46 - t_summary_ae_4233.sas/t_sum_relate_ot_4233.txt



 

Adverse events possibly or probably related to trial product by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________
                                                                                                                                             
                                          Oral sema 3 mg          Oral sema 7 mg          Oral sema 14 mg         Placebo                    
                                            N   (%)      E    R     N   (%)      E    R     N   (%)      E    R     N   (%)      E    R      
_____________________________________________________________________________________________________________________________________________
                                    0                       1 ( 0.6)     1    1     0                       0                        
                                      0                      1 ( 0.6)     1    1     0                       0                        
                                    0                       0                       0                       1 ( 0.6)     1    1      
                                                                                                                                             

                          3 ( 1.7)     3    3     5 ( 2.9)     5    5     8 ( 4.6)     8    8     6 ( 3.4)     6    6      
                                    2 ( 1.1)     2    2     3 ( 1.7)     3    3     8 ( 4.6)     8    8     1 ( 0.6)     1    1      
                                  0                       0                       0                       3 ( 1.7)     3    3      
                                      0                       0                       0                       1 ( 0.6)     1    1      
                                    0                       1 ( 0.6)     1    1     0                       0                        
                                      1 ( 0.6)     1    1     1 ( 0.6)     1    1     0                       0                        
                                      0                       0                       0                       1 ( 0.6)     1    1      
                                                                                                                                             

                                    1 ( 0.6)     1    1     5 ( 2.9)     6    6     6 ( 3.4)     7    7     2 ( 1.1)     2    2      
                          0                       0                       2 ( 1.1)     2    2     1 ( 0.6)     1    1      
                                    0                       0                       2 ( 1.1)     2    2     0                        
                              0                       0                       1 ( 0.6)     1    1     0                        
                                0                       2 ( 1.1)     2    2     1 ( 0.6)     1    1     0                        
                                  0                       1 ( 0.6)     1    1     1 ( 0.6)     1    1     0                        
                              0                       1 ( 0.6)     1    1     0                       0                        
                        0                       0                       0                       1 ( 0.6)     1    1      
                        0                       1 ( 0.6)     2    2     0                       0                        
                              1 ( 0.6)     1    1     0                       0                       0                        
                                                                                                                                             

          6 ( 3.4)     6    6     4 ( 2.3)     4    4     3 ( 1.7)     4    4     0                        
                                      2 ( 1.1)     2    2     1 ( 0.6)     1    1     3 ( 1.7)     3    3     0                        
                                        1 ( 0.6)     1    1     0                       1 ( 0.6)     1    1     0                        
                                      1 ( 0.6)     1    1     1 ( 0.6)     1    1     0                       0                        
                                        1 ( 0.6)     1    1     1 ( 0.6)     1   1     0                       0                        
                                    1 ( 0.6)     1    1     0                       0                       0                        
                                  0                       1 ( 0.6)     1    1     0                       0                        
                                                                                                                                             

                        4 ( 2.3)     5    5     1 ( 0.6)     1    1     2 ( 1.1)     3    3     1 ( 0.6)     1    1      
                                      0                       0                       1 ( 0.6)     1    1     0                        
                                0                       0                       1 ( 0.6)     1    1     1 ( 0.6)     1    1      
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.                                                                                                              
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.                                                                                                                           
MedDRA version 20.1                                                                                                                          
                                                                                               nn9924/nn9924-exploratory/susot004_20190515_er
                                                                          21MAY2019:11:19:46 - t_summary_ae_4233.sas/t_sum_relate_ot_4233.txt



 

Adverse events possibly or probably related to trial product by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________
                                                                                                                                             
                                          Oral sema 3 mg          Oral sema 7 mg          Oral sema 14 mg         Placebo                    
                                            N   (%)      E    R     N   (%)      E    R     N   (%)      E    R     N   (%)      E    R      
_____________________________________________________________________________________________________________________________________________
                                    0                       0                       1 ( 0.6)     1    1     0                        
                                      1 ( 0.6)     1    1    0                       0                       0                        
                                    1 ( 0.6)     2    2     0                       0                       0                        
                                    1 ( 0.6)     1    1     0                       0                       0                        
                                    0                       1 ( 0.6)     1    1     0                       0                        
                                      1 ( 0.6)     1    1     0                       0                       0                        
                                                                                                                                            

                                    0                       1 ( 0.6)     1    1     2 ( 1.1)     2    2     0                        
                                    0                       0                       1 ( 0.6)     1    1     0                        
                                        0                       0                       1 ( 0.6)     1    1     0                        
                                  0                       1 ( 0.6)     1    1     0                       0                        
                                                                                                                                             

                                      0                       4 ( 2.3)     4    4     1 ( 0.6)     1    1     0                        
                                        0                       0                       1 ( 0.6)     1    1     0                        
                                0                       4 ( 2.3)     4    4     0                       0                        
                                                                                                                                             

                  0                       0                       1 ( 0.6)     1    1     1 ( 0.6)     2    2      
                                      0                       0                       1 ( 0.6)     1    1     0                        
                                      0                       0                       0                       1 ( 0.6)     1    1      
                                      0                       0                       0                       1 ( 0.6)     1    1      
                                                                                                                                             

                      1 ( 0.6)     1    1     1 ( 0.6)     1    1     1 ( 0.6)     1    1     0                        
                                0                       0                       1 ( 0.6)     1    1     0                        
                                  1 ( 0.6)     1    1     0                       0                       0                        
                                0                       1 ( 0.6)     1    1     0                       0                        
                                                                                                                                             

                                    1 ( 0.6)     1    1     0                       1 ( 0.6)     1    1     1 ( 0.6)     1    1      
                                      0                       0                       1 ( 0.6)     1    1     1 ( 0.6)     1    1      
                                      1 ( 0.6)     1    1     0                       0                       0                        
                                                                                                                                             

                  0                       0                       1 ( 0.6)     1    1     0                        
                      0                       0                       1 ( 0.6)     1    1     0                        
                                                                                                                                             

                            0                       0                       1 ( 0.6)     1    1     0                        
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.                                                                                                              
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.                                                                                                                           
MedDRA version 20.1                                                                                                                          
                                                                                               nn9924/nn9924-exploratory/susot004_20190515_er
                                                                          21MAY2019:11:19:46 - t_summary_ae_4233.sas/t_sum_relate_ot_4233.txt



 

Adverse events possibly or probably related to trial product by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 3 mg Oral sema 7 mg Oral sema 14 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
  0 0 1 ( 0.6)     1    1     0

1 ( 0.6)     1    1     0 1 ( 0.6)     2    2     0 
  0 0 1 ( 0.6)     1    1     0
  0 0    1 ( 0.6)     1    1     0
  1 ( 0.6)     1    1     0    0 0

1 ( 0.6)     1    1     1 ( 0.6)     1    1     0 0
  1 ( 0.6)     1    1     1 ( 0.6)     1    1     0 0

0 1 ( 0.6)     2    2     0 0
  0 1 ( 0.6)     2    2     0 0

1 ( 0.6)     1    1     1 ( 0.6)     1    1     0 0
  1 ( 0.6)     1    1     0 0 0
  0 1 ( 0.6)     1    1     0 0    

1 ( 0.6)     1    1     1 ( 0.6)     1    1     0 2 ( 1.1)     2    2
  0 0 0 1 ( 0.6)     1    1  
  0 0  0 1 ( 0.6)     1    1
  1 ( 0.6)     1    1     0 0 0
  0    1 ( 0.6)     1    1     0 0

1 ( 0.6)     1    1     0 0 0
  1 ( 0.6)     1    1     0 0 0

_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:19:46 - t_summary_ae_4233.sas/t_sum_relate_ot_4233.txt



 

2.7.6.27.2-5 on-treatment

_____________________________________________________________________________________________________________________________________________
                                                                                                                                             
                                          Oral sema 3 mg          Oral sema 7 mg          Oral sema 14 mg         Placebo                    
                                            N   (%)      E    R     N   (%)      E    R     N   (%)      E    R     N   (%)      E    R      
_____________________________________________________________________________________________________________________________________________
Number of subjects                        175                     175                     175                     178                        
                                                                                                                                             
Exposure time (years)                     101                      98                      96                     101                        
                                                                                                                                             
Events                                      8 ( 4.6)    17   17     1 ( 0.6)     1    1     3 ( 1.7)     6    6     5 ( 2.8)     7    7      
                                                                                                                                             

                                    2 ( 1.1)     8    8     0                       1 ( 0.6)     3    3     0                        
                                      0                       0                       1 ( 0.6)     1    1     0                        
                                        2 ( 1.1)     3    3     0                       1 ( 0.6)     1    1     0                        
                                        1 ( 0.6)     1    1     0                       1 ( 0.6)     1    1     0                        
                                        1 ( 0.6)     2    2     0                       0                       0                        
                                    1 ( 0.6)     2    2     0                       0                       0                        
                                                                                                                                             

                                    0                       0                       1 ( 0.6)     1   1     0                        
                                    0                       0                       1 ( 0.6)     1    1     0                        
                                                                                                                                             

                          1 ( 0.6)     1    1     0                       1 ( 0.6)     1    1     0                        
                                    0                       0                       1 ( 0.6)     1    1     0                        
                                  1 ( 0.6)     1    1     0                       0                       0                        
                                                                                                                                             

                                    0                       0                       1 ( 0.6)     1    1     0                        
                                    0                       0                       1 ( 0.6)     1    1     0                        
                                                                                                                                             

                        0                       0                       0                       1 ( 0.6)     1    1      
                                0                       0                       0                       1 ( 0.6)     1    1      
                                                                                                                                             

                                1 ( 0.6)     2    2     0                       0                       0                        
                                  1 ( 0.6)     1    1     0                       0                       0                        
                                      1 ( 0.6)     1    1     0                       0                       0                        
                                                                                                                                             

                  1 ( 0.6)     1    1     1 ( 0.6)     1    1     0                       0                        
                                  0                       1 ( 0.6)     1    1     0                       0                        
                          1 ( 0.6)     1    1     0                       0                       0                        
                                                                                                                                             
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.                                                                                                              
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.                                                                                                                           
MedDRA version 20.1                                                                                                                          
                                                                                               nn9924/nn9924-exploratory/susot004_20190515_er
                                                                            21MAY2019:11:19:41 - t_summary_ae_4233.sas/t_sum_sev_ot_4233.txt



 

Severe adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________
                                                                                                                                            
                                          Oral sema 3 mg          Oral sema 7 mg          Oral sema 14 mg         Placebo                    
                                            N   (%)      E    R     N   (%)      E    R     N   (%)      E    R     N   (%)      E    R      
_____________________________________________________________________________________________________________________________________________

                      1 ( 0.6)     1    1     0                       0                       0                        
                                        1 ( 0.6)     1    1     0                       0                       0                        
                                                                                                                                             

                                    0                       0                       0                       1 ( 0.6)     1    1      
                                    0                       0                       0                       1 ( 0.6)     1    1      
                                                                                                                                             

                  0                       0                       0                       1 ( 0.6)     1    1      
                                    0                       0                       0                       1 ( 0.6)     1    1      
                                                                                                                                             

                                  1 ( 0.6)     1    1     0                       0                       2 ( 1.1)     2    2      
                                  0                       0                       0                       1 ( 0.6)     1    1      
                              0                       0                       0                       1 ( 0.6)     1    1      
                                1 ( 0.6)     1    1     0                       0                       0                        
                                                                                                                                             

                                    0                       0                       0                       1 ( 0.6)     1    1      
                                        0                       0                       0                       1 ( 0.6)     1    1      
                                                                                                                                             

    2 ( 1.1)     3    3     0                       0                       1 ( 0.6)     1    1      
                                                                                                                         
                                0                       0                       0                       1 ( 0.6)     1    1      
                              1 ( 0.6)     1    1     0                       0                       0                        
                                    1 ( 0.6)     1    1     0                       0                       0                        
                              1 ( 0.6)     1    1     0                       0                       0                        
                                                                                                                                             

_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.                                                                                                              
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.                                                                                                                           
MedDRA version 20.1                                                                                                                          
                                                                                               nn9924/nn9924-exploratory/susot004_20190515_er
                                                                             21MAY2019:11:19:41 - t_summary_ae_4233.sas/t_sum_sev_ot_4233.txt



 

2.7.6.27.2-6 on-treatment

_____________________________________________________________________________________________________________________________________________
                                                                                                                                             
                                          Oral sema 3 mg          Oral sema 7 mg          Oral sema 14 mg         Placebo                    
                                            N   (%)      E    R     N   (%)      E    R     N   (%)      E    R     N   (%)      E    R      
_____________________________________________________________________________________________________________________________________________
Number of subjects                        175                     175                     175                     178                        
                                                                                                                                             
Exposure time (years)                     101                      98                      96                     101                        
                                                                                                                                             
Events                                     40 (22.9)    75   74    29 (16.6)    55   56    34 (19.4)    86   89    47 (26.4)   78   77      
                                                                                                                                             

                                   12 ( 6.9)    17   17     9 ( 5.1)    16   16    17 ( 9.7)    28   29    11 ( 6.2)    15   15      
                                        2 ( 1.1)     2    2     1 ( 0.6)     1    1     6 ( 3.4)     7    7     3 ( 1.7)     3    3      
                                        4 ( 2.3)     4    4     2 ( 1.1)     2    2     4 ( 2.3)     4    4     1 ( 0.6)     1    1      
                                    2 ( 1.1)     2    2     1 ( 0.6)     1    1     3 ( 1.7)     3    3     1 ( 0.6)     1    1      
                                        0                       3 ( 1.7)     3    3     3 ( 1.7)     3    3     2 ( 1.1)     2    2      
                            0                       0                       2 ( 1.1)     2    2     1 ( 0.6)     1    1      
                                        0                       2 ( 1.1)     2    2     2 ( 1.1)     2    2     3 ( 1.7)     3    3      
                                        1 ( 0.6)     1    1     2 ( 1.1)     2    2     2 ( 1.1)     2    2     0                        
                                        1 ( 0.6)     1    1     1 ( 0.6)     1    1     2 ( 1.1)     2    2     0                        
                                  0                       0                       1 ( 0.6)     1    1     0                        
                                    0                       1 ( 0.6)     1    1     1 ( 0.6)     1    1     1 ( 0.6)     2    2      
                                    0                       0                       1 ( 0.6)     1    1     0                        
                                      0                       1 ( 0.6)     1    1     0                       0                        
                                        1 ( 0.6)     1    1     0                       0                       0                        
                                    0                       1 ( 0.6)    1    1     0                       0                        
                                  1 ( 0.6)     1    1     0                       0                       0                        
                                    1 ( 0.6)     1   1     0                       0                       0                        
                                    1 ( 0.6)     2    2     1 ( 0.6)     1    1     0                       0                        
                               0                       0                       0                       1 ( 0.6)     1    1      
                                  1 ( 0.6)     1    1     0                       0                       0                        
                                    1 ( 0.6)     1    1     0                       0                       0                        
                                0                       0                       0                       1 ( 0.6)     1    1      
                                                                                                                                             

                       15 ( 8.6)    16   16     7 ( 4.0)     9    9     9 ( 5.1)    10   10     9 ( 5.1)     9    9      
                                    0                       0                       3 ( 1.7)     3    3     0                        
                              2 ( 1.1)     2    2     0                       1 ( 0.6)     1   1     0                        
                          0                       0                       1 ( 0.6)     1    1     1 ( 0.6)     1    1      
                                    2 ( 1.1)     2    2     0                       1 ( 0.6)     1    1     1 ( 0.6)     1    1      
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.                                                                                                              
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.                                                                                                                           
MedDRA version 20.1                                                                                                                          
                                                                                               nn9924/nn9924-exploratory/susot004_20190515_er
                                                                             21MAY2019:11:19:42 - t_summary_ae_4233.sas/t_sum_mod_ot_4233.txt



 

Moderate adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 3 mg Oral sema 7 mg Oral sema 14 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
  0 0 1 ( 0.6)     1    1     0
                                1 ( 0.6)     1    1     0 1 ( 0.6)     1    1     0
  0 0 1 ( 0.6)     1    1     0
                                    0                       2 ( 1.1)     2    2     1 ( 0.6)     1    1     2 ( 1.1)     2    2  
  0 0 0 1 ( 0.6)     1    1
                                      1 ( 0.6)     1    1     0 0 0
                                0                       1 ( 0.6)     1    1     0 0
  0 0     0 1 ( 0.6)     1    1
  0 0 0 1 ( 0.6)     1    1   
  1 ( 0.6)     1    1     1 ( 0.6)     1    1     0 1 ( 0.6)     1    1
  0  1 ( 0.6)     1    1     0 0
  3 ( 1.7)     4    4     2 ( 1.1)     2    2     0 0
  0 1 ( 0.6)     1    1     0    0
  1 ( 0.6)     1    1     0    0 0
  0 1 ( 0.6)     1    1     0 0
  1 ( 0.6)     1    1     0 0 0
                                        1 ( 0.6)     1    1     0                       0                       1 ( 0.6)     1    1
  1 ( 0.6)     1    1     0 0 0
  1 ( 0.6)     1    1     0 0 0

3 ( 1.7)     3    3     2 ( 1.1)     3    3     5 ( 2.9)     7    7     4 ( 2.2)     4    4
  0 0 2 ( 1.1)     2    2     1 ( 0.6)     1    1
  0 0 1 ( 0.6)     1    1     1 ( 0.6)     1    1
  0 0   1 ( 0.6)     1    1     0
  0 0 1 ( 0.6)     1    1     0
  1 ( 0.6)     1    1     0 1 ( 0.6)     1    1     0
  2 ( 1.1)     2    2     0 1 ( 0.6)     1    1     1 ( 0.6)     1    1
  0  1 ( 0.6)     1    1     0 0
  0 1 ( 0.6)     2    2     0 1 ( 0.6)     1    1

5 ( 2.9)     5    5     0 5 ( 2.9)     7    7     5 ( 2.8)     5    5
  0  0 2 ( 1.1)     2    2     0
  1 ( 0.6)     1    1     0   1 ( 0.6)     1    1     1 ( 0.6)     1    1    
  0     0 1 ( 0.6)     1    1     0
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:19:42 - t_summary_ae_4233.sas/t_sum_mod_ot_4233.txt



 

Moderate adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 3 mg Oral sema 7 mg Oral sema 14 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
  2 ( 1.1)     2    2     0   1 ( 0.6)     1    1     2 ( 1.1)     2    2    
  0 0 1 ( 0.6)     1    1     0
  0 0 1 ( 0.6)     1    1     0
  2 ( 1.1)     2    2     0 0 2 ( 1.1)     2    2

4 ( 2.3)     5    5     0 5 ( 2.9)     6    6     4 ( 2.2)     4    4
  1 ( 0.6)     1    1     0 1 ( 0.6)  1    1     0
  1 ( 0.6)     1    1     0 1 ( 0.6)     1    1     0
  0 0 1 ( 0.6)     1    1     0
  0 0 1 ( 0.6)     1    1     0
  0 0 1 ( 0.6)     1    1     0
  0 0   1 ( 0.6)     1    1     0
  0 0 0 1 ( 0.6)     1    1
  0 0 0 2 ( 1.1)     2    2
  1 ( 0.6)     1    1     0 0 0
  2 ( 1.1)     2    2     0 0 0
  0 0 0 1 ( 0.6)     1    1

2 ( 1.1)     3    3     4 ( 2.3)     4    4     4 ( 2.3)     7    7     8 ( 4.5)     8    8  
  1 ( 0.6)     1   1     1 ( 0.6)     1    1     3 ( 1.7)     4    4     2 ( 1.1)     2    2
  1 ( 0.6)     1    1     0 2 ( 1.1)     3    3     0
  1 ( 0.6)     1    1     0 0 0
  0 1 ( 0.6)     1    1     0 0
  0 0 0 1 ( 0.6)     1    1
  0 0   0 1 ( 0.6)     1    1    
  0 1 ( 0.6)     1    1     0 0
  0 0 0 1 ( 0.6)    1    1
  0 0   0 1 ( 0.6)     1    1    
  0 0 0 1 ( 0.6)     1    1
  0 1 ( 0.6)     1    1     0 0
  0 0      0 1 ( 0.6)     1    1  

          2 ( 1.1)     2    2     3 ( 1.7)     3    3     3 ( 1.7)     3    3     0
  0 1 ( 0.6)     1    1     2 ( 1.1)     2    2     0
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1

nn9924/nn9924-exploratory/susot004_20190515_er
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Moderate adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 3 mg Oral sema 7 mg Oral sema 14 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
  0 1 ( 0.6)     1    1     1 ( 0.6)     1    1     0
  0 1 ( 0.6)     1    1     0 0
  1 ( 0.6)     1    1     0     0 0
  1 ( 0.6)     1    1     0 0 0

1 ( 0.6)     2    2     2 ( 1.1)     2    2     3 ( 1.7)     3    3     3 ( 1.7)     4    4
      0 0 1 ( 0.6)     1    1     0
  1 ( 0.6)     1    1     0 1 ( 0.6)     1    1     0
  0 0 1 ( 0.6)     1    1     0
  0 0 0 1 ( 0.6)     1    1

0 1 ( 0.6)     1    1     0 0
  1 ( 0.6)     1    1     0    0 0
  0 0 0 1 ( 0.6)     1    1
  0 1 ( 0.6)     1    1     0 2 ( 1.1)     2    2

5 ( 2.9)     5    5     6 ( 3.4)     8    8     3 ( 1.7)     5    5     3 ( 1.7)     4    4
  1 ( 0.6)     1    1     0 1 ( 0.6)     2    2     0
  0 0 1 ( 0.6)     1    1     0
  0 1 ( 0.6)     2    2     1 ( 0.6)     1    1     0
  0 0 1 ( 0.6)     1    1     0
  1 ( 0.6)     1    1     0 0 0
  1 ( 0.6)     1    1     0 0 0
   1 ( 0.6)     1    1     0 0 0
  0 1 ( 0.6)     1    1     0 0
  0 1 ( 0.6)     1    1     0 0
  0 1 ( 0.6)     1    1     0 0
  0 1 ( 0.6)     1    1     0 0
  0 0   0 1 ( 0.6)     1    1    
  0 0 0 1 ( 0.6)     1    1  
  0   0 0 1 ( 0.6)     1    1
  0 1 ( 0.6)     1    1     0 0
  1 ( 0.6)     1    1     0 0 1 ( 0.6)     1    1  
  0 1 ( 0.6)     1    1     0 0

_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1

nn9924/nn9924-exploratory/susot004_20190515_er
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Moderate adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 3 mg Oral sema 7 mg Oral sema 14 mg Placebo   
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
0 0 2 ( 1.1)     2    2     1 ( 0.6)     1    1    

  0     0 1 ( 0.6)     1    1     1 ( 0.6)     1    1
  0 0 1 ( 0.6)     1    1     0

0 1 ( 0.6)     1    1     2 ( 1.1)     3    3     5 ( 2.8)     5    5
      0 0 1 ( 0.6)     1    1     0
  0 0 1 ( 0.6)     1    1     1 ( 0.6)     1    1
  0 0 1 ( 0.6)     1    1     0
  0 0 0 1 ( 0.6)     1   1
  0 0 0 1 ( 0.6)     1    1  
  0 1 ( 0.6)     1    1     0  0
  0 0 0 1 ( 0.6)     1    1
  0   0 0 1 ( 0.6)     1    1

6 ( 3.4)     6    6     3 ( 1.7)     4    4     2 ( 1.1)     2    2     4 ( 2.2)     4    4 
  3 ( 1.7)     3    3     2 ( 1.1)     3    3     2 ( 1.1)     2    2     4 ( 2.2)     4    4
  1 ( 0.6)     1    1     0 0 0
  0 1 ( 0.6)     1    1     0 0
  1 ( 0.6)     1    1     0 0 0
  1 ( 0.6)     1    1     0 0 0

0 1 ( 0.6)     1    1     1 ( 0.6)     1    1     1 ( 0.6)     1    1
  0 1 ( 0.6)     1    1     1 ( 0.6)     1    1     0
  0   0 0 1 ( 0.6)     1    1

1 ( 0.6)     1    1     0 1 ( 0.6)     1    1     0
  0  0 1 ( 0.6)     1    1     0
  1 ( 0.6)     1    1     0    0 0

1 ( 0.6)     1    1     0 1 ( 0.6)     1    1     6 ( 3.4)     7    7
   0 0 1 ( 0.6)     1    1     1 ( 0.6)     1    1  
  0 0 0 1 ( 0.6)     1    1
  0 0 0 1 ( 0.6)     1    1
                                    1 ( 0.6)     1    1     0 0 0
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1

nn9924/nn9924-exploratory/susot004_20190515_er
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Moderate adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________
                                                                                                                                             
                                          Oral sema 3 mg          Oral sema 7 mg          Oral sema 14 mg         Placebo                    
                                            N   (%)      E    R     N   (%)      E    R     N   (%)      E    R     N   (%)      E    R      
_____________________________________________________________________________________________________________________________________________
                                  0                       0                       0                       1 ( 0.6)     1    1      
                                    0                       0                       0                       1 ( 0.6)     1    1      
                                      0                       0                       0                       1 ( 0.6)     2    2      
                                                                                                                                             

                          0                       2 ( 1.1)     2    2     0                       0                        
                                    0                       1 ( 0.6)     1    1     0                       0                        
                                        0                       1 ( 0.6)     1    1     0                       0                        
                                                                                                                                             

                      3 ( 1.7)     6    6     0                       0                       1 ( 0.6)     1    1      
                              1 ( 0.6)     1    1     0                       0                       0                        
                                  1 ( 0.6)     1    1     0                       0                       0                        
                                1 ( 0.6)     1    1     0                       0                       0                        
                                  1 ( 0.6)     1    1     0                       0                       0                        
                                1 ( 0.6)     1    1     0                       0                       0                        
                                1 ( 0.6)     1    1     0                       0                       0                        
                                        0                       0                       0                       1 ( 0.6)     1    1      
                                                                                                                                             

                                    0                       1 ( 0.6)     1    1     0                       0                        
                                    0                       1 ( 0.6)     1    1     0                       0                        
                                                                                                                                             

                            1 ( 0.6)     1    1     1 ( 0.6)     1    1     0                       2 ( 1.1)     3    3      
                                  0                       0                       0                       1 ( 0.6)     1    1      
                                    0                       1 ( 0.6)     1    1     0                       1 ( 0.6)     1    1      
                                      0                       0                       0                       1 ( 0.6)     1    1      
                                  1 ( 0.6)     1    1     0                       0                       0                        
                                                                                                                                             

                        1 ( 0.6)     1    1     0                       0                       1 ( 0.6)     1    1      
                                    0                       0                       0                       1 ( 0.6)     1    1      
                                    1 ( 0.6)     1    1     0                       0                       0                        
                                                                                                                                             

                                  1 ( 0.6)     1    1     0                       0                       0                        
                            1 ( 0.6)     1    1     0                       0                       0                        
                                                                                                                                             

_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.                                                                                                              
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.                                                                                                                           
MedDRA version 20.1                                                                                                                          
                                                                                               nn9924/nn9924-exploratory/susot004_20190515_er
                                                                             21MAY2019:11:19:42 - t_summary_ae_4233.sas/t_sum_mod_ot_4233.txt



 

Moderate adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________
                                                                                                                                             
                                          Oral sema 3 mg          Oral sema 7 mg          Oral sema 14 mg         Placebo                    
                                            N   (%)      E    R     N   (%)      E    R     N   (%)      E    R     N   (%)      E    R      
_____________________________________________________________________________________________________________________________________________

    0                       0                       0                       2 ( 1.1)     2    2      
                                                                                                                         
                            0                       0                       0                       1 ( 0.6)     1    1      
                                  0                       0                       0                       1 ( 0.6)     1    1      
                                                                                                                                             

_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.                                                                                                              
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.                                                                                                                           
MedDRA version 20.1                                                                                                                          
                                                                                               nn9924/nn9924-exploratory/susot004_20190515_er
                                                                             21MAY2019:11:19:42 - t_summary_ae_4233.sas/t_sum_mod_ot_4233.txt



 

2.7.6.27.2-7 on-treatment

_____________________________________________________________________________________________________________________________________________
                                                                                                                                             
                                          Oral sema 3 mg          Oral sema 7 mg          Oral sema 14 mg         Placebo                    
                                            N   (%)      E    R     N   (%)      E    R     N   (%)      E    R     N   (%)      E    R      
_____________________________________________________________________________________________________________________________________________
Number of subjects                        175                     175                     175                     178                        
                                                                                                                                             
Exposure time (years)                     101                      98                      96                     101                        
                                                                                                                                             
Events                                     89 (50.9)   198  196    84 (48.0)   202  206    81 (46.3)   212  220    81 (45.5)   178  177      
                                                                                                                                             

                                   37 (21.1)    60   59    28 (16.0)    61   62    42 (24.0)    78   81    23 (12.9)    30   30      
                                      11 ( 6.3)    12   12     9 ( 5.1)    12   12    21 (12.0)    35   36     7 ( 3.9)     9    9      
                                        4 ( 2.3)     4    4     6 ( 3.4)     8    8     8 ( 4.6)    11   11     2 ( 1.1)     2    2      
                                       12 ( 6.9)    14   14     7 ( 4.0)     7    7     6 ( 3.4)     6    6     3 ( 1.7)     3    3      
                                  3 ( 1.7)     3    3     0                       6 ( 3.4)     9    9     1 ( 0.6)     1    1      
                                        5 ( 2.9)     5    5     5 ( 2.9)     5    5     6 ( 3.4)     6    6     4 ( 2.2)     4    4      
                                      0                       1 ( 0.6)     1    1     2 ( 1.1)     2    2     0                        
                                    1 ( 0.6)     1    1     1 ( 0.6)     1    1     2 ( 1.1)     2    2     1 ( 0.6)     1    1      
                                        1 ( 0.6)     1    1     0                       1 ( 0.6)     1    1     1 ( 0.6)     1    1      
                            2 ( 1.1)     2    2     3 ( 1.7)     3    3     1 ( 0.6)     1    1     0                        
                                    1 ( 0.6)     1    1     1 ( 0.6)     1    1     1 ( 0.6)     1    1     2 ( 1.1)     2    2      
                                        1 ( 0.6)     1    1     1 ( 0.6)     1    1     1 ( 0.6)     1    1     2 ( 1.1)     2    2      
                                    5 ( 2.9)     6    6     4 ( 2.3)     5    5     1 ( 0.6)     1    1     2 ( 1.1)     2    2      
                                        2 ( 1.1)     2    2     4 ( 2.3)     4    4     1 ( 0.6)     1    1     1 ( 0.6)     1    1      
                                      0                       0                       1 ( 0.6)     1    1     0                        
                              1 ( 0.6)     1    1     0                       0                       0                        
                                  1 ( 0.6)     1    1     0                       0                       0                        
                                        1 ( 0.6)     1    1     2 ( 1.1)     2    2     0                       0                        
                                      0                       1 ( 0.6)     1    1     0                       0                        
                                    0                       0                       0                       1 ( 0.6)     1    1      
                                        0                       1 ( 0.6)     1    1     0                       0                        
                                    1 ( 0.6)     1    1     6 ( 3.4)     8    8     0                       0                        
                                        1 ( 0.6)     1    1     0                       0                       1 ( 0.6)     1    1      
                                1 ( 0.6)     1    1     0                       0                       0                        
                                  1 ( 0.6)     1    1     0                       0                       0                        
                                      1 ( 0.6)     1    1     0                       0                       0                        
                                        0                       1 ( 0.6)     1    1     0                       0                        
                                                                                                                                             
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.                                                                                                              
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.                                                                                                                           
MedDRA version 20.1                                                                                                                          
                                                                                               nn9924/nn9924-exploratory/susot004_20190515_er
                                                                            21MAY2019:11:19:44 - t_summary_ae_4233.sas/t_sum_mild_ot_4233.txt



 

Mild adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 3 mg Oral sema 7 mg Oral sema 14 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
29 (16.6)    40   40    24 (13.7)    28   29    24 (13.7)    30   31    30 (16.9)    39   39

  7 ( 4.0)     7    7     5 ( 2.9)     5    5     3 ( 1.7)     3    3     2 ( 1.1)     2    2
  0     2 ( 1.1)     3    3     3 ( 1.7)     3    3     3 ( 1.7)     3    3
  7 ( 4.0)     7    7     9 ( 5.1)     9    9     3 ( 1.7)     4    4     6 ( 3.4)     7    7  
  0 0 2 ( 1.1)     2    2     2 ( 1.1)     2    2
  0 0 2 ( 1.1)     3    3     1 ( 0.6)     1    1
      0 0 2 ( 1.1)     2    2     0
                                1 ( 0.6)     1    1     2 ( 1.1)     2    2     1 ( 0.6)     1    1     0
  0 0 1 ( 0.6)     1    1     0
  0 0 1 ( 0.6)     1    1     0    
  0 0 1 ( 0.6)     1    1     0
                                  1 ( 0.6)     2    2     0 1 ( 0.6)     1    1     0
  0 0 1 ( 0.6)     1    1     0
  0 1 ( 0.6)     1    1     1 ( 0.6)     1    1     1 ( 0.6)     1    1
                                  5 ( 2.9)     7    7     1 ( 0.6)     1    1     1 ( 0.6)     1    1     0
  0 0 1 ( 0.6)     1    1     1 ( 0.6)     1    1  
  0 0 1 ( 0.6)    1    1     0
  0 0 1 ( 0.6)     1    1     0
                                    3 ( 1.7)     3    3     1 ( 0.6)     1    1     1 ( 0.6)     1    1     1 ( 0.6)     1    1  
  0 0 1 ( 0.6)     1    1     0
  1 ( 0.6)     1    1     0 0 0
  0 1 ( 0.6)     1    1     0 0
  2 ( 1.1)    2    2     1 ( 0.6)     1    1     0 0
  0 0 0 1 ( 0.6)     1    1
  1 ( 0.6)     1    1     0 0 0
  0 0 0 1 ( 0.6)     1    1
  1 ( 0.6)     1    1     0 0 0
  1 ( 0.6)     1    1     0 0 1 ( 0.6)     1    1    
                                    0                       1 ( 0.6)     1    1     0 2 ( 1.1)     2    2  
  0 0 0 1 ( 0.6)     1    1
                                    1 ( 0.6)     1    1     0 0 0
                                0                       1 ( 0.6)     1    1     0 1 ( 0.6)     1    1
  0 0 0 1 ( 0.6)     1    1
                                      1 ( 0.6)     1    1     0 0 0
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1
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Mild adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 3 mg Oral sema 7 mg Oral sema 14 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
  2 ( 1.1)     2    2     0 0 0
  0     0 0 1 ( 0.6)     1    1
  0 0 0 1 ( 0.6)     1    1  
  0 0 0 1 ( 0.6)     1    1
  0 0 0 1 ( 0.6)     1    1  
                                    1 ( 0.6)     1    1     1 ( 0.6)     1    1     0 5 ( 2.8)     5    5  
  0 1 ( 0.6)     1    1     0 0
  0 0 0 1 ( 0.6)     1    1
  0 0 0 1 ( 0.6)     1    1  
  0 0 0 1 ( 0.6)     1    1
  2 ( 1.1)     2    2     0   0 1 ( 0.6)     1    1

9 ( 5.1)     9    9    11 ( 6.3)    11   11    11 ( 6.3)    11   11    12 ( 6.7)    13   13
  2 ( 1.1)     2    2     3 ( 1.7)     3    3     6 ( 3.4)     6    6     1 ( 0.6)     1    1  
  2 ( 1.1)     2    2     2 ( 1.1)     2    2     3 ( 1.7)     3    3     5 ( 2.8)     5    5     
  0 0 1 ( 0.6)     1    1     1 ( 0.6)     1    1
  0 2 ( 1.1)     2    2     1 ( 0.6)     1    1     0
  1 ( 0.6)     1    1     0 0 2 ( 1.1)     2    2    
  0 0 0 1 ( 0.6)     1    1
  1 ( 0.6)     1    1     2 ( 1.1)     2    2     0 2 ( 1.1)     2   2  
  0 1 ( 0.6)     1    1     0 0
  1 ( 0.6)     1    1     0 0 0    
  1 ( 0.6)     1    1     1 ( 0.6)     1    1     0 0
  1 ( 0.6)     1    1     0   0 1 ( 0.6)     1    1

8 ( 4.6)     9    9     9 ( 5.1)    10  10     8 ( 4.6)    16   17    10 ( 5.6)    11   11
  0     4 ( 2.3)     4    4     3 ( 1.7)     3    3     2 ( 1.1)     2    2    
  2 ( 1.1)     2    2     1 ( 0.6)     1    1     2 ( 1.1)     3    3     2 ( 1.1)     2    2
  2 ( 1.1)     2    2     4 ( 2.3)     5    5     2 ( 1.1)     4    4     1 ( 0.6)     1    1
  0 0 1 ( 0.6)     1    1     0
  0 0   1 ( 0.6)     1    1     0
  0 0 1 ( 0.6)     1    1     0
                            0                       0                       1 ( 0.6)     1    1     2 ( 1.1)     2    2
  0 0 1 ( 0.6)     1    1     0
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1
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Mild adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 3 mg Oral sema 7 mg Oral sema 14 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
  1 ( 0.6)     1    1     0 1 ( 0.6)     1    1     0
  0 0   0 1 ( 0.6)     1    1    
  1 ( 0.6)     1    1     0 0 0
  0 0 0 1 ( 0.6)     1    1  
  1 ( 0.6)     1    1     0 0 0
  1 ( 0.6)     1    1     0 0 0
  0 0   0 1 ( 0.6)     1    1    
  1 ( 0.6)     1    1     0 0 0
  0 0 0 1 ( 0.6)     1    1

13 ( 7.4)    13   13    16 ( 9.1)    23   23     8 ( 4.6)    29   30     8 ( 4.5)    19   19  
  6 ( 3.4)     6    6     9 ( 5.1)    15   15     6 ( 3.4)    27   28     7 ( 3.9)    10   10
  1 ( 0.6)     1    1     0 1 ( 0.6)  1    1     0
  1 ( 0.6)     1    1     1 ( 0.6)     1    1     1 ( 0.6)     1    1     0
  0 0 0 1 ( 0.6)     1    1
  0 1 ( 0.6)     1    1     0 0
  1 ( 0.6)     1    1     0 0 0
  0  1 ( 0.6)     1    1     0 0
  0 1 ( 0.6)     1    1     0 0
  0 1 ( 0.6)     1    1    0 0
  0   0 0 1 ( 0.6)     1    1
  4 ( 2.3)     4    4     2 ( 1.1)     3    3     0 1 ( 0.6)     7    7

11 ( 6.3)    15   15     5 ( 2.9)     7    7     7 ( 4.0)     9    9    12 ( 6.7)    14   14
  1 ( 0.6)     1    1     0 2 ( 1.1)     2   2     1 ( 0.6)     1    1
  1 ( 0.6)     1    1     1 ( 0.6)     1    1     2 ( 1.1)     2    2     2 ( 1.1)     2    2
  0 0      1 ( 0.6)     1    1     0
  0 0 1 ( 0.6)     2    2     0
  1 ( 0.6)     1    1   0   1 ( 0.6)     1    1     0
  1 ( 0.6)     1    1     0 1 ( 0.6)     1    1     0
  1 ( 0.6)     1    1     0 0 0
  2 ( 1.1)     2    2     0 0 2 ( 1.1)     2    2
  0 0     0 1 ( 0.6)     1    1
                                    2 ( 1.1)     2    2     1 ( 0.6)     1    1     0 0
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1
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Mild adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 3 mg Oral sema 7 mg Oral sema 14 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
  1 ( 0.6)     1   1     0     0 1 ( 0.6)     1    1 
  1 ( 0.6)     1    1     1 ( 0.6)     1    1     0 1 ( 0.6)     1    1
  0   0 0 1 ( 0.6)     1    1
  2 ( 1.1)     3    3     1 ( 0.6)     1    1     0 1 ( 0.6)     1    1
  0 1 ( 0.6)     1    1     0 0
  0 1 ( 0.6)     1    1     0 0
  0 0 0 1 ( 0.6)     2    2
  0 0 0 1 ( 0.6)     1    1
  1 ( 0.6)     1    1     1 ( 0.6)     1    1     0 1 ( 0.6)     1    1

6 ( 3.4)     6    6    11 ( 6.3)   12   12     7 ( 4.0)     8    8     4 ( 2.2)     7    7 
  2 ( 1.1)     2    2     0 3 ( 1.7)     3    3     0
  0 0 2 ( 1.1)     2    2     1 ( 0.6)     1    1
  0 0 1 ( 0.6)     1    1     0
  0 0 1 ( 0.6)     1    1     0
  0 0 1 ( 0.6)     1    1     0
      0 0 0 1 ( 0.6)     1    1
  
  0    0 0 1 ( 0.6)     1    1
  0 0 0 1 ( 0.6)     1    1
  0 0 0 1 ( 0.6)     1    1
                                1 ( 0.6)     1    1     2 ( 1.1)     2    2     0 0
  0 1 ( 0.6)     1    1     0 0
  0 1 ( 0.6)     1    1     0 0
                                    1 ( 0.6)     1    1     0 0 0
  0 1 ( 0.6)     1    1     0 0
  0 1 ( 0.6)     2    2     0 0
  0 1 ( 0.6)     1    1     0 0
                          0                       0                       0                       1 ( 0.6)     1    1
                              1 ( 0.6)     1    1     0  0 0
  0 1 ( 0.6)     1    1     0 0
  0 1 ( 0.6)     1    1     0 0
                          0                       0                       0                       1 ( 0.6)     1    1
                                  1 ( 0.6)     1    1     2 ( 1.1)     2    2     0 0
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1
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Mild adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 3 mg Oral sema 7 mg Oral sema 14 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
11 ( 6.3)    12   12     9 ( 5.1)    10   10     4 ( 2.3)     7    7     2 ( 1.1)     2    2

  0 2 ( 1.1)     2    2     2 ( 1.1)     4    4     1 ( 0.6)     1    1
  0 0 1 ( 0.6)     1    1     0
  2 ( 1.1)     2    2     0 1 ( 0.6)     1    1     0
                                        4 ( 2.3)     4    4     1 ( 0.6)     1    1     1 ( 0.6)     1    1     1 ( 0.6)     1    1
  0 1 ( 0.6)     1    1     0 0
  1 ( 0.6)     1    1     0    0  0
  1 ( 0.6)     1    1     1 ( 0.6)     1    1     0 0
  3 ( 1.7)     3    3     2 ( 1.1)     2    2     0 0
  1 ( 0.6)     1    1     0 0 0
  0 1 ( 0.6)     1    1     0 0
  0 1 ( 0.6)     1    1     0 0
  0    1 ( 0.6)     1    1     0 0

 7 ( 4.0)     8    8    12 ( 6.9)    13   13     4 ( 2.3)     4    4    13 ( 7.3)    16   16
  1 ( 0.6)     1    1     5 ( 2.9)     5    5     2 ( 1.1)     2    2     1 ( 0.6)    1    1
  0 0 1 ( 0.6)     1    1     0
  1 ( 0.6)     1    1     1 ( 0.6)     1    1     1 ( 0.6)     1    1     4 ( 2.2)     4    4
  0 1 ( 0.6)     1    1     0 0
  1 ( 0.6)     1    1     0 0 0
  0 0   0 1 ( 0.6)     1    1    
  0 0  0 1 ( 0.6)     1    1
  0 2 ( 1.1)     2    2     0 0
  0   0 0 1 ( 0.6)     1    1
  1 ( 0.6)     1    1     0    0 0
  0 0 0 1 ( 0.6)     1    1
  0 2 ( 1.1)     2    2     0 1 ( 0.6)     1    1
  0 0   0 1 ( 0.6)     1    1    
  1 ( 0.6)     1    1     0 0 1 ( 0.6)     1    1
  1 ( 0.6)     1    1     1 ( 0.6)     1    1     0 2 ( 1.1)     2    2
  0 0 0 1 ( 0.6)     1    1
  1 ( 0.6)     1    1     0 0 1 ( 0.6)     1    1
  1 ( 0.6)     1    1     1 ( 0.6)     1    1     0 0    

_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1
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Mild adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 3 mg Oral sema 7 mg Oral sema 14 mg   Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
1 ( 0.6)     1    1     3 ( 1.7)     4    4     3 ( 1.7)     3    3     3 ( 1.7)     3    3

  1 ( 0.6)     1    1     2 ( 1.1)     2    2     2 ( 1.1)     2    2     2 ( 1.1)     2    2
  0 0 1 ( 0.6)     1    1     0
  0 1 ( 0.6)     1    1     0 0
                                        0                       0                       0                       1 ( 0.6)     1    1
       0 1 ( 0.6)     1    1     0 0

5 ( 2.9)     5    5     4 ( 2.3)     4    4     3 ( 1.7)     3    3     1 ( 0.6)     1    1
  1 ( 0.6)     1    1     0 2 ( 1.1)     2  2     0
  0 0 1 ( 0.6)     1    1     0
  0 1 ( 0.6)     1    1     0 0
  2 ( 1.1)     2    2     0 0 0
  0 1 ( 0.6)     1    1     0 0
  0 0 0 1 ( 0.6)     1    1  
  0 1 ( 0.6)     1    1     0 0
  1 ( 0.6)     1    1     0    0 0
  1 ( 0.6)     1    1     0 0 0
  0 1 ( 0.6)     1    1     0 0

                      4 ( 2.3)     4    4     6 ( 3.4)     6    6     3 ( 1.7)     6    6     3 ( 1.7)     4    4
  1 ( 0.6)     1    1     0 1 ( 0.6)     1    1     0
  0 0 1 ( 0.6)     2    2     0
  0 0   1 ( 0.6)     1    1     0
                                        0                       0                       1 ( 0.6)     1    1     1 ( 0.6)     1    1
  0     0 1 ( 0.6)     1    1     0
                                0                       1 ( 0.6)     1    1     0 0
  1 ( 0.6)     1    1     0 0 0
  1 ( 0.6)     1    1     0 0 0
  0 1 ( 0.6)     1    1     0 1 ( 0.6)     1    1
  0 1 ( 0.6)     1    1     0 1 ( 0.6)     1    1
  0 1 ( 0.6)     1    1     0 0
                              1 ( 0.6)     1    1     0 0 0
                                      0                       0                       0                       1 ( 0.6)     1    1
                                    0                       1 ( 0.6)     1    1     0 0
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1   
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Mild adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 3 mg Oral sema 7 mg Oral sema 14 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
  0 1 ( 0.6)     1    1     0 0

6 ( 3.4)     6    6     4 ( 2.3)     4    4     2 ( 1.1)     2    2     6 ( 3.4)     8    8
  0 0 1 ( 0.6)     1    1     0
  1 ( 0.6)     1    1     1 ( 0.6)     1    1     1 ( 0.6)     1    1     2 ( 1.1)     2    2
  0 1 ( 0.6)     1    1     0 1 ( 0.6)     1    1  
  1 ( 0.6)     1    1     0 0 0
  1 ( 0.6)     1    1     0 0 0
  0 2 ( 1.1)     2  2     0 0
  2 ( 1.1)     2    2     0 0 1 ( 0.6)     1    1
  0 0   0 1 ( 0.6)     1    1    
  0 0 0 1 ( 0.6)     1    1
   1 ( 0.6)     1    1     0 0 2 ( 1.1)     2    2  

2 ( 1.1)     2    2     1 ( 0.6)     1    1     2 ( 1.1)     2    2     1 ( 0.6)     2    2
  2 ( 1.1)     2    2     0 1 ( 0.6)     1    1     0
  0 0   1 ( 0.6)     1    1     0
  0  1 ( 0.6)     1    1     0  0
  0 0 0 1 ( 0.6)     2    2  

1 ( 0.6)     1    1     2 ( 1.1)     2    2     1 ( 0.6)     1    1     1 ( 0.6)     1    1
  0 0 1 ( 0.6)     1    1     0
  0 1 ( 0.6)     1    1     0 0
  1 ( 0.6)     1    1     1 ( 0.6)     1    1     0 1 ( 0.6)     1    1

2 ( 1.1)     2    2     2 ( 1.1)     3    3     1 ( 0.6)     1    1     1 ( 0.6)     1    1
  1 ( 0.6)     1    1     1 ( 0.6)     1    1     1 ( 0.6)     1    1     0
  0 1 ( 0.6)     1    1     0 1 ( 0.6)     1    1  
  0  1 ( 0.6)     1    1     0 0
  1 ( 0.6)     1    1     0 0 0

                            2 ( 1.1)     2    2     0                       1 ( 0.6)     1    1     1 ( 0.6)     1    1
  0 0 1 ( 0.6)     1    1     0
  1 ( 0.6)     1    1     0 0 0
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1
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Mild adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 3 mg Oral sema 7 mg Oral sema 14 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
  1 ( 0.6)     1    1     0 0 0
  0 0 0 1 ( 0.6)     1    1  

    0 1 ( 0.6)     1    1     1 ( 0.6)     1    1    1 ( 0.6)     1    1
  
  0 0 1 ( 0.6)  1    1     0
  0 1 ( 0.6)     1    1     0 0
  0 0   0 1 ( 0.6)     1    1    

1 ( 0.6)     1    1     0 0 3 ( 1.7)     3    3    
  0 0 0 1 ( 0.6)     1    1  
   1 ( 0.6)     1    1     0 0 2 ( 1.1)     2    2

 1 ( 0.6)     1    1     1 ( 0.6)     1    1     0 0
  1 ( 0.6)     1    1     0 0 0
  0 1 ( 0.6)     1    1     0 0

0 1 ( 0.6)     1    1     0 2 ( 1.1)     2    2  
  0 1 ( 0.6)     1    1     0 0
  0 0   0 1 ( 0.6)     1    1    
  0 0   0 1 ( 0.6)     1    1    

1 ( 0.6)     1    1     0 0 0
  1 ( 0.6)     1    1     0 0 0

_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1
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2.7.6.27.3-1 on-treatment



 



 



 



 

2.7.6.27.3-2 on-treatment



 

2.7.6.27.3-3 on-treatment



 

2.7.6.27.3-4 on-treatment



 



 

2.7.6.27.3-5 on-treatment



 

2.7.6.27.3-6 on-treatment
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2.7.6.28.1. NN9924-4222

2.7.6.28.1.1

Novo Allé, DK-2880 Bagsvaerd, Denmark. 
Novo Nordisk A/S, Clinical Reporting Anchor and Disclosure (1452); email address: clinicaltrials@novonordisk.com

  3 mg/7 mg/14 mg

NNC0113-0217
ID NN9924-4222

clinicaltrials.gov identifier
NCT02607865
Paediatric status
EMEA-001441-PIP02-15

UTN U1111-1168-4339
IND number 114,464
EudraCT number 2015-001351-71
Japanese registration number JapicCTI-163174

PIONEER 3 – vs. DPP-4 inhibitor
2

206 1
signatory investigator

! , United States
! , United Kingdom

14 206

5/5 1/1 11/10 12/12 8/8
16/16 5/5 12/12 8/8 11/11
8/7 8/8 15/14 86/83

2016 2 15
2017 2 14
2018 3 28

3a

Cut-off date
2018 5 29

2018 11 29

3a
SU 2



  

 

3 3 7 14 mg 1 1
100 mg 1 1

! 2 3 3 7 14 mg 1 1
100 mg 1 1 +SU

! 2 3 3 7 14 mg 1 1
100 mg 1 1 +SU

! 2 3 3 7 14 mg 1 1
100 mg 1 1 +SU

Estimand
2 estimand estimand

estimand
estimand estimand

estimand estimand estimand
estimand

vs. 
intention-to-treat ITT estimand

estimand
vs. 

on-treatment estimand

3 7 14 mg 1 1 100 mg 1 1
78 4

83 2 78
5 3 mg 7 mg 14 mg

100 mg 1:1:1:1

+SU
3 mg

4
30

1 1
+SU

16 2



  

 

1

1,860 2,463 1,864
1,861 3
94.3%

1
——————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema   Oral sema   Oral sema   Sita Total
3 mg 7 mg 14 mg 100 mg
N (%) N (%)       N (%) N (%) N (%)

——————————————————————————————————————————————————————————————————————————————————————————————————
Screened 2463
  Screening failures 599 (24.3)
Randomised                       466         466         465         467 1864
Exposed 466 (100 )  464 (99.6)  465 (100 )  466 (99.8)  1861 (99.8)
Analysis sets
  Full analysis set 466 (100 )  465 (99.8)  465 (100 )  467 (100 )  1863 (99.9)
  Safety analysis set 466 (100 )  464 (99.6)  465 (100 )  466 (99.8)  1861 (99.8)
  Per protocol analysis set 426 (91.4)  430 (92.3)  422 (90.8)  440 (94.2)  1718 (92.2)
Treatment completers [1] 388 (83.3)  396 (85.0)  376 (80.9)  406 (86.9)  1566 (84.0)
  Without rescue medication 243 (52.1)  301 (64.6)  335 (72.0)  283 (60.6)  1162 (62.3)
  With rescue medication 145 (31.1)   95 (20.4)   41 ( 8.8)  123 (26.3)   404 (21.7)
Premature trial product discont.
– primary reason 78 (16.7)   70 (15.0)   89 (19.1)   61 (13.1)   298 (16.0)

Exposed
  Adverse event(s) 26 ( 5.6)   28 ( 6.0)   54 (11.6)   25 ( 5.4)   133 ( 7.1)
  Violation of in-/excl. crit.     5 ( 1.1)    5 ( 1.1)    3 ( 0.6)    3 ( 0.6)    16 ( 0.9)
  Intension of becoming pregnant   0 1 ( 0.2)    0 0 1 ( 0.1)
  Participation in another CT [2]  0 1 ( 0.2)    0 1 ( 0.2)     2 ( 0.1)
  Calcitonin value >= 100 ng/L     0 0      1 ( 0.2)    0 1 ( 0.1)
  Subject withdrawal from trial   12 ( 2.6)    6 ( 1.3)    8 ( 1.7)    2 ( 0.4)    28 ( 1.5)
  Pregnancy 1 ( 0.2)    0 0 0 1 ( 0.1)
  Other 34 ( 7.3)   27 ( 5.8)   23 ( 4.9)   29 ( 6.2)   113 ( 6.1)
Not exposed

  Violation of in-/excl. crit.     0 1 ( 0.2)    0 1 ( 0.2)     2 ( 0.1)
    Other 0 1 ( 0.2)    0 0 1 ( 0.1)
Trial completers [3] 433 (92.9)  436 (93.6)  438 (94.2)  451 (96.6)  1758 (94.3)
  Completed treatment 387 (83.0)  395 (84.8)  374 (80.4)  405 (86.7)  1561 (83.7)
  Discontinued trial product 46 ( 9.9)   41 ( 8.8)   64 (13.8)   46 ( 9.9)   197 (10.6)
Withdrawal from trial
- primary reason                  33 ( 7.1)   30 ( 6.4)   27 ( 5.8)   16 ( 3.4)   106 ( 5.7)
  Lost to follow-up 9 ( 1.9)    7 ( 1.5)    7 ( 1.5)    5 ( 1.1)    28 ( 1.5)
  Withdrawal by subject 18 ( 3.9)   18 ( 3.9)   17 ( 3.7)    8 ( 1.7)    61 ( 3.3)
  Other 6 ( 1.3)    5 ( 1.1)    3 ( 0.6)    3 ( 0.6)    17 ( 0.9)
    Died                           5 ( 1.1)    4 ( 0.9)    1 ( 0.2)    3 ( 0.6)    13 ( 0.7)
——————————————————————————————————————————————————————————————————————————————————————————————————
'[1]': subjects who completed treatment with trial product according to the end-of-trial form; 
'[2]': simultaneous participation in any other clinical trial receiving an investigational 
medicinal product; '[3]': subjects who attended the final scheduled visit; 'Rescue medication':  
use of new anti-diabetic medication as add-on to trial product and used for more than 21 days with 
the initiation at or after randomisation and before last day on trial product, and/or 
intensification of anti-diabetic medication (a more than 20% increase in dose relative to baseline) 
for more than 21 days with the intensification at or after randomisation and before last day on 
trial product; N: number of subjects; %: proportion of randomised subjects except for screening 
failures where it is proportion of screened subjects. CT: clinical trial, sema: oral semaglutide; 
sita: sitagliptin.



  

 

18 20 2
90 1500 mg

SU
HbA1c 7.0% 10.5% 53 mmol/mol 91 mmol/mol

90
14

2 MEN 2 MTC

180
NYHA IV

CKD-EPI eGFR 60 mL/min/1.73 m2
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1 1 3 7 14 mg SNAC300 mg
3 mg 7 mg 14 mg

30
1 1

! 3 mg E2RC021 2016 10 20 F2RC002 2017 7 13 2017 7 13 F2RC015
2017 8 23 F2RC026 2018 2 17 F2RC045 2018 6 1

! 7 mg E2RC017 2017 9 11 E2RC022 2017 10 21 F2RC004 2018 1 19

F2RC016 2018 2 26 F2RC028 2018 8 25
! 14 mg E2RC018 2017 9 15 F2RC017 2018 3 7 F2RC024 2018 7 1

F2RC030 2018 8 29
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2 NN9535-1821 1860 1:1:1:1
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2
——————————————————————————————————————————————————————————————————————————————————————————————

Oral sema   Oral sema   Oral sema   Sita
3 mg 7 mg 14 mg 100 mg     Total     
N   (%)     N   (%)     N   (%)     N   (%)    N(%)

——————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects                  466 465 465 467 1863

Age group (years)
  N 466 ( 100)  465 ( 100)  465 ( 100)  467 ( 100) 1863 ( 100)

18   to < 65 339 (72.7)  335 (72.0   342 (73.5)  346 (74.1) 1362 (73.1)
65   to < 75 107 (23.0)  113 (24.3)  109 (23.4)  106 (22.7)  435 (23.3)
75   to < 85 20 ( 4.3)   17 ( 3.7)   14 ( 3.0)   15 ( 3.2)   66 ( 3.5)
85 0 0 0 0 0

Sex
  N 466 ( 100)  465 ( 100)  465 ( 100)  467 ( 100) 1863 ( 100)
  Female 212 (45.5)  220 (47.3)  218 (46.9)  229 (49.0)  879 (47.2)
  Male 254 (54.5)  245 (52.7)  247 (53.1) 238 (51.0)  984 (52.8)
Race
  N 466 ( 100)  465 ( 100)  465 ( 100)  467 ( 100) 1863 ( 100)
  White 344 (73.8)  330 (71.0)  317 (68.2)  333 (71.3) 1324 (71.1)
  Black or African American 38 ( 8.2)   38 ( 8.2)   45 ( 9.7)   39 ( 8.4)  160 ( 8.6)
  Asian 56 (12.0)   69 (14.8)   61 (13.1)   59 (12.6)  245 (13.2)
  American Indian or Alaska Native    4 ( 0.9)    3 ( 0.6)    5 ( 1.1)    6 ( 1.3)   18 ( 1.0)
  Native Hawaiian or other Pacific 
  Islander 1 ( 0.2)    0 0 0 1 (<0.1)
  Other 13 ( 2.8)   11 ( 2.4)   20 ( 4.3)   12 ( 2.6)   56 ( 3.0)
  NA* 10 ( 2.1)   14 ( 3.0)   17 ( 3.7)   18 ( 3.9)   59 ( 3.2)

Renal function, eGFR (mL/min/1.73 m^2)
  N 466 ( 100)  465 ( 100)  465 ( 100)  467 ( 100) 1863 ( 100)

Normal            (90 )  329 (70.6)  326 (70.1)  324 (69.7)  335 (71.7) 1314 (70.5)
  Mild RI (60  to < 90)  130 (27.9)  134 (28.8)  133 (28.6)  131 (28.1)  528 (28.3)
  Moderate RI (30  to < 60)    7 ( 1.5)    5 ( 1.1)    6 ( 1.3)    1 ( 0.2)   19 ( 1.0)
  Severe RI (15  to < 30)    0 0 1 ( 0.2)    0 1 (<0.1)
  End-stage renal disease (   < 15)   0 0 1 ( 0.2)    0 1 (<0.1)

——————————————————————————————————————————————————————————————————————————————————————————————
Oral sema Oral sema Oral sema Sita
3 mg 7 mg 14 mg 100 mg Total
Mean (SD) Mean  (SD)     Mean  (SD)    Mean  (SD) Mean (SD)   

——————————————————————————————————————————————————————————————————————————————————————————————
Age (years)         58    (10  )   58     (10  )   57    (10  )   58    (10  )   58    (10  )
Body weight (kg)    91.6  (22.0)   91.3   (20.8)   91.2  (21.7)   90.9  (21.0)   91.2  (21.4)
BMI (kg/m2) 32.6  (6.7 )   32.6   (6.4 )   32.3  (6.3 )   32.5  (6.2 )   32.5  (6.4 )
HbA1c, % 8.3  (1.0 )    8.4   (1.0 )    8.3  (0.9 )    8.3  (0.9 )    8.3 (0.9 )
HbA1c, mmol/mol     67    (10  )   68     (10  )   67    (10  )   67    (10  )   67   (10  )
FPG, mmol/L 9.67 (2.80)    9.45  (2.38)    9.32 (2.50)    9.53 (2.33)    9.49 (2.51)
FPG, mg/dL 174.2  (50.5)  170.3   (42.9)  167.9  (45.1)  171.8  (41.9) 171.1 (45.2)
Duration of diabetes, years

8.4 ( 6.1)    8.3   ( 5.8)    8.7  ( 6.1)    8.8 ( 6.0)    8.6 ( 6.0)
Waist circumference, cm

107.8  (16.0)  107.8   (15.0)  107.2  (15.6)  107.1  (14.7)  107.4  (15.4)
———————————————————————————————————————————————————————————————————————————————————————————————
NA*: race is recorded as 'missing', 'not done', or 'not-available' for Brazil and France. 
Abbreviations: N: number of subject; %: proportion of subjects; BMI: Body Mass Index; eGFR: 
estimated glomerular filtration rate; FPG: fasting plasma glucose; HbA1c: glycosylated haemoglobin; 
RI: renal impairment; SD: standard deviation; sema: oral semaglutide; sita: sitagliptin. 
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3
———————————————————————————————————————————————————————————————————————————————————————————————————
                               Oral sema 3 mg    Oral sema 7 mg    Oral sema 14 mg     Sita 100 mg  

Number of subjects                 466               466                465               467        
                                                                                                   
HbA1c (%) – primary endpoint                                                                       
Baseline (mean,(SD))[1]            8.3 (1.0)         8.4 (1.0)          8.3 (0.9)         8.3 (0.9)  

Treatment policy estimand [2]                                                                      
Change at week 26 (%-points)     -0.6              -1.0               -1.3              -0.8     

  ETD vs sita(%-points [95% CI])   0.2[0.0;0.3]     -0.3[-0.4;-0.1]    -0.5[-0.6;-0.4]
  p-value:                         0.0080           <0.0001            <0.0001                

Hypothetical estimand [2]                                                                          
Change at week 26 (%-points)     -0.5              -1.1               -1.4              -0.8        

  ETD vs sita(%-points [95% CI])   0.2[0.1;0.4]     -0.3[-0.4;-0.2]    -0.6[-0.7;-0.5]    
  p-value:                        <0.0001           <0.0001            <0.0001   

Treatment policy estimand [2]
Change at week 78 (%-points)     -0.6              -0.8               -1.1              -0.7        

  ETD vs sita(%-points [95% CI])   0.0[-0.1;0.2]    -0.1[-0.3;0.0]     -0.4[-0.6;-0.3]     
  p-value:                         0.6111            0.0575            <0.0001 

Hypothetical estimand [2]                                                                          
Change at week 78 (%-points)     -0.3              -0.7               -1.1              -0.4        

  ETD vs sita(%-points [95% CI])   0.1[-0.1;0.3]    -0.3[-0.4;-0.1]    -0.7[-0.8;-0.5]               
  p-value:                         0.1722            0.0008            <0.0001  

Other secondary endpoints – treatment policy estimand – week 78      

HbA1c <7%[1]
Subjects(%)                       26.8              38.9               44.9              29.4        
Odds ratio vs sita[95% CI] [2]    0.88[0.65;1.20]   1.61[1.19;2.16]    2.01[1.50;2.69] 
p-value:                          0.4201            0.0017            <0.0001

HbA1c 6.5%[1]
Subjects(%)                       11.6              23.6               30.4              13.7        
Odds ratio vs sita[95% CI] [2]    0.85[0.56;1.28]   2.00[1.39;2.87]    2.72[1.91;3.86]
p-value:                          0.4399            0.0002            <0.0001

HbA1c <7.0% without hypoglycaemia [3] and without body weight gain [1]                     
Subjects(%)                       20.2              32.1               35.5              19.1 
Odds ratio vs sita[95% CI] [2]    1.04[0.73;1.47]   2.10[1.52;2.92]    2.38[1.72;3.28]     
p-value:                          0.8246           <0.0001            <0.0001

Hba1c reduction 1%-point and weight loss 3% [1]
Subjects(%)                       18.1               26.7              35.1              13.7 
Odds ratio vs sita[95% CI] [2]    1.37[0.94;1.98]    2.13[1.50;3.03]   3.27[2.33;4.59]              
p-value:                          0.0980            <0.0001           <0.0001                       

FPG (mmol/L)
Baseline (mean,(SD)) [1]          9.67(2.80)         9.45 (2.38)       9.32(2.50)        

9.53(2.33)                              
Change at week 78 (mmol/L) [2]   -0.95              -1.00             -1.71             -0.83       

  ETD(mmol/L [95% CI])            -0.11[-0.45;0.22]  -0.17[-0.52;0.17] -0.88[-1.20;-0.55]          
  p-value:                         0.4995             0.3312           <0.0001                       

SMPG – mean 7-point profile (mmol/L)    
Baseline (mean (SD)) [1]         10.3(2.5)          10.3(2.3)         10.1(2.1)         10.2(2.2)   
Change at week 78 (mmol/L) [2]   -1.3               -1.4              -1.7              -1.3        

  ETD vs sita(mmol/L [95% CI])     0.0[-0.3;0.3]     -0.1[-0.4;0.1]    -0.4[-0.7;-0.1]      
  p-value:                         0.9872             0.3279            0.0028        

Table continues on next page



  

 

———————————————————————————————————————————————————————————————————————————————————————————————————  
Oral sema 3 mg    Oral sema 7 mg    Oral sema 14 mg    Sita 100 mg

SMPG - mean postprandial increment over all meals
Baseline (mean (SD)) [1]          2.0(1.8) 1.8(1.8) 1.8(1.7) 1.7(1.7)   
Change at week 78 (mmol/L) [2]   -0.3 -0.5 -0.5 -0.5

  ETD vs sita(mmol/L [95% CI])     0.2[-0.0;0.4] 0.1[-0.2;0.3] 0.0[-0.2;0.3]
p-value: 0.0771 0.5838 0.7459

Additional anti-diabetic medication – treatment policy estimand
Subjects initiating treatment 
N (%) [1] 179(38.4) 119(25.6) 75(16.1) 148(31.7) 

  Time to initiation vs sita 
  HR, [95% CI] [2] 1.34[1.09;1.65]    0.77[0.61;0.96]   0.53[0.41;0.68]     

p-value:    0.0063 0.0221 <0.0001

Rescue medication – hypothetical estimand
Subjects initiating treatment 
N (%) [1] 160(34.3) 103(22.2) 47(10.1) 129(27.6)

  Time to initiation vs sita 
  HR, [95% CI] [2] 1.33[1.05;1.68]    0.66[0.51;0.86]   0.31[0.22;0.43]     

p-value: 0.0160 0.0022 <0.0001

———————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2]: estimated values; [3]: treatment-emergent severe or 
blood glucose-confirmed symptomatic hypoglycaemic episodes; N: number of subjects, %: proportion of 
subjects, HR: hazard ratio, ETD: estimated treatment difference, sema: oral semaglutide; sita: 
sitagliptin, SD: standard deviation, SMPG: self-measured plasma glucose, CI: confidence interval.
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4
———————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema 3 mg    Oral sema 7 mg    Oral sema 14 mg   Sita 100 mg
———————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects                466               465               465 467

Body weight (kg) – secondary endpoint
Baseline (mean, [SD]) [1] 91.6 (22.0) 91.3 (20.8) 91.2 (21.7)     90.9 (21.0)     

Treatment policy estimand [2]
Change at week 26 (kg) -1.2 -2.2 -3.1 -0.6

  ETD vs sita (kg [95% CI])     -0.6[-1.1;-0.1] -1.6[-2.0;-1.1] -2.5[-3.0;-2.0]
p-value: 0.0185 <0.0001 <0.0001

Hypothetical estimand [2]
Change at week 26 (kg) -1.2 -2.2 -3.3 -0.7

  ETD vs sita (kg [95% CI]) -0.5[-1.0;-0.1] -1.5[-2.0;-1.1] -2.6[-3.1;-2.1]
p-value: 0.0257 <0.0001 <0.0001

Treatment policy estimand [2]
Change at week 78 (kg) -1.8 -2.7 -3.2 -1.0

  ETD vs sita (kg [95% CI]) -0.8[-1.5;-0.1] -1.7[-2.3;-1.0] -2.1[-2.8;-1.5]
p-value: 0.0201 <0.0001 <0.0001

Hypothetical estimand [2]
Change at week 78 (kg) -1.9 -2.7 -3.5 -1.1

  ETD vs sita (kg [95% CI]) -0.8[-1.4;-0.1] -1.6[-2.2;-0.9] -2.4[-3.0;-1.7]
p-value: 0.0299 <0.0001 <0.0001

Other secondary endpoints – treatment policy estimand – week 78
Body weight reduction 5%
Subjects (%) [1] 19.5 27.1 32.5 13.3
Odds ratio vs sita[95% CI] [2]   1.61[1.12;2.32]   2.32[1.64;3.29]   3.00[2.13;4.22]
p-value: 0.0108 <0.0001 <0.0001

Body weight reduction 10%
Subjects (%) [1] 2.8 10.1 10.7 3.8
Odds ratio vs sita[95% CI] [2]   0.96[0.46;2.01]   2.74[1.53;4.92]   2.94[1.64;5.25]   
p-value: 0.9067 0.0007 0.0003 

Body weight (% change)
Change at week 52 (%) [2] -1.9 -2.8 -3.4 -1.0

  ETD vs sita (kg/m2)[95% CI])   -0.9[-1.6;-0.1] -1.8[-2.5;-1.1] -2.4[-3.1;-1.7]
p-value: 0.0193 <0.0001 <0.0001

Body mass index (kg/m2)
Baseline (mean [SD]) [1] 32.6 (6.7) 32.6 (6.4) 32.3 (6.3) 32.5 (6.2)   
Change at week 52 (kg/m2) [2]   -0.7 -1.0 -1.1 -0.4

  ETD vs sita(kg/m2) [95% CI])   -0.3[-0.6;-0.1] -0.6[-0.8;-0.4] -0.8[-1.0;-0.5]
p-value: 0.0141 <0.0001 <0.0001

Waist circumference (cm)
Baseline (mean [SD]) [1] 107.8 (16.0) 107.8 (15.0) 107.2 (15.6) 107.1 

(14.7)
Change at week 52 (cm) [2] -1.3 -2.2 -2.4 -0.7

  ETD vs sita(cm [95% CI]) -0.6[-1.4;0.3] -1.6[-2.4;-0.7] -1.7[-2.5;-0.9]
p-value: 0.1904 0.0003 <0.0001

———————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2]: estimated values; %: proportion of subjects, ETD: estimated treatment 
difference, sema: oral semaglutide; sita: sitagliptin, SD: standard deviation, CI: confidence 
interval.
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5
———————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema 3 mg    Oral sema 7 mg    Oral sema 14 mg   Sita 100 mg
—————————————————————————————————————————————————————————————————————————————————————————————————

Other endpoints – treatment policy estimand
Fasting blood lipids – week 78
Total cholesterol (mmol/L)     
Baseline (geom. mean [CV]) [1]   4.46 (24.2) 4.53 (23.4) 4.48 (23.2) 4.52 (23.5)  
Ratio to baseline at week 78 [2] 1.00 0.99 0.99 1.00

  ETR vs sita [2] 0.99[0.97;1.02]   0.99[0.96;1.01]   0.99[0.96;1.01]
p-value: 0.6701 0.3716 0.2782

LDL-cholesterol (mmol/L)
Baseline (geom. mean [CV]) [1]  2.36 (40.8) 2.43 (36.8) 2.39 (38.5) 2.39 (38.8)  
Ratio to baseline at week 78 [2] 1.02 1.00 1.00 1.03 

  ETR vs sita [2] 1.00[0.96;1.04]   0.98[0.94;1.02]   0.98[0.94;1.02]    
p-value: 0.9875 0.2272 0.3146

HDL-cholesterol (mmol/L)
Baseline (geom. mean [CV]) [1]   1.15 (25.1) 1.14 (26.0) 1.16 (22.9) 1.17 (22.8)  
Ratio to baseline at week 78 [2] 0.97 0.99 1.00 0.99

  ETR vs sita [2] 0.98[0.96;1.00]   1.00[0.98;1.02]   1.01[0.99;1.03] 
p-value: 0.0872 0.8502 0.3206

VLDL-cholesterol (mmol/L)
Baseline (geom. mean [CV]) [1]  0.78 (46.9) 0.78 (56.0) 0.76 (52.0) 0.78 (50.8)  
Ratio to baseline at week 78 [2] 0.95 0.95 0.92 0.95

  ETR vs sita [2] 1.01[0.96;1.06]   1.00[0.95;1.05]   0.97[0.92;1.02]
p-value: 0.8180 0.9801 0.2149

Triglycerides (mmol/L)
Baseline (geom. mean [CV]) [1]  1.76 (50.1) 1.76 (59.8) 1.72 (55.3) 1.76 (54.4)  
Ratio to baseline at week 78 [2] 0.96 0.95 0.92 0.94 

  ETR vs sita [2] 1.01[0.96;1.07]   1.01[0.96;1.06]   0.97[0.92;1.03]
p-value: 0.5999 0.7870 0.3150     

———————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2]: estimated values. ETR: Estimated treatment ratio. sema: oral 
semaglutide; sita: sitagliptin, LDL: low-density lipoprotein, VLDL: very-low-density lipoprotein, 
HDL: high-density lipoprotein, SD: standard deviation.
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6
—————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema 3 mg Oral sema 7 mg Oral sema 14 mg   Sita 100 mg
N   (%)      E    R        N   (%)      E    R        N   (%)      E    R        N   (%)      E    R   

—————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects 466 464 465 466     
Exposure time (years) - OT 662 669 650 687
Observation time (years) - IT 713 718 717     729

Overview of adverse events
Total number of events - OT 370 (79.4)  1774  268 363 (78.2)  1686  252 370 (79.6)  1824  281 388 (83.3)  1852  270    
Serious adverse events - OT 64 (13.7)    99   15 47 (10.1)    57    9 44 ( 9.5)    80   12 58 (12.4)    83   12    
Severe - OT 47 (10.1)    75   11 37 ( 8.0)    46    7 40 ( 8.6)    57    9 53 (11.4)    87   13    
Probable related [1] - OT 43 ( 9.2)    58    9 66 (14.2)   111   17 88 (18.9)   163   25 54 (11.6)    88   13    
Fatal - IT [4] 5 ( 1.1)     6    1 3 ( 0.6)     6    1 1 ( 0.2)     1    0 3 ( 0.6)     6    1     
Drug withdrawn - OT 26 ( 5.6)    38    6 27 ( 5.8)    41    6 54 (11.6)    85   13 24 ( 5.2)    28    4    

Safety focus areas [2]
Gastrointestinal disorders - OT    150 (32.2)   311   47 164 (35.3)   380   57 196 (42.2)   480   74 150 (32.2)   312   45    
Renal disorders – OT 5 ( 1.1)     6    1 4 ( 0.9)     4    1 8 ( 1.7)     8    1 2 ( 0.4)     2    0    
Hepatic disorders - OT 23 ( 4.9)    28    4 26 ( 5.6)    35    5 19 ( 4.1)    23    4 25 ( 5.4)    33    5    
Gallbladder-related disorders - OT  12 ( 2.6)   15    2 8 ( 1.7)     8    1 5 ( 1.1)     7    1 12 ( 2.6)    15    2    
Pancreatitis - OT 1 ( 0.2)     1    0 1 ( 0.2)     1    0 3 ( 0.6)     3    0 2 ( 0.4)     2    0   
Cardiovascular disorders - IT 46 ( 9.9)    62    9 41 ( 8.8)    52    7 28 ( 6.0)    37    5 42 ( 9.0)    63    9    
Neoplasms - IT 38 ( 8.2)    50    7 39 ( 8.4)    52    7 36 ( 7.7)    46    6 39 ( 8.4)    47    6    
Malignant neoplasms - IT 6 ( 1.3)     6    1 8 ( 1.7)     8    1 4 ( 0.9)     4    1 7 ( 1.5)     8    1    
Diabetic retinopathy [3] - IT 31 ( 6.7)    34    5 28 ( 6.0)    33    5 26 ( 5.6)    27    4 36 ( 7.7)    41    6    
Lactic acidosis - OT 2 ( 0.4)     2    0 0 0 0
Immunogenicity - OT 17 ( 3.6)    19    3 20 ( 4.3)    22    3 25 ( 5.4)    27    4 32 ( 6.9)    40    6    
Rare events - IT 11 ( 2.4)    13    2 11 ( 2.4)    13    2 6 ( 1.3)     6    1 9 ( 1.9)    10    1  
Overdose - OT 3 ( 0.6)     3    0 1 ( 0.2)     1    0 4 ( 0.9)     4    1 8 ( 1.7)    10    1    
Medication errors - OT 3 ( 0.6)     3    0 2 ( 0.4)     4    1 6 ( 1.3)     6    1 9 ( 1.9)    11    2    
Abuse and misuse – OT 0 0 0 0
Susp. trans. of infect. agent – OT   0 0 1 ( 0.2)     1    0  0

—————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
[1]: related as judged by the investigator; 
[2]: based on pre-defined MedDRA searches among investigator reported adverse events;
[3]: diabetic retinopathy and related complications; [4]: One fatal event is not listed in table as the subject had not been exposed to trial 
product. The subject had been randomised to treatment with oral semaglutide 7 mg; 

N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 
100 years of observation (in-trial) or exposure (on-treatment); OT: on-treatment (= treatment emergent); IT: in-trial; 
sema: oral semaglutide; sita: sitagliptin; susp. trans. of infect. agent: suspected transfer of infectious agent.
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————————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema 3 mg Oral sema 7 mg Oral sema 14 mg Sita 100 mg    
N   (%)    E  R     N  (%)   E   R      N  (%)    E  R     N   (%)    E   R 

————————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects    466 464 465 466    
Exposure time (years) 662 669 650 687    
————————————————————————————————————————————————————————————————————————————————————————————————————
Severe or BG-confirmed symptomatic [1]

23 ( 4.9)  56  8    24 ( 5.2)  42  6    36 ( 7.7)  60  9    39 ( 8.4)  76  11 

ADA classification [1]102 (21.9) 332 50   108 (23.3) 358 54   131 (28.2) 570 88   112 (24.0) 405  59 
 Severe               0 0 1 ( 0.2)   1  0     4 ( 0.9)   4   1 

————————————————————————————————————————————————————————————————————————————————————————————————————
Estimate  95% CI p-value   

————————————————————————————————————————————————————————————————————————————————————————————————————
Odds of having at least one severe or BG-confirmed symptomatic hypoglycaemic episodes
Estimated odds ratio [2]
 Oral sema 3 mg / Sita 100 mg 0.56 [0.32 ; 0.96]    0.0346    
 Oral sema 7 mg / Sita 100 mg 0.61 [0.36 ; 1.05]    0.0731    
 Oral sema 14 mg / Sita 100 mg  0.91 [0.56 ; 1.47]    0.6888    

————————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2]: estimated values; BG-confirmed: hypoglycaemic episode with a plasma glucose 
value <3.1 mmol/L (56 mg/dL);
N: number of subjects with at least one episode; %: proportion of subjects with at least one episode; 
ADA: American Diabetes Association; BG: blood glucose; CI: confidence interval; E: number of episodes; 
R: episodes per 100 years of exposure; sema: oral semaglutide; sita: sitagliptin. 
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————————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema 3 mg      Oral sema 7 mg    Oral sema 14 mg    Sita 100 mg
————————————————————————————————————————————————————————————————————————————————————————————————————
Amylase (U/L)
Baseline, geometric mean (CV)[1]    53 (48.6) 53 (45.4) 55 (46.4) 51 (41.9)
Ratio to baseline at week 78 [2]     1.03 1.09 1.10 1.08  
Estimated treatment ratio at week 78 (95% CI)
 Oral sema 3 mg  - Sita 100 mg 0.95  [0.92 ; 0.99] p value: 0.0069
 Oral sema 7 mg  - Sita 100 mg 1.02  [0.98 ; 1.05] p value: 0.3498
 Oral sema 14 mg - Sita 100 mg 1.02  [0.99 ; 1.06] p value: 0.2587

Table continues on next page



————————————————————————————————————————————————————————————————————————————————————————————————————
Oral sema 3 mg      Oral sema 7 mg    Oral sema 14 mg    Sita 100 mg

————————————————————————————————————————————————————————————————————————————————————————————————————
Lipase (U/L)
Baseline, geometric mean (CV)[1]    34 (65.3) 35 (61.5) 34 (70.2) 34 (63.8)
Ratio to baseline at week 78 [2] 1.03 1.16 1.19 1.11   
Estimated treatment ratio at week 78 (95% CI)
 Oral sema 3 mg  - Sita 100 mg 0.93  [0.87 ; 0.99] p value: 0.0296
 Oral sema 7 mg  - Sita 100 mg 1.04  [0.98 ; 1.11] p value: 0.2189
 Oral sema 14 mg - Sita 100 mg 1.07  [1.00 ; 1.14] p value: 0.0485

————————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2] estimated values; Ratios to baseline were analysed using a mixed model  
for repeated measurements model with treatment and region as categorical fixed effects and baseline
value as covariate, all nested within visit, and an unstructured residual covariance matrix. The   
ratio to baseline and the corresponding baseline value were log-transformed prior to analysis. 
CI: confidence interval; CV: coefficient of variation; 'p-value': unadjusted two-sided p-value for test 
of no difference from 1; sema: oral semaglutide; sita: sitagliptin.
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9 on-treatment
————————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema 3 mg     Oral sema 7 mg     Oral sema 14 mg    Sita 100 mg 
————————————————————————————————————————————————————————————————————————————————————————————————————
Systolic blood pressure (mmHg)
Baseline, mean (SD) [1]           134 (15)           134 (14)           134 (16)           134 (16)
Change at week 78 [2]               -2                 -3                 -3                  -0 
Estimated treatment difference at week 78 (95% CI)
 Oral sema 3 mg  - Sita 100 mg     -1  [-3 ;  0]          p value: 0.1225
 Oral sema 7 mg  - Sita 100 mg     -3  [-5 ; -1]          p value: 0.0016
 Oral sema 14 mg - Sita 100 mg     -2  [-4 ; -0]          p value: 0.0122

————————————————————————————————————————————————————————————————————————————————————————————————————
Diastolic blood pressure (mmHg)
Baseline, mean (SD) [1]            80 (10)            80 (10)            80 (10)            80 (10)
Change at week 78 [2]               -1                 -1                 -1                  -1 
Estimated treatment difference at week 78 (95% CI)
 Oral sema 3 mg  - Sita 100 mg     -0  [-1 ; 1] p value: 0.6882
 Oral sema 7 mg  - Sita 100 mg 0  [-1 ; 1] p value: 0.8398
 Oral sema 14 mg - Sita 100 mg 0  [-1 ; 1]  p value: 0.9578

————————————————————————————————————————————————————————————————————————————————————————————————————
Pulse rate (beats/min)
Baseline, mean (SD) [1] 75 (11) 74 (10) 74 (11) 75 (11)
Change at week 78 [2] 1 1 2 0   
Estimated treatment difference at week 78 (95% CI)
 Oral sema 3 mg  - Sita 100 mg 1  [-0 ; 2] p value: 0.1178
 Oral sema 7 mg  - Sita 100 mg 1  [ 0 ; 2] p value: 0.0481
 Oral sema 14 mg - Sita 100 mg 2  [ 1 ; 3] p value: 0.0032

————————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2] estimated values; Changes from baseline were analysed using a mixed model for 
repeated measurements model with treatment and region as categorical fixed effects and baseline value as 
covariate, all nested within visit, and an unstructured residual covariance matrix. SD: standard 
deviation CI: confidence interval; 'p-value': unadjusted two-sided p-value for test of no difference 
from 0; sema: oral semaglutide; sita: sitagliptin.
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2.7.6.28.2-1 on-treatment



 



 



 



 



 



 



 



 



 



 



 



 



 



 



 



 



 



 



 



 



 



 



 



 



 



 



 



 



 



 



 



 



 



 

2.7.6.28.2-2 on-treatment
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2.7.6.28.2-7 on-treatment



 



 



 



 



 



 



 



 



 



 



 



 



 



 



 



 



 



 



 



 



 



 



 



 



 



 



 

2.7.6.28.3

2.7.6.28.3-1 on-treatment
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2.7.6.29.1 NN9924-4224

2.7.6.29.1.1

Novo Nordisk A/S, Novo Allé, DK-2880 Bagsvaerd, Denmark
Clinical Reporting Anchor and Disclosure (1452); email address: clinicaltrials@novonordisk.com

3 mg/7 mg/14 mg

NNC0113-0217
ID

NN9924-4224
Clinicaltrials.gov identifier NCT02863419
Paediatric status EMEA-001441-PIP02-15

UTN U1111-1176-6029
IND number 114,464
EudraCT number 2015-005210-30
Japanese registration number JapicCTI-163358

PIONEER 4 – vs. GLP-1 RA
2

52

101 1
signatory investigator

, United States
, Germany

12 101
5 5

3 3
8 8

9 9
9 9

4 4
9 9
5 5
5 5
3 3

2 2
39 38



 

 

2016 8 10
2017 8 19
2018 3 30

3a

Cut-off date
2018 5 30

2018 11 07

SGLT2 2
GLP-1

14 mg
+SGLT2 2 14 mg

3a PIONEER

! 2 +SGLT2
14 mg 1 1 1.8 mg 1 1

1 1

! 2 +SGLT2
14 mg 1 1 1.8 mg 1 1

1 1
! 2 +SGLT2

14 mg 1 1 1.8 mg 1 1
1 1

Estimand
2 estimand estimand estimand

estimand
estimand

estimand estimand estimand
estimand

estimand
14 mg 

vs. 14 mg vs. 1.8 mg intention-to-treat ITT
estimand

estimand
14 

mg vs. 14 mg vs. 1.8 mg on-treatment
estimand



 

 

SGLT2
2 14 mg 1 1

1.8 mg 52

+SGLT2
59 2 52

5
14 mg 1.8 mg 2:2:1

3 mg
14 mg 1 1 4 0 4 3 mg 4 8

7 mg 8 52 14 mg 30
1 1

0.6 mg 1
1 1 1.2 mg 1 1.8 mg

+SGLT2

12 2 6
2

690 950 711
96.3%

1
——————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema 14 mg   Lira 1.8 mg     Placebo Total     
N (%) N (%) N (%) N (%)   

——————————————————————————————————————————————————————————————————————————————————————————————————
Screened 950
  Screening failures 239 (25.2)
Randomised 285 284 142 711
  Exposed 285 ( 100) 284 ( 100) 142 ( 100)    711 ( 100)
Analysis sets
  Full analysis set 285 ( 100) 284 ( 100) 142 ( 100)    711 ( 100)
  Safety analysis set 285 ( 100) 284 ( 100) 142 ( 100)    711 ( 100)
  Per protocol analysis set 259 (90.9) 261 (91.9) 130 (91.5)    650 (91.4)
Treatment completers [1] 241 (84.6) 248 (87.3) 125 (88.0)    614 (86.4)
  Without rescue medication 223 (78.2) 231 (81.3) 83 (58.5)    537 (75.5)
  With rescue medication 18 ( 6.3) 17 ( 6.0) 42 (29.6)     77 (10.8)
Premature trial product 44 (15.4) 36 (12.7) 17 (12.0)     97 (13.6)
    discontinuation primary reason
  Exposed



 

 

    Adverse event(s) 33 (11.6) 27 ( 9.5) 6 ( 4.2)     66 ( 9.3)
    Violation of inclusion and/or 1 ( 0.4) 0 0 1 ( 0.1)

exclusion criteria
    Intention of becoming pregnant 0 0 0 0
    Participation in another 0 1 ( 0.4) 0 1 ( 0.1)

clinical trial [2]
    Calcitonin value >=100 ng/L 0 0 0 0
    Subject withdrawal from trial 3 ( 1.1) 3 ( 1.1) 3 ( 2.1) 9 ( 1.3)
    Pregnancy 0 0 0 0
    Other 7 ( 2.5) 5 ( 1.8) 8 ( 5.6)     20 ( 2.8)
Trial completers [3] 277 (97.2) 274 (96.5) 134 (94.4)    685 (96.3)
  Completed treatment 241 (84.6) 248 (87.3) 124 (87.3)    613 (86.2)
  Discontinued trial product 36 (12.6) 26 ( 9.2) 10 ( 7.0)     72 (10.1)
Withdrawal from trial - primary reason    8 ( 2.8) 10 ( 3.5) 8 ( 5.6)     26 ( 3.7)
  Lost to follow-up 0 1 ( 0.4) 4 ( 2.8) 5 ( 0.7)
  Withdrawal by subject 5 ( 1.8) 5 ( 1.8) 3 ( 2.1)     13 ( 1.8)
  Other 3 ( 1.1) 4 ( 1.4) 1 ( 0.7) 8 ( 1.1)
    Died 3 ( 1.1) 4 ( 1.4) 1 ( 0.7) 8 ( 1.1)
——————————————————————————————————————————————————————————————————————————————————————————————————
'[1]': subjects who completed treatment with trial product according to the end-of-trial form; 
'[2]': simultaneous participation in any other clinical trial receiving an investigational 
medicinal product; '[3]': subjects who attended the final scheduled visit; 'primary reason': 
according to the end-of-trial form; 'Rescue medication': use of new anti-diabetic medication as 
add-on to trial product and used for more than 21 days with the initiation at or after 
randomisation and before last day on trial product, and/or intensification of anti-diabetic 
medication (a more than 20% increase in dose relative to baseline) for more than 21 days with the 
intensification at or after randomisation and before last day on trial product; N: number of 
subjects; %: proportion of randomised subjects except for screening failures where it is 
proportion of screened subjects.  
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——————————————————————————————————————————————————————————————————————————————————————————————————
                                          Oral sema     Lira                                        
                                          14 mg         1.8 mg        Placebo       Total           
                                            N (%)         N (%)         N (%)        N  (%)         
——————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects                        285           284           142           711             
Age group (years)                                                                                   
  N                                       285 ( 100)    284 ( 100)    142 ( 100)    711 ( 100)      
  18 <= to < 65                           232 (81.4)    220 (77.5)    109 (76.8)    561 (78.9)      
  65 <= to < 75                            48 (16.8)     56 (19.7)     27 (19.0)    131 (18.4)      
  75 <= to < 85                             5 ( 1.8)      8 ( 2.8)      6 ( 4.2)     19 ( 2.7)      
  85 <=                                     0             0             0             0             
Sex                                                                                                 
  N                                       285 ( 100)    284 ( 100)    142 ( 100)    711 ( 100)      
  Female                                  138 (48.4)    135 (47.5)     68 (47.9)    341 (48.0)      
  Male                                    147 (51.6)    149 (52.5)     74 (52.1)    370 (52.0)      
Race                                                                                                
  N                                       285 ( 100)    284 ( 100)    142 ( 100)    711 ( 100)      
  White                                   208 (73.0)    212 (74.6)     99 (69.7)    519 (73.0)      
  Black or African American                12 ( 4.2)      9 ( 3.2)      8 ( 5.6)     29 ( 4.1)      
  Asian                                    39 (13.7)     36 (12.7)     19 (13.4)     94 (13.2)      
  American Indian or Alaska Native          0             1 ( 0.4)      1 ( 0.7)      2 ( 0.3)      
  Native Hawaiian or other Pacific          0             1 ( 0.4)      0             1 ( 0.1)      
  Islander                                                                                          
  Other                                     3 ( 1.1)      8 ( 2.8)      3 ( 2.1)     14 ( 2.0)      
  NA*                                      23 ( 8.1)     17 ( 6.0)     12 ( 8.5)     52 ( 7.3)      
Renal function, eGFR (mL/min/1.73m^2)                                                               
  N                                       285 ( 100)    284 ( 100)    142 ( 100)    711 ( 100)      
  Normal (90 <= ) 205 (71.9)    200 (70.4)     94 (66.2)    499 (70.2)      
  Mild RI (60 <= to < 90)  78 (27.4)     81 (28.5)     48 (33.8)    207 (29.1)      
  Moderate RI (30 <= to < 60)   2 ( 0.7)      2 ( 0.7)      0             4 ( 0.6)      
  Severe RI (15 <= to < 30)   0             1 ( 0.4)      0             1 ( 0.1)      
  End-stage renal disease ( < 15)   0             0             0             0             
——————————————————————————————————————————————————————————————————————————————————————————————————
                                        Oral sema     Lira                                        
                                        14 mg         1.8 mg        Placebo       Total           
                                         Mean (SD)     Mean (SD)     Mean (SD)     Mean (SD)        
——————————————————————————————————————————————————————————————————————————————————————————————————
Age (years)                                56 (  10)     56 (  10)     57 (  10)     56 (  10)      
HbA1c (%)                                 8.0 ( 0.7)    8.0 ( 0.7)    7.9 ( 0.7)    8.0 ( 0.7)      
HbA1c (mmol/mol)                           64 (   8)     64 (   7)     63 (   8)     64 (   8)      
Fasting plasma glucose (mmol/L)          9.27 (2.23)   9.30 (2.22)   9.25 (2.27)   9.28 (2.23)      
Fasting plasma glucose (mg/dL)          167.1 (40.2)  167.6 (40.0)  166.7 (40.9)  167.2 (40.2)      
Duration of diabetes (years)              7.8 ( 5.7)    7.3 ( 5.3)    7.8 ( 5.5)    7.6 ( 5.5)      
Body weight (kg)                         92.9 (20.6)   95.5 (21.9)   93.2 (20.0)  94.0 (21.0)      
Body mass index (kg/m^2)                 32.5 ( 5.9)   33.4 ( 6.7)   32.9 ( 6.1)   33.0 ( 6.3)      
Waist circumference (cm)                108.3 (14.3)  109.1 (15.1)  108.0 (13.6)  108.6 (14.4)      
——————————————————————————————————————————————————————————————————————————————————————————————————
NA*: race is recorded as 'NA' for South Africa; CKD-EPI: Chronic Kidney Disease Epidemiology 
Collaboration, eGFR: estimated glomerular filtration rate, N: number of subjects, RI: renal 
impairment, SD: standard deviation, %: proportion of subjects.     

52 +SGLT2
2 1.8 mg

14 mg 2 estimand estimand estimand
estimand ITT estimand

1.8 mg 14 mg estimand on-treatment

estimand

+SGLT2



 
  

 

2
1.8 mg 14 mg

3

HbA1c 26
! estimand +SGLT2

HbA1c
14 mg 1.8 mg 14 mg

1.8 mg 14 mg

HbA1c 52
! HbA1c 1.8 mg

14 mg 2 estimand

26 52 HbA1c 14 mg
estimand estimand estimand

1.8 mg 26
estimand estimand 52 estimand

! HbA1c 14 mg 1.8 mg

26 52 ADA AACE HbA1c
2

1.8 mg 14 mg
26 52 14 mg

AACE HbA1c 52 1%
HbA1c 3% 26 52

1.8 mg 14 mg

26 52
14 mg 1.8 mg

14 mg 14 mg
1.8 mg

26 52
14 mg 52 1.8 mg

14 mg
26 7

1.8 mg 14 mg
52 7

1.8 mg 14 mg



 

 

3
——————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema 14 mg    Lira 1.8 mg Placebo     
——————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects                                  285 284 142 

HbA1c (%) – primary endpoint
Baseline (mean (SD)) [1] 8.0 (0.7) 8.0 (0.7) 7.9 (0.7)   

Treatment policy estimand [2]
Change at week 26 (%-points)                      -1.2               -1.1 -0.2

  ETD (%-points [95% CI])
   Oral sema 14 mg - Lira 1.8 mg (non-inferiority) -0.1 [-0.3 ; 0.0], p-value: <0.0001     
   Oral sema 14 mg - Lira 1.8 mg (superiority)      -0.1 [-0.3 ; 0.0], p-value: 0.0645
   Oral sema 14 mg – Placebo (superiority)         -1.1 [-1.2 ; -0.9], p-value: <0.0001   

Hypothetical estimand [2]
Change at week 26 (%-points)                      -1.3               -1.1             -0.1

  ETD (%-points [95% CI])
   Oral sema 14 mg - Lira 1.8 mg (non-inferiority)  -0.2 [-0.3 ; -0.1], p-value: <0.0001
   Oral sema 14 mg - Lira 1.8 mg (superiority)      -0.2 [-0.3 ; -0.1], p-value: 0.0056     
   Oral sema 14 mg – Placebo (superiority)          -1.2 [-1.4 ; -1.0], p-value: <0.0001

Treatment policy estimand [2]
Change at week 52 (%-points) -1.2 -0.9 -0.2

  ETD (%-points [95% CI])
   Oral sema 14 mg - Lira 1.8 mg -0.3 [-0.5 ; -0.1], p-value: 0.0002
   Oral sema 14 mg – Placebo -1.0 [-1.2 ; -0.8], p-value: <0.0001

Hypothetical estimand [2]
Change at week 52 (%-points) -1.2 -0.9 0.2

  ETD (%-points [95% CI])
   Oral sema 14 mg - Lira 1.8 mg -0.3 [-0.4 ; -0.1], p-value: 0.0012
   Oral sema 14 mg – Placebo -1.4 [-1.6 ; -1.2], p-value: <0.0001

Other secondary endpoints –
  treatment policy estimand – week 52
Subjects (%) achieving HbA1c <7% [1]      60.7 55.0 15.0
Estimated odds ratio [95% CI] [2]

  Oral sema 14 mg / Lira 1.8 mg 1.33 [0.93 ;  1.91], p-value: 0.1193
  Oral sema 14 mg / Placebo 11.36 [6.40 ; 20.19], p-value: <0.0001

Subjects (%) achieving HbA1c =<6.5% [1] 43.3 32.7 3.8    
Estimated odds ratio [95% CI] [2]

  Oral sema 14 mg / Lira 1.8 mg 1.63 [1.13 ;  2.33], p-value: 0.0084
  Oral sema 14 mg / Placebo 21.38 [8.36 ; 54.63], p-value: <0.0001

Subjects (%) achieving HbA1c <7.0% 
  without hypoglycaemia [3] and without 
  body weight gain [1] 56.4 48.3 11.3    
Estimated odds ratio [95% CI] [2]

  Oral sema 14 mg / Lira 1.8 mg 1.39 [0.98 ;  1.97], p-value: 0.0680
  Oral sema 14 mg / Placebo 12.58 [6.79 ; 23.28], p-value: <0.0001

Subjects (%) achieving HbA1c reduction 
  >=1%-point and weight loss >=3% [1]     43.6 28.6 6.8
Estimated odds ratio [95% CI] [2]

  Oral sema 14 mg / Lira 1.8 mg 1.94 [1.35 ;  2.78], p-value: 0.0003
  Oral sema 14 mg / Placebo 10.44 [5.08 ; 21.44], p-value: <0.0001

Fasting plasma glucose (mmol/L)
Baseline (mean (SD)) [1] 9.27 (2.23) 9.30 (2.22) 9.25 (2.27)  
Change at week 52 (mmol/L) [2]     -1.88 -1.47 -0.70

  ETD (mmol/L [95% CI])
   Oral sema 14 mg - Lira 1.8 mg -0.41 [-0.74 ; -0.08], p-value: 0.0136
   Oral sema 14 mg - Placebo -1.19 [-1.58 ; -0.79], p-value: <0.0001

SMPG – mean 7-point profile (mmol/L)



 
  

 

Baseline (mean (SD)) [1]                         9.04 (2.11)         9.15 (2.09)      9.11 (2.23)  
Change at week 52 (mmol/L) [2]                   -2.1                -1.6             -1.0         

  ETD (mmol/L [95% CI])
   Oral sema 14 mg - Lira 1.8 mg                  -0.5 [-0.8 ; -0.2], p-value: 0.0008     
   Oral sema 14 mg - Placebo                      -1.1 [-1.5 ; -0.8], p-value: <0.0001      

SMPG – mean post-prandial increment
  over all meals (mmol/L)                                                                  
Baseline (mean (SD)) [1]                          2.1 (1.8)           2.1 (1.9)        2.2 (1.7)   
Change at week 52 (mmol/L) [2]                   -0.5                -0.5             -0.4         

  ETD (mmol/L [95% CI])
   Oral sema 14 mg - Lira 1.8 mg                  -0.0 [-0.3 ; 0.2], p-value: 0.9277     
   Oral sema 14 mg - Placebo                      -0.1 [-0.4 ; 0.2], p-value: 0.5636                
                                                                                                 
Additional anti-diabetic medication –
  treatment policy estimand                                    
Subjects initiating treatment (N (%))[1]           39 (13.7)           29 (10.2)        46 (32.4)  

  Time to initiation (HR, [95% CI]) [2]                                     
   Oral sema 14 mg / Lira 1.8 mg                  1.17 [0.75; 1.80], p-value: 0.4915               
   Oral sema 14 mg / Placebo                      0.32 [0.21; 0.48], p-value: <0.0001               

Rescue medication – hypothetical estimand                                                        
Subjects initiating treatment (N (%))[1]           20 ( 7.0)           18 ( 6.3)        43 (30.3)  

  Time to initiation (HR, [95% CI]) [2]
   Oral sema 14 mg / Lira 1.8 mg                  1.17 [0.62; 2.22], p-value: 0.6252               
   Oral sema 14 mg / Placebo                      0.15 [0.09; 0.26], p-value: <0.0001               
——————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2]: estimated values; [3]: treatment-emergent severe or BG confirmed 
symptomatic hypoglycaemic episodes; ETD: estimated treatment difference, N: number of subjects, 
%: proportion of subjects, HR: hazard ratio.
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——————————————————————————————————————————————————————————————————————————————————————————————————
                                                  Oral sema 14 mg     Lira 1.8 mg      Placebo      



 
  

 

——————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects                                 285                 284              142 

Body weight (kg) – secondary endpoint                                                              
Baseline (mean (SD)) [1]                          92.9 (20.6)         95.5 (21.9)      93.2 (20.0)  
      
Treatment policy estimand [2]                                                                      
Change at week 26 (kg)                           -4.4                -3.1             -0.5         

  ETD (kg [95% CI])         
   Oral sema 14 mg - Lira 1.8 mg                  -1.2 [-1.9 ; -0.6], p-value: 0.0003     
   Oral sema 14 mg - Placebo                      -3.8 [-4.7 ; -3.0], p-value: <0.0001              

Hypothetical estimand [2]                                                                          
Change at week 26 (kg)                           -4.7                -3.2             -0.7

  ETD (kg [95% CI])         
   Oral sema 14 mg - Lira 1.8 mg                  -1.5 [-2.2 ; -0.9], p-value: <0.0001     
   Oral sema 14 mg - Placebo                      -4.0 [-4.8 ; -3.2], p-value: <0.0001              

Treatment policy estimand [2]                                                                      
Change at week 52 (kg)                           -4.3                -3.0             -1.0         

  ETD (kg [95% CI]) 
   Oral sema 14 mg - Lira 1.8 mg                  -1.3 [-2.1 ; -0.5], p-value: 0.0019     
   Oral sema 14 mg - Placebo                      -3.3 [-4.3 ; -2.4], p-value: <0.0001             
                                                                                                   
Hypothetical estimand [2]                                                                          
Change at week 52 (kg)                           -5.0                -3.1             -1.2         

  ETD (kg [95% CI]) 
   Oral sema 14 mg - Lira 1.8 mg                  -1.8 [-2.6 ; -1.0], p-value: <0.0001     
   Oral sema 14 mg - Placebo                      -3.8 [-4.8 ; -2.7], p-value: <0.0001              
                                                                                                   
Other secondary endpoints –
treatment policy estimand – week 52                                    
Subjects (%) achieving body weight 
   reduction >=5% [1]                             44.7                24.5             12.0
Estimated odds ratio [95% CI] [2]

  Oral sema 14 mg / Lira 1.8 mg                   2.38 [1.65 ;  3.43], p-value: <0.0001
  Oral sema 14 mg / Placebo                       5.64 [3.17 ; 10.02], p-value: <0.0001

Subjects (%) achieving body weight 
   reduction >=10% [1]                            16.4                 7.4              3.0
Estimated odds ratio [95% CI] [2]

  Oral sema 14 mg / Lira 1.8 mg                   2.31 [1.33 ;  4.01], p-value: 0.0028
  Oral sema 14 mg / Placebo                       5.74 [2.14 ; 15.36], p-value: 0.0005              

Body weight (% change)
Baseline (mean (SD)) [1]                         92.9 (20.6)         95.5 (21.9)      93.2 (20.0)  
Change at week 52 (%) [2]                        -4.8                -3.2             -0.9

  ETD (kg) [95% CI])
   Oral sema 14 mg - Lira 1.8 mg                  -1.6 [-2.5 ; -0.7], p-value: 0.0004     
   Oral sema 14 mg - Placebo                      -3.9 [-5.0 ; -2.8], p-value: <0.0001     

Body mass index (kg/m2)                                                                            
Baseline (mean (SD)) [1]                         32.5 (5.9)          33.4 (6.7)       32.9 (6.1)   
Change at week 52 (kg/m2) [2]                    -1.6                -1.1             -0.3

  ETD (kg/m2 [95% CI])                         
   Oral sema 14 mg - Lira 1.8 mg                  -0.5 [-0.8 ; -0.2], p-value: 0.0006    
   Oral sema 14 mg - Placebo                      -1.2 [-1.6 ; -0.9], p-value: <0.0001              

Waist circumference (cm)                                                                           
Baseline (mean (SD)) [1]                        108.3 (14.3)        109.1 (15.1)     108.0 (13.6)  
Change at week 52 (cm) [2]                       -4.3                -2.6             -1.7

  ETD (cm [95% CI]) 
   Oral sema 14 mg - Lira 1.8 mg                  -1.7 [-2.6 ; -0.8], p-value: 0.0002     
   Oral sema 14 mg - Placebo                      -2.7 [-3.8 ; -1.5], p-value: <0.0001              
——————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2]: estimated values; ETD: estimated treatment difference, %: proportion of 
subjects.
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——————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema 14 mg    Lira 1.8 mg Placebo
——————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects                                  285 284 142

Other endpoints – treatment policy estimand
Fasting blood lipids
Total cholesterol (mmol/L)
  Baseline (mean (SD)) [1] 4.54 (25.2) 4.52 (24.7) 4.61 (23.6)  
  Ratio to baseline at week 52 [2] 0.98 0.98  1.02  
   Estimated treatment ratio at week 52 [2]
    Oral sema 14 mg / Lira 1.8 mg 1.00 [0.97 ; 1.03], p-value: 0.9778
    Oral sema 14 mg / Placebo 0.96 [0.92 ; 0.99], p-value: 0.0162     

LDL-cholesterol (mmol/L)
  Baseline (mean (SD)) [1] 2.41 (39.1) 2.37 (45.7) 2.43 (45.4)  
  Ratio to baseline at week 52 [2] 0.99 1.00 1.06  
   Estimated treatment ratio at week 52 [2]
    Oral sema 14 mg / Lira 1.8 mg 0.99 [0.95 ; 1.05], p-value: 0.8413     
    Oral sema 14 mg / Placebo 0.94 [0.88 ; 1.00], p-value: 0.0430    

VLDL-cholesterol (mmol/L)
  Baseline (mean (SD)) [1] 0.81 (51.9) 0.83 (49.8) 0.78 (47.6)  
  Ratio to baseline at week 52 [2] 0.88 0.90 0.97
   Estimated treatment ratio at week 52 [2]
    Oral sema 14 mg / Lira 1.8 mg 0.97 [0.91 ; 1.03], p-value: 0.2917     
    Oral sema 14 mg / Placebo  0.90 [0.84 ; 0.97], p-value: 0.0087

HDL-cholesterol (mmol/L)
  Baseline (mean (SD)) [1] 1.14 (25.8) 1.14 (22.4) 1.19 (25.9)  
  Ratio to baseline at week 52 [2] 1.02 1.00 1.01 
   Estimated treatment ratio at week 52 [2]
    Oral sema 14 mg / Lira 1.8 mg 1.02 [1.00 ; 1.04], p-value: 0.0779     
    Oral sema 14 mg / Placebo 1.01 [0.99 ; 1.04], p-value: 0.3500

Triglycerides (mmol/L)
  Baseline (mean (SD)) [1]   1.85 (58.1) 1.86 (54.4) 1.79 (54.3)  
  Ratio to baseline at week 52 [2] 0.87 0.90 0.96
   Estimated treatment ratio at week 52 [2]
    Oral sema 14 mg / Lira 1.8 mg 0.96 [0.90 ; 1.03], p-value: 0.2379     
    Oral sema 14 mg / Placebo 0.90 [0.83 ; 0.98], p-value: 0.0137
——————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2]: estimated values.
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——————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema 14 mg    Lira 1.8 mg    Placebo
N    (%)           N    (%)       N    (%)

——————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects 285 284 142
Exposure time (years) - OT 281 285 143
Observation time (years) - IT 307 304 150

Overview of adverse events
Total number of events - OT 229 (80.4) 211 (74.3) 95 (66.9)
Serious adverse events - OT 31 (10.9) 22 ( 7.7) 15 (10.6)
Non-serious adverse events - OT 227 (79.6) 208 (73.2) 91 (64.1)
Severe - OT 23 ( 8.1) 22 ( 7.7) 7 ( 4.9)



 

 

Probable related to Oral sema/Placebo [1] - OT    48 (16.8) 45 (15.8) 8 ( 5.6)    
Probable related to Lira/Placebo [1] - OT 48 (16.8) 54 (19.0) 8 ( 5.6)
Fatal - IT 3 ( 1.1) 4 ( 1.4) 1 ( 0.7)
Drug withdrawn - OT 31 (10.9) 26 ( 9.2) 5 ( 3.5)

Safety focus areas [2]
Gastrointestinal disorders - OT 125 (43.9) 97 (34.2) 34 (23.9)
Renal disorders - OT 1 ( 0.4) 3 ( 1.1) 0
Hepatic disorders - OT 9 ( 3.2) 15 ( 5.3) 3 ( 2.1)
Gallbladder-related disorders - OT 5 ( 1.8)    5 ( 1.8) 1 ( 0.7)
Pancreatitis - OT 0 1 ( 0.4) 1 ( 0.7)
Cardiovascular disorders - IT 18 ( 6.3) 17 ( 6.0) 6 ( 4.2)
Neoplasms - IT 22 ( 7.7) 22 ( 7.7) 4 ( 2.8)
Malignant neoplasms - IT 5 ( 1.8) 4 ( 1.4) 0
Diabetic retinopathy [3] - IT 8 ( 2.8) 4 ( 1.4) 2 ( 1.4)
Lactic acidosis - OT 0 0 0
Immunogenicity - OT 5 ( 1.8) 12 ( 4.2) 3 ( 2.1)
Rare events - IT 14 ( 4.9) 10 ( 3.5) 1 ( 0.7)
Overdose - OT 1 ( 0.4) 1 ( 0.4) 1 ( 0.7)
Medication errors - OT 1 ( 0.4) 1 ( 0.4) 1 ( 0.7)
Abuse and misuse – OT 0 0 0
Susp. trans. of infectious agent – OT 0 0 0

——————————————————————————————————————————————————————————————————————————————————————————————————
[1]: related as judged by the investigator; [2]: based on pre-defined MedDRA searches among
investigator reported adverse events; [3]: diabetic retinopathy and related complications
N: number of subjects with at least one event; %: proportion of subjects with at least one event;
OT: on-treatment (= treatment emergent); IT: in-trial; Susp. trans.: suspected transmission.    

1.8 mg
14 mg 7

ADA

7
——————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema 14 mg    Lira 1.8 mg    Placebo
N    (%)           N    (%)       N    (%)

——————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects 285 284 142
Exposure time (years) 281 285 143

Severe or BG-confirmed symptomatic [1] 2 ( 0.7) 7 ( 2.5) 3 ( 2.1)

ADA classification [1] 27 ( 9.5) 39 (13.7) 8 ( 5.6)
  Severe 0 0 0
[1]: observed values; BG-confirmed: hypoglycaemic episode with a plasma glucose value < 3.1 mmol/L 
(56 mg/dL); N: number of subjects with at least one episode; %: proportion of subjects with at 
least one episode; ADA: American Diabetes Association.

14 mg 1.8 mg
8 52

14 mg 14 mg
1.8 mg
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——————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema 14 mg    Lira 1.8 mg    Placebo
——————————————————————————————————————————————————————————————————————————————————————————————————
Amylase (U/L) – OT
Baseline (geometric mean (CV)) [1]                50 (47.0)          48 (45.1)      51 (49.0)



 

 

Ratio to baseline at week 52 [2] 1.14 1.09 0.99
  Estimated treatment ratio at week 52 [2]
   Oral sema 14 mg / Lira 1.8 mg 1.04 [1.00; 1.09], p-value:  0.640 
   Oral sema 14 mg / Placebo 1.15 [1.09; 1.22], p-value: <0.0001

Lipase (U/L) – OT
Baseline (geometric mean (CV)) [1] 36 (70.8) 34 (67.0) 33 (67.0)
Ratio to baseline at week 52 [2] 1.30 1.30 0.94

  Estimated treatment ratio at week 52 [2]
   Oral sema 14 mg / Lira 1.8 mg 1.00 [0.92; 1.08], p-value:  0.9587
   Oral sema 14 mg / Placebo 1.38 [1.25; 1.53], p-value: <0.0001
[1]: observed values; [2] estimated values; Ratios to baseline were analysed using a mixed model  
for repeated measurements model with treatment, strata, and region as categorical fixed effects 
and baseline value as covariate, all nested within visit, and an unstructured residual covariance 
matrix. The ratio to baseline and the corresponding baseline value were log-transformed prior to 
analysis.     

52 14 mg 1.8 mg
14 mg

9
52 14 mg 1.8 mg

52 14 mg 2
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——————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema 14 mg    Lira 1.8 mg    Placebo
——————————————————————————————————————————————————————————————————————————————————————————————————
Systolic blood pressure (mmHg) – OT
Baseline (Mean (SD)) [1]                  132 (13)           132 (14)       132 (13)
Change at week 52 [2]                      -3                 -3             -0

  ETD (mmHg [95% CI])
   Oral sema 14 mg - Lira 1.8 mg            -0 [-3 ;  2], p value: 0.6350
   Oral sema 14 mg – Placebo                -3 [-6 ; -1], p value: 0.0146

Diastolic blood pressure (mmHg) – OT
Baseline (Mean (SD)) [1] 80 ( 8)      80 ( 9) 80 (9)
Change at week 52 [2] -1 -1 1

  ETD (mmHg [95% CI])
   Oral sema 14 mg - Lira 1.8 mg -0 [-1 ;  1], p-value: 0.9314
   Oral sema 14 mg – Placebo -2 [-3 ; -0], p-value: 0.0178

Pulse rate (beats/min) – OT
Baseline (Mean (SD)) [1] 74 (10) 75 (10) 74 (11)   
Change at week 52 [2] 2 3 0

  ETD (beats/min [95% CI])
   Oral sema 14 mg - Lira 1.8 mg -1 [-3 ; 0], p-value: 0.0649
   Oral sema 14 mg – Placebo 2 [-0 ; 3], p-value: 0.0624
[1]: observed values; [2] estimated values; Changes from baseline were analysed using a mixed     
model for repeated measurements model with treatment, strata, and region as categorical fixed 
effects and baseline value as covariate, all nested within visit, and an unstructured residual 
covariance matrix; ETD: estimated treatment difference.
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2.7.6.29.2

2.7.6.29.2-1 on-treatment

_____________________________________________________________________________________________________________________________________________

Oral sema 14 mg Lira 1.8 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
Number of subjects 285 284 142

Exposure time (years) 281 285 143

Events 229 (80.4)   973  347   211 (74.3)   927  325    95 (66.9)   300  210

125 (43.9)   312  111    97 (34.2)   238   83    34 (23.9)    49   34
  56 (19.6)    70   25    51 (18.0)    67   23     5 ( 3.5)     5    3
  43 (15.1)    59   21    31 (10.9)    42   15    11 ( 7.7)    11    8
  25 ( 8.8)    29   10    13 ( 4.6)    24    8     3 ( 2.1)     3    2
  22 ( 7.7)    23    8    11 ( 3.9)    12    4     4 ( 2.8)     4    3
  16 ( 5.6)    26    9    12 ( 4.2)    13    5     0
  16 ( 5.6)    16    6     6 ( 2.1)     6    2     3 ( 2.1)     3    2
  10 ( 3.5)    10    4     6 ( 2.1)     8    3     3 ( 2.1)     3    2
  8 ( 2.8)     8    3     4 ( 1.4)     4    1     0
  7 ( 2.5)     9    3     4 ( 1.4)     5    2     2 ( 1.4)     2    1
  7 ( 2.5)     7    2     2 ( 0.7)     2    1     3 ( 2.1)     4    3
  6 ( 2.1)     8    3     3 ( 1.1)     4    1     0
  6 ( 2.1)     6    2     1 ( 0.4)     1    0     0
  6 ( 2.1)     7    2     5 ( 1.8)     5    2     3 ( 2.1)     3    2
  6 ( 2.1)     6    2    10 ( 3.5)    11    4     1 ( 0.7)     1    1
  4 ( 1.4)     4    1     1 ( 0.4)     1    0     0
  3 ( 1.1)     3    1     1 ( 0.4)     1    0     0
  3 ( 1.1)     3    1     0 0
  2 ( 0.7)     2    1     0 0
  2 ( 0.7)     2    1     0 0
                                        2 ( 0.7)     3    1     3 ( 1.1)     3    1     2 ( 1.4)     2    1
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
                                1 ( 0.4)     1    0     1 ( 0.4)     1    0     1 ( 0.7)     1    1
  1 ( 0.4)     1    0     0 0
   1 ( 0.4)     1    0     0 0
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1
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Adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 14 mg Lira 1.8 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
  1 ( 0.4)     1   0     2 ( 0.7)     2    1     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 2 ( 0.7)     2    1     0
  0 1 ( 0.4)     1    0     1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0 2 ( 0.7)     2    1     0
  0 1 ( 0.4)     1    0     0
                                      0                       0                       1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
                                      0                       0                       1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
                                      0                       0                       1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
                                      0                       0                       1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     2    1     0
  0 1 ( 0.4)     1    0     0
      0 1 ( 0.4)     1    0     1 ( 0.7)     1    1

 114 (40.0)   197   70   110 (38.7)   202   71    42 (29.6)    63   44
  41 (14.4)    60   21    37 (13.0)    59   21    15 (10.6)    18   13
  14 ( 4.9)    15    5    12 ( 4.2)    12    4     5 ( 3.5)     6    4
  14 ( 4.9)    21    7    11 ( 3.9)    13    5     4 ( 2.8)     4    3
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:19:20 - t_summary_ae_4224.sas/t_sum_gen_soc_ot_4224.txt



 

Adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 14 mg Lira 1.8 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%) E    R

_____________________________________________________________________________________________________________________________________________
  12 ( 4.2)    12    4    13 ( 4.6)    14    5     4 ( 2.8)     4    3
  8 ( 2.8)     8    3    12 ( 4.2)    13    5     1 ( 0.7)     1    1
  6 ( 2.1)     7    2     3 ( 1.1)     3    1     1 ( 0.7)     1    1
  5 ( 1.8)     6    2     5 ( 1.8)    15    5     1 ( 0.7)     1    1
  5 ( 1.8)     5    2     1 ( 0.4)     1   0     2 ( 1.4)     2    1
  5 ( 1.8)     5    2     7 ( 2.5)     7    2     1 ( 0.7)     1    1
  3 ( 1.1)     4    1    4 ( 1.4)     5    2     4 ( 2.8)     4    3
  3 ( 1.1)     3    1     0 0
  3 ( 1.1)     3    1     1 ( 0.4)     1    0     1 ( 0.7)     1    1
  3 ( 1.1)     3    1     3 ( 1.1)     3    1     0
  3 ( 1.1)     4    1     2 ( 0.7)     2    1     1 ( 0.7)     1    1
  2 ( 0.7)     2    1     0 0
  2 ( 0.7)     2    1     3 ( 1.1)     3    1     0
  2 ( 0.7)     2    1     0 0
  2 ( 0.7)     3    1     2 ( 0.7)     2    1     0
  2 ( 0.7)     2    1     2 ( 0.7)     2    1     2 ( 1.4)     2    1
  2 ( 0.7)     2    1     2 ( 0.7)     2    1     0
  2 ( 0.7)     2    1     0 1 ( 0.7)     1    1
  1 ( 0.4)     1    0     2 ( 0.7)     2    1     0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0  0
  1 ( 0.4)     1    0     0    0
  1 ( 0.4)     2    1     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0      0
  1 ( 0.4)     1    0     0 0
                                      1 ( 0.4)     1    0     2 ( 0.7)     2    1     3 ( 2.1)     3    2
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     5 ( 1.8)     6    2     0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0 0
                                  1 ( 0.4)     2    1     1 ( 0.4)     1    0     2 ( 1.4)     2    1
  1 ( 0.4)     1    0     0 0
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1

nn9924/nn9924-exploratory/susot004_20190515_er
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Adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________
                                                                                                                                             
                                          Oral sema 14 mg         Lira 1.8 mg             Placebo                                            
                                            N   (%)      E    R     N   (%)      E    R     N   (%)      E    R                              
_____________________________________________________________________________________________________________________________________________
                                      1 ( 0.4)     1    0     1 ( 0.4)     1    0     0                                                
                              1 ( 0.4)     1    0     0                       0                                                
                                      1 ( 0.4)     3    1     0                       0                                                
                                1 ( 0.4)     1    0     1 ( 0.4)     1    0     0                                                
                                      1 ( 0.4)     1    0     0                       0                                                
                                      1 ( 0.4)     1    0     1 ( 0.4)     1    0     0                                                
                            0                       1 ( 0.4)     1    0     0                                                
                            0                       1 ( 0.4)     1    0     0                                                
                                0                       1 ( 0.4)     3    1     0                                                
        0                       1 ( 0.4)     1    0     0                                                
                                0                       1 ( 0.4)     1    0     0                                                
                              0                       1 ( 0.4)     1    0     0                                                
                        0                       1 ( 0.4)     1    0     0                                                
                          0                       1 ( 0.4)     1    0     0                                                
                                0                       3 ( 1.1)     5    2     0                                                
                                      0                       3 ( 1.1)     3    1     0                                                
                                0                       2 ( 0.7)     2    1     1 ( 0.7)     1    1                              
                                  0                       0                       1 ( 0.7)     1    1                              
                                      0                       2 ( 0.7)     2    1     2 ( 1.4)     2    1                              
                                      0                       0                       1 ( 0.7)     1    1                              
                                    0                       1 ( 0.4)     1    0     0                                                
                                    0                       1 ( 0.4)     1    0     1 ( 0.7)     1    1                              
                                0                       0                       1 ( 0.7)     1    1                              
                            0                       0                       1 ( 0.7)     1    1                              
                                      0                       1 ( 0.4)     1    0     0                                                
                                0                       0                       1 ( 0.7)     1    1                              
                                0                       3 ( 1.1)     3    1     0                                                
                                0                       0                       1 ( 0.7)     1    1                              
                              0                       0                       1 ( 0.7)     1    1                              
                                                                                                                                             

                                 50 (17.5)    60   21    32 (11.3)    46   16    19 (13.4)    29   20                              
                                       27 ( 9.5)    33   12    17 ( 6.0)    24    8     9 ( 6.3)    13    9                              
                                7 ( 2.5)     7    2     8 ( 2.8)     9    3     0                                                
                      4 ( 1.4)     4    1     0                       1 ( 0.7)     1    1                              
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.                                                                                                              
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.                                                                                                                           
MedDRA version 20.1                                                                                                                          
                                                                                               nn9924/nn9924-exploratory/susot004_20190515_er
                                                                         21MAY2019:11:19:20 - t_summary_ae_4224.sas/t_sum_gen_soc_ot_4224.txt



 

Adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 14 mg Lira 1.8 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%) E    R

_____________________________________________________________________________________________________________________________________________
  3 ( 1.1)     3    1     0 3 ( 2.1)     4    3
  2 ( 0.7)     2    1    0 0
  2 ( 0.7)     2    1     0 0
  2 ( 0.7)     2    1     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     1 ( 0.7)     1    1
  1 ( 0.4)     1    0     2 ( 0.7)     2    1     1 ( 0.7)     1    1
  1 ( 0.4)     1    0     0    0
  1 ( 0.4)     1    0     2 ( 0.7)     2    1     0
  1 ( 0.4)     1    0     0 0
  0 1 ( 0.4)     1    0     0
  0 0 1 ( 0.7)     1    1
  0 0 1 ( 0.7)     1    1
  0 0    1 ( 0.7)     1    1
  0 0 1 ( 0.7)     1    1
                                  0                       1 ( 0.4)     1    0     0
  0 0 1 ( 0.7)     1    1
  0 0    1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 0    1 ( 0.7)     1    1
  0 0    1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
                        0                       0                       1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0

 47 (16.5)    69   25    47 (16.5)    75   26    19 (13.4)    23   16
  11 ( 3.9)    13    5    18 ( 6.3)    20    7     5 ( 3.5)     6    4
  6 ( 2.1)     6    2     4 ( 1.4)    10    4     5 ( 3.5)     8    6
  5 ( 1.8)     5    2     4 ( 1.4)     4    1     1 ( 0.7)     1    1
  4 ( 1.4)     4    1     7 ( 2.5)     9    3     1 ( 0.7)     1    1
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:19:20 - t_summary_ae_4224.sas/t_sum_gen_soc_ot_4224.txt



 

Adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________
                                                                                                                                             
                                          Oral sema 14 mg         Lira 1.8 mg             Placebo                                            
                                            N   (%)      E    R     N   (%)      E    R     N   (%)      E    R                              
_____________________________________________________________________________________________________________________________________________
                                        4 ( 1.4)     4    1     0                       0                                                
                            3 ( 1.1)     3    1     1 ( 0.4)     1    0     0                                                
                                3 ( 1.1)     3    1     3 ( 1.1)     3    1     1 ( 0.7)     1    1                              
                                    2 ( 0.7)     2    1     1 ( 0.4)     1    0     1 ( 0.7)     1    1                              
                                      2 ( 0.7)     2    1     0                       0                                                
                                      2 ( 0.7)     2    1     5 ( 1.8)     5    2     1 ( 0.7)     1    1                              
                                      2 ( 0.7)     2    1     4 ( 1.4)     4    1     1 ( 0.7)     1    1                              
                                      2 ( 0.7)     3    1     1 ( 0.4)     1    0     0                                                
                                  2 ( 0.7)     2    1     0                       0                                                
                                2 ( 0.7)     3    1     3 ( 1.1)     4    1     0                                                
                                1 ( 0.4)     1    0     0                       0                                                
                              1 ( 0.4)     1    0     0                       0                                                
                                    1 ( 0.4)     1    0     1 ( 0.4)     1    0     0                                                
                                  1 ( 0.4)     1    0     0                       0                                                
                                1 ( 0.4)     1    0     0                       0                                                
                                      1 ( 0.4)     1    0     0                       0                                                
                          1 ( 0.4)     1    0     0                       0                                                
                                        1 ( 0.4)     1   0     0                       0                                                
                                      1 ( 0.4)     1    0     0                       0                                                
                                  1 ( 0.4)     1    0     0                       0                                                
                                    1 ( 0.4)     1    0     0                       0                                                
                                  1 ( 0.4)     1    0     0                       0                                                
                                      1 ( 0.4)     1    0     0                       0                                                
                                      1 ( 0.4)     1    0     0                       0                                                
                                      1 ( 0.4)     1    0     0                       0                                                
                                  0                       0                       1 ( 0.7)     1    1                              
                                  0                       1 ( 0.4)     1    0     0                                                
                                  0                       1 ( 0.4)     1    0     0                                                
                                      0                       4 ( 1.4)     4    1     1 ( 0.7)     1    1                              
                                  0                       1 ( 0.4)     1    0     0                                                
                                    0                       1 ( 0.4)     3    1     0                                                
                                      0                       0                       1 ( 0.7)     1    1                              
                                  0                       1 ( 0.4)     1    0     0                                                
                                0                       1 ( 0.4)     1    0     0                                                
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.                                                                                                              
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.                                                                                                                          
MedDRA version 20.1                                                                                                                          
                                                                                               nn9924/nn9924-exploratory/susot004_20190515_er
                                                                         21MAY2019:11:19:20 - t_summary_ae_4224.sas/t_sum_gen_soc_ot_4224.txt



 

Adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________
                                                                                                                                             
                                          Oral sema 14 mg         Lira 1.8 mg             Placebo                                            
                                            N   (%)      E    R     N   (%)      E    R     N   (%)      E    R                              
_____________________________________________________________________________________________________________________________________________

                         33 (11.6)    35   12    38 (13.4)    45   16    14 ( 9.9)    20   14                              
                                   16 ( 5.6)    17    6    20 ( 7.0)    23    8     0                                                
                                    4 ( 1.4)     4    1     3 ( 1.1)     3    1     1 ( 0.7)     1    1                              
                              3 ( 1.1)     3    1     3 ( 1.1)     3    1     0                                                
                                      3 ( 1.1)     3    1     1 ( 0.4)     1    0     2 ( 1.4)     3    2                              
                                      2 ( 0.7)     2    1     0                       0                                                
                            1 ( 0.4)     1    0     1 ( 0.4)     1    0     1 ( 0.7)     1    1                              
                        1 ( 0.4)     1    0     0                       1 ( 0.7)     1    1                              
                                  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0                                                
                                  1 ( 0.4)     1    0     0                       1 ( 0.7)     1    1                              
                              1 ( 0.4)     1    0     1 ( 0.4)     1    0     0                                                
                                  1 ( 0.4)     1    0     0                       0                                                
                          0                       1 ( 0.4)     1    0     0                                                
                            0                       2 ( 0.7)     2    1     1 ( 0.7)     2    1                              
                              0                       1 ( 0.4)     1    0     1 ( 0.7)     1    1                              
                        0                       3 ( 1.1)     3    1     1 ( 0.7)     1    1                              
                              0                       2 ( 0.7)     2    1     2 ( 1.4)     4    3                              
                                    0                       2 ( 0.7)     2    1     1 ( 0.7)     1    1                              
                                        0                       0                       1 ( 0.7)     1    1                              
                                        0                       0                       1 ( 0.7)     2    1                              
                                      0                       0                       1 ( 0.7)     1    1                              
                        0                       1 ( 0.4)     1    0     0                                                
                                                                                                                                             

                                   32 (11.2)    43   15    34 (12.0)    46   16    23 (16.2)    36   25                              
                               11 ( 3.9)    13    5    10 ( 3.5)    12    4     2 ( 1.4)     2    1                              
                              5 ( 1.8)     5    2     2 ( 0.7)     2    1     0                                                
                                    5 ( 1.8)     5    2     2 ( 0.7)     2    1     0                                                
                                  3 ( 1.1)     3    1     1 ( 0.4)     1    0     0                                                
            2 ( 0.7)     2    1     4 ( 1.4)     4    1     1 ( 0.7)    1    1                              
                                    2 ( 0.7)     2    1     0                       0                                                
                                1 ( 0.4)     1    0     0                       0                                                
        1 ( 0.4)     1    0     1 ( 0.4)     1    0     2 ( 1.4)     2    1                              
                      1 ( 0.4)     1    0     0                       5 ( 3.5)     5    3                              
                                  1 ( 0.4)     1    0     0                       0                                                
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.                                                                                                              
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.                                                                                                                           
MedDRA version 20.1                                                                                                                          
                                                                                               nn9924/nn9924-exploratory/susot004_20190515_er
                                                                         21MAY2019:11:19:20 - t_summary_ae_4224.sas/t_sum_gen_soc_ot_4224.txt



 

Adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 14 mg Lira 1.8 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R   

_____________________________________________________________________________________________________________________________________________
  1 ( 0.4)     2    1     1 ( 0.4)     1    0    0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0     0
                        1 ( 0.4)     1    0     1 ( 0.4)     1    0     1 ( 0.7)     1    1
  1 ( 0.4)     1    0    1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  0   0 1 ( 0.7)     1    1
      0 2 ( 0.7)     2    1     1 ( 0.7)     2    1
  
  0 1 ( 0.4)     1    0     0
  0 2 ( 0.7)     2    1     0
  0 1 ( 0.4)     1    0     2 ( 1.4)     2    1
  0 0 1 ( 0.7)     1    1
  0 2 ( 0.7)     2    1     0
  0 0 1 ( 0.7)     1    1
  0 2 ( 0.7)     2    1     0
  0 2 ( 0.7)     2    1     9 ( 6.3)    10    7
  0 1 ( 0.4)     1    0     1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0 0 1 ( 0.7)     1   1
  0 1 ( 0.4)     1    0     0
  0 2 ( 0.7)     2    1     1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     2 ( 1.4)     2    1
  0 0 1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0      1 ( 0.4)     1    0     1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0 0    1 ( 0.7)     1    1

     27 ( 9.5)    35   12    17 ( 6.0)    22    8    10 ( 7.0)    13    9
  8 ( 2.8)     8    3     1 ( 0.4)     1    0     3 ( 2.1)     3    2
  7 ( 2.5)     7    2     5 ( 1.8)     5    2     2 ( 1.4)     2    1
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:19:20 - t_summary_ae_4224.sas/t_sum_gen_soc_ot_4224.txt



 

Adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 14 mg Lira 1.8 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
  3 ( 1.1)     3    1     1 ( 0.4)     1    0     0
  2 ( 0.7)     2    1   1 ( 0.4)     1    0     0
  2 ( 0.7)     2    1     1 ( 0.4)     2    1     0
  2 ( 0.7)     4    1     2 ( 0.7)     2    1     1 ( 0.7)     1    1
  2 ( 0.7)     2    1     4 ( 1.4)     4    1     1 ( 0.7)     1    1
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     2    1     0 0
                            1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0     0
  1 ( 0.4)     1    0     0     0
                                      0                       1 ( 0.4)     2    1     1 ( 0.7)     1    1
  0 0    1 ( 0.7)     2    1
  0 0    1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0 0 1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0 0 1 ( 0.7)     1    1

22 ( 7.7)    24    9    19 ( 6.7)    23    8     6 ( 4.2)     7    5
  3 ( 1.1)     3    1     0 0
  2 ( 0.7)     2    1     2 ( 0.7)     2    1     2 ( 1.4)     2    1
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     1 ( 0.7)     1    1
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     2 ( 0.7)     2    1     1 ( 0.7)     1    1
  1 ( 0.4)     1    0     3 ( 1.1)     3    1     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     2 ( 0.7)     2    1     0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0 0
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:19:20 - t_summary_ae_4224.sas/t_sum_gen_soc_ot_4224.txt



 

Adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 14 mg Lira 1.8 mg Placebo
 N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
                                  1 ( 0.4)     1    0     1 ( 0.4)     1    0     1 ( 0.7)     1    1
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
                                      0                       0                       1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
                                      0                       0                       1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1  0     0

21 ( 7.4)    24    9    39 (13.7)    51   18     5 ( 3.5)     5    3
  7 ( 2.5)     7    2     5 ( 1.8)     5    2     1 ( 0.7)     1    1
  3 ( 1.1)     3    1     1 ( 0.4)     1    0     0
  2 ( 0.7)     2    1     5 ( 1.8)     7    2     1 ( 0.7)     1    1
  2 ( 0.7)     2    1     1 ( 0.4)     1    0     1 ( 0.7)     1    1
  2 ( 0.7)     2    1     4 ( 1.4)     6    2     0
  2 ( 0.7)     4    1     2 ( 0.7)     2    1     0
  1 ( 0.4)     1    0     1 ( 0.4)     2    1     0
  1 ( 0.4)     1    0     0     0
  1 ( 0.4)     1    0     4 ( 1.4)     4    1     0
  1 ( 0.4)     1    0     3 ( 1.1)     3    1     0
  0 1 ( 0.4)     1    0     1 ( 0.7)     1    1
  0 3 ( 1.1)     3    1     1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:19:20 - t_summary_ae_4224.sas/t_sum_gen_soc_ot_4224.txt



 

Adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 14 mg Lira 1.8 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0   
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)   1    0     0
  0 3 ( 1.1)     3    1     0
  0 1 ( 0.4)     2    1     0
  0 1 ( 0.4)     1    0     0

21 ( 7.4)    30   11    21 ( 7.4)    28   10    10 ( 7.0)    13    9
  7 ( 2.5)     7    2     3 ( 1.1)     3    1     2 ( 1.4)     2    1
  6 ( 2.1)     6    2     7 ( 2.5)     7    2     3 ( 2.1)     3    2
  3 ( 1.1)     3    1     1 ( 0.4)     1    0     0
  3 ( 1.1)     3    1     2 ( 0.7)     2    1     0
  3 ( 1.1)     3    1     2 ( 0.7)     2    1     0
  2 ( 0.7)     2    1     1 ( 0.4)     1    0     1 ( 0.7)     1    1
  1 ( 0.4)     1    0     0 1 ( 0.7)     2    1
  1 ( 0.4)     1    0     0    0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0 0 1 ( 0.7)  1    1
  0 1 ( 0.4)     1    0     0
  0 0 1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0     0 1 ( 0.7)     1    1
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:19:20 - t_summary_ae_4224.sas/t_sum_gen_soc_ot_4224.txt



 

Adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 14 mg Lira 1.8 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
  0 2 ( 0.7)     2    1     0
                            0                       0                       1 ( 0.7)     1    1
     0 2 ( 0.7)     2    1     0
  0 1 ( 0.4)     1    0     0

18 ( 6.3)    23    8    19 ( 6.7)    22    8     3 ( 2.1)    3    2
  4 ( 1.4)     4    1     2 ( 0.7)     2    1     0
  2 ( 0.7)     2    1     1 ( 0.4)     1    0     0
  2 ( 0.7)     2    1     3 ( 1.1)     3    1     0
  2 ( 0.7)     2    1   1 ( 0.4)     1    0     0
  2 ( 0.7)     2    1     2 ( 0.7)     2    1     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 1 ( 0.7)     1    1
  1 ( 0.4)     1    0     2 ( 0.7)     3    1     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0     0
  1 ( 0.4)     1    0     2 ( 0.7)     2    1     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     2 ( 0.7)     2    1  0
  1 ( 0.4)     1    0     0 0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 0 1 ( 0.7)     1    1
  0 0 1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0

17 ( 6.0)    20    7    16 ( 5.6)    21    7     8 ( 5.6)     8    6
  2 ( 0.7)     3    1     1 ( 0.4)     1    0     0
  2 ( 0.7)     2    1     3 ( 1.1)     3    1     1 ( 0.7)     1    1
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.  
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:19:20 - t_summary_ae_4224.sas/t_sum_gen_soc_ot_4224.txt



 

Adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 14 mg Lira 1.8 mg    Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
                                        1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
                                        1 ( 0.4)     1    0     0                       1 ( 0.7)     1    1
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     2 ( 0.7)     2    1     0
  1 ( 0.4)     1    0     0 1 ( 0.7)     1    1
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 1 ( 0.7)     1    1
  1 ( 0.4)     1    0     2 ( 0.7)     2    1     0
  1 ( 0.4)     1    0     0 0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     2    1     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 0 1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0   0 1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 0 1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     1 ( 0.7)     1    1 

15 ( 5.3)    15    5    16 ( 5.6)    17    6     9 ( 6.3)     9    6
  7 ( 2.5)     7    2     8 ( 2.8)     8    3     7 ( 4.9)     7    5
  3 ( 1.1)     3    1    1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0 0
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:19:20 - t_summary_ae_4224.sas/t_sum_gen_soc_ot_4224.txt



 

Adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________
                                                                                                                                             
                                          Oral sema 14 mg         Lira 1.8 mg             Placebo                                            
                                            N   (%)      E    R     N   (%)      E    R     N   (%)      E    R                              
_____________________________________________________________________________________________________________________________________________
                              1 ( 0.4)     1    0     1 ( 0.4)     1    0     0                                                
                                1 ( 0.4)     1    0     0                       0                                                
                      0                       1 ( 0.4)     1    0     0                                                
                                      0                       0                       1 ( 0.7)     1    1                              
                            0                       1 ( 0.4)     1    0     0                                                
                                  0                       2 ( 0.7)     2    1     0                                                
                                      0                       0                       1 ( 0.7)     1    1                              
                                      0                       1 ( 0.4)     1    0     0                                                
                                                                                                                                             

                           13 ( 4.6)    18    6    14 ( 4.9)    16    6     4 ( 2.8)     5    3                              
                                    4 ( 1.4)     5    2     2 ( 0.7)     2    1     2 ( 1.4)     2    1                              
                                      3 ( 1.1)     3    1     2 ( 0.7)     2    1     2 ( 1.4)     2    1                              
                                    2 ( 0.7)     2    1     1 ( 0.4)     1    0     0                                                
                                      1 ( 0.4)     1    0     1 ( 0.4)     1    0     0                                                
                                      1 ( 0.4)     1    0     0                       0                                                
                                        1 ( 0.4)     1    0     0                       0                                                
                                1 ( 0.4)     1    0     0                       0                                                
                                  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0                                                
                                  1 ( 0.4)     1   0     0                       0                                                
                                        1 ( 0.4)     1    0     1 ( 0.4)     1    0     0                                                
                                      1 ( 0.4)     1    0     0                       0                                                
                                  0                       1 ( 0.4)     1    0     0                                                
                                        0                       0                       1 ( 0.7)     1    1                              
                                0                       1 ( 0.4)     2    1     0                                                
                                  0                       1 ( 0.4)     1    0     0                                                
                                      0                       1 ( 0.4)     1    0     0                                                
                              0                       1 ( 0.4)     1    0     0                                                
                                        0                       1 ( 0.4)     1    0     0                                                
                              0                       1 ( 0.4)     1    0     0                                                
                                                                                                                                             

                               11 ( 3.9)    13    5    12 ( 4.2)    16    6     1 ( 0.7)     1    1                              
                                      7 ( 2.5)     7    2     6 ( 2.1)     6    2     0                                                
                                      2 ( 0.7)     2    1     4 ( 1.4)     4    1     1 ( 0.7)     1    1                              
                            1 ( 0.4)     1    0     0                       0                                                
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.                                                                                                              
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.                                                                                                                           
MedDRA version 20.1                                                                                                                          
                                                                                               nn9924/nn9924-exploratory/susot004_20190515_er
                                                                         21MAY2019:11:19:20 - t_summary_ae_4224.sas/t_sum_gen_soc_ot_4224.txt



 

Adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 14 mg Lira 1.8 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)     E    R

_____________________________________________________________________________________________________________________________________________
  1 ( 0.4)     1    0     0      0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0 0
  0 1 ( 0.4)     1    0     0
  0   1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0

10 ( 3.5)    15    5     5 ( 1.8)     6    2     1 ( 0.7)     1    1
  2 ( 0.7)     2    1     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0    
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0    0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     2 ( 0.7)     2    1     1 ( 0.7)     1    1
  1 ( 0.4)     1    0     0 0
  0 1 ( 0.4)     1    0     0

    9 ( 3.2)     9    3    13 ( 4.6)    13    5     1 ( 0.7)     1    1
  
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0   
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1
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Adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 14 mg Lira 1.8 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0   
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1   0     0
  0 1 ( 0.4)     1    0     0
                                    0                       1 ( 0.4)     1    0     1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0  1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0   1 ( 0.4)     1    0     0

8 ( 2.8)     8    3    13 ( 4.6)    14    5     4 ( 2.8)     6    4
  3 ( 1.1)     3    1     3 ( 1.1)     3    1     1 ( 0.7)     1    1
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     2 ( 0.7)   2    1     1 ( 0.7)     1    1
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     1 ( 0.7)     1    1
  1 ( 0.4)    1    0     2 ( 0.7)     2    1     2 ( 1.4)     2    1
  1 ( 0.4)     1    0     0 0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 3 ( 1.1)     3    1     0
  0 1 ( 0.4)     1    0     0
  0 0 1 ( 0.7)     1    1

6 ( 2.1)     6    2     5 ( 1.8)     5    2     5 ( 3.5)     5    3
  3 ( 1.1)     3    1     3 ( 1.1)     3    1     3 ( 2.1)     3    2
  2 ( 0.7)     2    1     0 0
  1 ( 0.4)     1    0     0 1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     1 ( 0.7)     1  1
  0 1 ( 0.4)     1    0     0
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1
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Adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 14 mg Lira 1.8 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
5 ( 1.8)     6    2     4 ( 1.4)     4    1     0

  2 ( 0.7)     3    1     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0     0
  1 ( 0.4)     1    0     0 0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0

3 ( 1.1)     3    1     8 ( 2.8)    10    4     2 ( 1.4)     3    2
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  0 1 ( 0.4)     1    0     0
  0 0 1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 0 1 ( 0.7)     1    1
  0 2 ( 0.7)     2    1     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 2 ( 0.7)     2    1     1 ( 0.7)     1    1

3 ( 1.1)     3    1     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0

2 ( 0.7)     2    1     0    0
  1 ( 0.4)     1    0     0 0   
  1 ( 0.4)     1    0     0     0

                                  2 ( 0.7)     2    1     5 ( 1.8)     6    2     0
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1
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Adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 14 mg Lira 1.8 mg Placebo
N   (%)      E    R     N  (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 2 ( 0.7)     2    1     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0

1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0     0

_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1
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2.7.6.29.2-2 on-treatment

_____________________________________________________________________________________________________________________________________________
                                                                                                                                             
                                          Oral sema 14 mg         Lira 1.8 mg             Placebo                                            
                                            N   (%)      E    R     N   (%)      E    R     N   (%)      E    R                              
_____________________________________________________________________________________________________________________________________________
Number of subjects                        285                     284                     142                                                
                                                                                                                                             
Exposure time (years)                     281                     285                     143                                                
                                                                                                                                             
Events                                     31 (10.9)    49   17    22 ( 7.7)    28   10    15 (10.6)    20   14                              
                                                                                                                                             

                                    6 ( 2.1)     7    2     4 ( 1.4)     4    1     2 ( 1.4)     2    1                              
                                    2 ( 0.7)     2    1     1 ( 0.4)     1    0     0                                                
                                  1 ( 0.4)     1    0     0                       0                                                
                                1 ( 0.4)     1    0     0                       1 ( 0.7)     1    1                              
                              1 ( 0.4)     1    0     0                       0                                                
                                    1 ( 0.4)     1    0     1 ( 0.4)     1    0     0                                                
                          1 ( 0.4)     1    0     0                       0                                                
                                  0                       1 ( 0.4)     1    0     0                                                
                                    0                       0                       1 ( 0.7)     1    1                              
                                  0                       1 ( 0.4)     1    0     0                                                
                                                                                                                                             

                                  5 ( 1.8)     5    2     1 ( 0.4)     1    0     4 ( 2.8)     8    6                              
                                        1 ( 0.4)     1    0     0                       0                                                
                                1 ( 0.4)     1    0     0                       0                                                
                      1 ( 0.4)     1    0     0                       0                                                
                                      1 ( 0.4)     1    0     0                       0                                                
                                1 ( 0.4)     1    0     0                       0                                                
                                0                       0                       1 ( 0.7)     1    1                              
                                0                       0                       1 ( 0.7)     1    1                              
                                  0                       0                       1 ( 0.7)     1    1                              
                                  0                       1 ( 0.4)     1    0     0                                                
                                      0                       0                       1 ( 0.7)     1    1                              
                                  0                       0                       1 ( 0.7)     1    1                              
                                        0                       0                       1 ( 0.7)     1    1                              
                                  0                       0                       1 ( 0.7)     1    1                              
                                  0                       0                       1 ( 0.7)     1    1                              
                                                                                                                                             

_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.                                                                                                              
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.                                                                                                                           
MedDRA version 20.1                                                                                                                          
                                                                                               nn9924/nn9924-exploratory/susot004_20190515_er
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Serious adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________
                                                                                                                                             
                                          Oral sema 14 mg         Lira 1.8 mg             Placebo                                            
                                            N   (%)      E    R     N   (%)      E    R     N   (%)      E    R                              
_____________________________________________________________________________________________________________________________________________

    5 ( 1.8)     5    2     5 ( 1.8)     5    2     0                                                
                                                                                                                         
                                  1 ( 0.4)     1    0     0                       0                                                
                          1 ( 0.4)     1    0     0                       0                                                
                                1 ( 0.4)     1    0     0                       0                                                
                              1 ( 0.4)     1    0     0                       0                                                
                                      1 ( 0.4)     1    0     0                       0                                                
                      0                       1 ( 0.4)     1    0     0                                                
                        0                       1 ( 0.4)     1    0     0                                                
                                    0                       1 ( 0.4)     1    0     0                                                
                            0                       1 ( 0.4)     1    0     0                                                
                                        0                       1 ( 0.4)     1    0     0                                                
                                                                                                                                             

                        4 ( 1.4)     8    3     0                       1 ( 0.7)     1    1                              
                                  1 ( 0.4)     1    0     0                       0                                                
                                    1 ( 0.4)     1    0     0                       0                                                
                                        1 ( 0.4)     1    0     0                       0                                                
                                      1 ( 0.4)     1    0     0                       0                                                
                                    1 ( 0.4)     1    0     0                       0                                                
                                      1 ( 0.4)     2    1     0                       0                                                
                                      1 ( 0.4)     1    0     0                       0                                                
                                0                       0                       1 ( 0.7)     1    1                              
                                                                                                                                             

                                    3 ( 1.1)     5    2     0                       2 ( 1.4)     2    1                              
                                        1 ( 0.4)     1    0     0                       0                                                
                                        1 ( 0.4)     1    0     0                       0                                                
                                1 ( 0.4)     1    0     0                       0                                                
                                1 ( 0.4)     1    0     0                       0                                                
                                        1 ( 0.4)     1    0     0                       0                                                
                            0                       0                       1 ( 0.7)     1    1                              
                                0                       0                       1 ( 0.7)     1    1                              
                                                                                                                                             

                  3 ( 1.1)     5    2     3 ( 1.1)     3    1     1 ( 0.7)     1    1                              
                                    1 ( 0.4)     1    0     0                       0                                                
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.                                                                                                              
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.                                                                                                                           
MedDRA version 20.1                                                                                                                          
                                                                                               nn9924/nn9924-exploratory/susot004_20190515_er
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Serious adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 14 mg Lira 1.8 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
                                      0                       0                       1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0 2 ( 0.7)     2    1     0

3 ( 1.1)     3    1     3 ( 1.1)     4    1     1 ( 0.7)     1    1 
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  0 0 1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0

3 ( 1.1)     3    1     1 ( 0.4)     1   0     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0     0
  1 ( 0.4)     1    0     0 0
  0 1 ( 0.4)     1    0     0

2 ( 0.7)     2    1     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0 0

1 ( 0.4)     1    0     0 0
  0 1 ( 0.4)     1    0     0

1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0 0
  0 1 ( 0.4)     1    0     0

1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0     0 
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1
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Serious adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 14 mg Lira 1.8 mg Placebo
N   (%)      E    R     N  (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
  0   1 ( 0.4)     1    0     0

1 ( 0.4)     1    0     2 ( 0.7)     3    1     0
  1 ( 0.4)     1    0     0 0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0

1 ( 0.4)     1    0     0 1 ( 0.7)     1    1
  1 ( 0.4)     1    0     0        1 ( 0.7)     1    1

1 ( 0.4)     1    0     0      0
  1 ( 0.4)     1    0     0 0

1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0

0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0

0 2 ( 0.7)     2    1     2 ( 1.4)     2    1
  0 1 ( 0.4)     1    0     0
  0 0 1 ( 0.7)     1    1
  0 0 1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0

0 0 1 ( 0.7)     1    1
  0 0 1 ( 0.7)     1    1

0 0    1 ( 0.7)     1    1
  0 0 1 ( 0.7)     1    1

0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1
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2.7.6.29.2-3 on-treatment

_____________________________________________________________________________________________________________________________________________

Oral sema 14 mg Lira 1.8 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R   

_____________________________________________________________________________________________________________________________________________
Number of subjects 285 284     142

Exposure time (years) 281 285 143

Events 31 (10.9)    53   19    26 ( 9.2)    40   14     5 ( 3.5)     7    5

22 ( 7.7)    32   11    17 ( 6.0)    23    8     3 ( 2.1)     4    3
  13 ( 4.6)    13    5     8 ( 2.8)     8    3     0
  9 ( 3.2)    10    4     2 ( 0.7)     2    1     0
  2 ( 0.7)     2    1     0     0     
  2 ( 0.7)     2    1     4 ( 1.4)     4    1     0
  2 ( 0.7)     2    1     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     1 ( 0.7)     1    1
  1 ( 0.4)     1    0     2 ( 0.7)     2    1     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     1 ( 0.7)     1    1
  0 0 1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0 0 1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0

4 ( 1.4)     5    2     5 ( 1.8)     5    2     0
  2 ( 0.7)     2    1     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0 0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0

                          3 ( 1.1)     3    1     2 ( 0.7)     2    1     0
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1
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Adverse events leading to premature trial product discontinuation by system organ class and preferred term - on-treatment - safety analysis
set

_____________________________________________________________________________________________________________________________________________

Oral sema 14 mg Lira 1.8 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
  2 ( 0.7)     2    1     2 ( 0.7)     2    1     0
  1 ( 0.4)     1    0     0 0

2 ( 0.7)     2    1     2 ( 0.7)     2    1     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0

2 ( 0.7)     2    1     1 ( 0.4)     1    0     0     
  2 ( 0.7)     2    1     0     0
  0 1 ( 0.4)  1    0     0

1 ( 0.4)     2    1     1 ( 0.4)     1    0     0
  1 ( 0.4)     2    1     0 0
  0 1 ( 0.4)     1    0     0

   1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0

1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0

1 ( 0.4)     1    0     0 1 ( 0.7)     1    1
  1 ( 0.4)     1    0     0 0
  0 0 1 ( 0.7)     1    1

1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0 0
  0 1 ( 0.4)    1    0     0

1 ( 0.4)    1    0     0 0
  1 ( 0.4)     1    0     0 0
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1
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Adverse events leading to premature trial product discontinuation by system organ class and preferred term - on-treatment - safety analysis
set

_____________________________________________________________________________________________________________________________________________
                                                                                                                                             
                                          Oral sema 14 mg         Lira 1.8 mg             Placebo                                            
                                            N   (%)      E    R     N   (%)      E    R     N   (%)      E    R                              
_____________________________________________________________________________________________________________________________________________

                      1 ( 0.4)     1    0     1 ( 0.4)     1    0     0                                                
                                        1 ( 0.4)     1    0     0                       0                                                
                                    0                       1 ( 0.4)     1    0     0                                                
                                                                                                                                             

    1 ( 0.4)     1    0     2 ( 0.7)     2    1     0                                                
                                                                                                                         
                                      1 ( 0.4)     1    0     0                       0                                                
                        0                       1 ( 0.4)     1    0     0                                                
                                        0                       1 ( 0.4)     1    0     0                                                
                                                                                                                                             

                            0                       0                       1 ( 0.7)     1    1                              
                                0                       0                       1 ( 0.7)     1    1                              
                                                                                                                                             

                                  0                       2 ( 0.7)     2    1     1 ( 0.7)     1    1                              
                                      0                       0                       1 ( 0.7)     1    1                              
                                    0                       1 ( 0.4)     1    0     0                                                
                                0                       1 ( 0.4)     1    0     0                                                
                                                                                                                                             

_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.                                                                                                              
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.                                                                                                                           
MedDRA version 20.1                                                                                                                          
                                                                                               nn9924/nn9924-exploratory/susot004_20190515_er
                                                                          21MAY2019:11:19:28 - t_summary_ae_4224.sas/t_sum_discon_ot_4224.txt



 

2.7.6.29.2-4 on-treatment

_____________________________________________________________________________________________________________________________________________
                                                                                                                                             
                                          Oral sema 14 mg         Lira 1.8 mg             Placebo                                            
                                            N   (%)      E    R     N   (%)      E    R     N   (%)      E    R                              
_____________________________________________________________________________________________________________________________________________
Number of subjects                        285                     284                     142                                                
                                                                                                                                             
Exposure time (years)                     281                     285                     143                                                
                                                                                                                                             
Events                                    110 (38.6)   281  100    95 (33.5)   273   96    28 (19.7)    54   38                              
                                                                                                                                             

                                   87 (30.5)   194   69    68 (23.9)   168   59    16 (11.3)    23   16                              
                                       49 (17.2)    60   21    43 (15.1)    59   21     2 ( 1.4)     2    1                              
                                       29 (10.2)    37   13    22 ( 7.7)    27    9     5 ( 3.5)     5    3                              
                                       19 ( 6.7)    22    8    11 ( 3.9)    21    7     1 ( 0.7)     1    1                              
                                       16 ( 5.6)    17    6     9 ( 3.2)     9    3     3 ( 2.1)     3    2                              
                                   10 ( 3.5)    11    4     8 ( 2.8)     9    3     0                                                
                                       10 ( 3.5)    10    4     3 ( 1.1)     3    1     2 ( 1.4)     2    1                              
                                      5 ( 1.8)     7    2     3 ( 1.1)     4    1     0                                                
                            5 ( 1.8)     5    2     5 ( 1.8)     6    2     2 ( 1.4)     2    1                              
                                        5 ( 1.8)     7    2     4 ( 1.4)     5    2     1 ( 0.7)     1    1                              
                                    4 ( 1.4)     4    1     1 ( 0.4)     1    0     3 ( 2.1)     3    2                              
                                  4 ( 1.4)     4    1     3 ( 1.1)     3    1     0                                                
                                        3 ( 1.1)     3    1     1 ( 0.4)     1    0     0                                                
                                    3 ( 1.1)     3    1    10 ( 3.5)    11    4     1 ( 0.7)     1    1                              
                                2 ( 0.7)     2    1     0                       0                                                
                                  1 ( 0.4)     1    0     0                       0                                                
                                    1 ( 0.4)     1    0     0                       0                                                
                                      0                       1 ( 0.4)     1    0     0                                                
                                      0                       1 ( 0.4)     1    0     0                                                
                                    0                       1 ( 0.4)     1    0     1 ( 0.7)     1    1                              
                                    0                       1 ( 0.4)     1    0     0                                                
                                    0                       2 ( 0.7)     2    1     0                                                
                                0                       0                       1 ( 0.7)     1    1                              
                              0                       1 ( 0.4)     1    0     0                                                
                                      0                       0                       1 ( 0.7)     1    1                              
                                0                       1 ( 0.4)     1    0     0                                                
                                    0                       1 ( 0.4)     1    0     0                                                
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.                                                                                                              
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.                                                                                                                           
MedDRA version 20.1                                                                                                                          
                                                                                               nn9924/nn9924-exploratory/susot004_20190515_er
                                                                          21MAY2019:11:19:29 - t_summary_ae_4224.sas/t_sum_relate_ot_4224.txt



 

Adverse events possibly or probably related to oral semaglutide/placebo by system organ class and preferred term - on-treatment - safety
analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 14 mg Lira 1.8 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%) E    R

_____________________________________________________________________________________________________________________________________________
17 ( 6.0)    18    6    23 ( 8.1)    26    9     4 ( 2.8)     8    6

  15 ( 5.3)    16    6    19 ( 6.7)    22    8     0
  2 ( 0.7)     2    1     0 0
  0 1 ( 0.4)     1    0     1 ( 0.7)     2    1
  0 1 ( 0.4)     1    0     1 ( 0.7)     1   1
  0 0 1 ( 0.7)     2    1
  0     1 ( 0.4)     1    0    1 ( 0.7)     2    1
  0 1 ( 0.4)     1    0     0
  0   0 1 ( 0.7)     1    1

15 ( 5.3)    20    7    19 ( 6.7)    27    9    10 ( 7.0)    10    7
  8 ( 2.8)     9    3     9 ( 3.2)    11    4     2 ( 1.4)     2    1
  4 ( 1.4)     4    1     1 ( 0.4)     1    0     0
  3 ( 1.1)     3    1     1 ( 0.4)     1    0     0
  2 ( 0.7)     2    1     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
      0 1 ( 0.4)     1    0     0
  
  0 1 ( 0.4)     1    0     0
  0 0 1 ( 0.7)     1    1
  0 2 ( 0.7)     2    1     0
  0 1 ( 0.4)     1    0     1 ( 0.7)     1    1
  0 0 1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0    0
  0 0 2 ( 1.4)     2    1
  0 1 ( 0.4)     1    0     0
  0 2 ( 0.7)     2    1     0
  0 1 ( 0.4)     1    0     1 ( 0.7)     1    1

_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:19:29 - t_summary_ae_4224.sas/t_sum_relate_ot_4224.txt



 

Adverse events possibly or probably related to oral semaglutide/placebo by system organ class and preferred term - on-treatment - safety
analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 14 mg Lira 1.8 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%) E    R

_____________________________________________________________________________________________________________________________________________
10 ( 3.5)    11    4    16 ( 5.6)    20    7     2 ( 1.4)     2    1

  4 ( 1.4)     4    1     2 ( 0.7)     2    1     1 ( 0.7)     1    1
  1 ( 0.4)     1    0     0     0
  1 ( 0.4)     1    0     4 ( 1.4)     4    1     0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
                                1 ( 0.4)     1    0     1 ( 0.4)     1    0     1 ( 0.7)     1    1
  1 ( 0.4)     1    0     2 ( 0.7)     4    1     0
  1 ( 0.4)     2    1     0 0
  0 3 ( 1.1)     4    1     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0

9 ( 3.2)    10    4     5 ( 1.8)     6    2     4 ( 2.8)     6    4
  6 ( 2.1)     7    2     3 ( 1.1)     3  1     3 ( 2.1)     5    3
  2 ( 0.7)     2    1     0 0
  1 ( 0.4)     1    0   0 0
  0 0 1 ( 0.7)     1    1
  0    1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0

6 ( 2.1)     7    2     4 ( 1.4)     4    1     0
  2 ( 0.7)     3    1     2 ( 0.7)     2    1     0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0

5 ( 1.8)     5    2     2 ( 0.7)     2    1     0
  2 ( 0.7)     2    1     0 0
  1 ( 0.4)     1    0     0 0
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1

  nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:19:29 - t_summary_ae_4224.sas/t_sum_relate_ot_4224.txt



 

Adverse events possibly or probably related to oral semaglutide/placebo by system organ class and preferred term - on-treatment - safety
analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 14 mg Lira 1.8 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0

3 ( 1.1)     3    1     2 ( 0.7)     2    1     0
  2 ( 0.7)     2    1     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0     0
  0 1 ( 0.4)     1    0     0

3 ( 1.1)     4    1     3 ( 1.1)     4    1     1 ( 0.7)     1    1
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0 
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 0 1 ( 0.7)     1    1

2 ( 0.7)     2    1     3 ( 1.1)     3    1     0    
  1 ( 0.4)     1    0     0     0
  1 ( 0.4)     1    0     2 ( 0.7)     2    1     0
  0 1 ( 0.4)     1    0     0

1 ( 0.4)     1    0     2 ( 0.7)     3    1     1 ( 0.7)     1    1
  1 ( 0.4)     1    0     0 0
  0 2 ( 0.7)     2    1     0
  0     1 ( 0.4)     1    0     1 ( 0.7)     1    1

1 ( 0.4)     1    0     1 ( 0.4)     1    0     1 ( 0.7)     1    1
  1 ( 0.4)     1    0     0 0
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:19:29 - t_summary_ae_4224.sas/t_sum_relate_ot_4224.txt



 

Adverse events possibly or probably related to oral semaglutide/placebo by system organ class and preferred term - on-treatment - safety
analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 14 mg Lira 1.8 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
  0 1 ( 0.4)     1    0     0
  0 0 1 ( 0.7)     1    1

1 ( 0.4)     1    0     0 2 ( 1.4)     2    1
  1 ( 0.4)     1    0     0 0
  0 0 1 ( 0.7)   1    1
  0 0 1 ( 0.7)     1    1

1 ( 0.4)     2    1     3 ( 1.1)     3    1     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1  0     0
  0 1 ( 0.4)     1    0     0

1 ( 0.4)     1    0     2 ( 0.7)     2    1     0
  1 ( 0.4)     1    0     0 0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0

1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0

0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0

0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0

_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1     

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:19:29 - t_summary_ae_4224.sas/t_sum_relate_ot_4224.txt



 

2.7.6.29.2-5 on-treatment

_____________________________________________________________________________________________________________________________________________

Oral sema 14 mg Lira 1.8 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
Number of subjects 285 284 142

Exposure time (years) 281 285 143

Events 23 ( 8.1)    32   11    22 ( 7.7)    29   10     7 ( 4.9)    11    8

7 ( 2.5)     9    3     7 ( 2.5)     8    3     0
  6 ( 2.1)     6    2     2 ( 0.7)     2    1     0
  2 ( 0.7)     2    1     0     0
  1 ( 0.4)     1    0     0     0
  0 4 ( 1.4)     4    1     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0

3 ( 1.1)     3    1     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0

3 ( 1.1)     3    1     1 ( 0.4)     1    0     1 ( 0.7)     5    3
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0     0
  1 ( 0.4)     1   0     0 0
  0 0 1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0 0 1 ( 0.7)     1    1
  0 0    1 ( 0.7)     1    1
  0 0    1 ( 0.7)     1    1
  0 0    1 ( 0.7)     1    1

                          3 ( 1.1)     3    1     1 ( 0.4)     2    1     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
                                    1 ( 0.4)     1    0     1 ( 0.4)     2    1     0
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:19:23 - t_summary_ae_4224.sas/t_sum_sev_ot_4224.txt



 

Severe adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 14 mg Lira 1.8 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
2 ( 0.7)     2    1     4 ( 1.4)     6    2     0

  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  0 1 ( 0.4)   1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0

2 ( 0.7)     3    1     3 ( 1.1)     3    1     1 ( 0.7)     1    1
  2 ( 0.7)     2    1     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0 1 ( 0.7)     1    1    
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0

    2 ( 0.7)     2    1     3 ( 1.1)     3    1     0
  
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0   1 ( 0.4)     1    0     0

2 ( 0.7)     2    1     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0

1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0

                  1 ( 0.4)     1    0     1 ( 0.4)     1    0     2 ( 1.4)     2    1
  1 ( 0.4)     1    0     0     0
  0 0 1 ( 0.7)     1    1  
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:19:23 - t_summary_ae_4224.sas/t_sum_sev_ot_4224.txt



 

Severe adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________
                                                                                                                                             
                                          Oral sema 14 mg         Lira 1.8 mg             Placebo                                            
                                            N   (%)      E    R     N   (%)      E    R     N   (%)      E    R                              
_____________________________________________________________________________________________________________________________________________
                                  0                       1 ( 0.4)     1    0     0                                                
                                  0                       0                       1 ( 0.7)     1    1                              
                                                                                                                                             

                            1 ( 0.4)     1    0     0                       1 ( 0.7)     1    1                              
                                  1 ( 0.4)     1    0     0                       0                                                
                                    0                       0                       1 ( 0.7)     1    1                              
                                                                                                                                             

                        1 ( 0.4)     1    0     1 ( 0.4)     1    0     0                                                
                                    1 ( 0.4)     1    0     0                       0                                                
                                  0                       1 ( 0.4)     1    0     0                                                
                                                                                                                                             

                      1 ( 0.4)     1    0     0                       0                                                
                                      1 ( 0.4)     1    0     0                       0                                                
                                                                                                                                             

          0                       1 ( 0.4)     1    0     0                                                
                                        0                       1 ( 0.4)     1    0     0                                                
                                                                                                                                             

                                      0                       1 ( 0.4)     1    0     0                                                
                                0                       1 ( 0.4)     1    0     0                                                
                                                                                                                                             

                                    0                       1 ( 0.4)     1    0     0                                                
                            0                       1 ( 0.4)     1    0     0                                                
                                                                                                                                             

                  0                       0                       1 ( 0.7)     1    1                              
                                      0                       0                       1 ( 0.7)     1    1                              
                                                                                                                                             

                            0                       0                       1 ( 0.7)     1    1                              
                          0                       0                      1 ( 0.7)     1    1                              
                                                                                                                                             

                                    0                      1 ( 0.4)     1    0     0                                                
                                        0                       1 ( 0.4)     1    0     0                                                
                                                                                                                                             

_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.                                                                                                              
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.                                                                                                                           
MedDRA version 20.1                                                                                                                          
                                                                                               nn9924/nn9924-exploratory/susot004_20190515_er
                                                                             21MAY2019:11:19:23 - t_summary_ae_4224.sas/t_sum_sev_ot_4224.txt



 

2.7.6.29.2-6 on-treatment

_____________________________________________________________________________________________________________________________________________
                                                                                                                                             
                                          Oral sema 14 mg         Lira 1.8 mg             Placebo                                            
                                            N   (%)      E    R     N   (%)      E    R     N   (%)      E    R                              
_____________________________________________________________________________________________________________________________________________
Number of subjects                        285                     284                     142                                                
                                                                                                                                             
Exposure time (years)                     281                     285                     143                                                
                                                                                                                                             
Events                                    120 (42.1)   264   94   102 (35.9)   254   89    32 (22.5)    72   50                              
                                                                                                                                             

                                   49 (17.2)    88   31    35 (12.3)    52   18     6 ( 4.2)     9    6                              
                                       17 ( 6.0)    23    8     7 ( 2.5)     7    2     0                                                
                                       16 ( 5.6)    17    6    14 ( 4.9)    14    5     1 ( 0.7)     1    1                              
                                       13 ( 4.6)    14    5     4 ( 1.4)     4    1     1 ( 0.7)     1    1                              
                                        8 ( 2.8)     8    3     0                       1 ( 0.7)     1    1                              
                            4 ( 1.4)     4    1     5 ( 1.8)     6    2     2 ( 1.4)     2    1                              
                                        4 ( 1.4)     4    1     2 ( 0.7)     2    1     0                                                
                                  3 ( 1.1)     3    1     0                       0                                                
                                      2 ( 0.7)     2    1     2 ( 0.7)     2    1     0                                                
                                        2 ( 0.7)     2    1     1 ( 0.4)     1    0     0                                                
                                        2 ( 0.7)     2    1     1 ( 0.4)     1    0     1 ( 0.7)     1    1                              
                                    2 ( 0.7)     3    1     3 ( 1.1)     3    1     0                                                
                                2 ( 0.7)     2    1     0                       0                                                
                                        1 ( 0.4)     1    0     2 ( 0.7)     2    1     0                                                
                                1 ( 0.4)     1    0     0                       1 ( 0.7)     1    1                              
                                      1 ( 0.4)     1    0     0                       0                                                
                                        1 ( 0.4)     1    0     0                       0                                                
                                    0                       0                       1 ( 0.7)     1    1                              
                                    0                       1 ( 0.4)     1    0     0                                                
                                    0                       1 ( 0.4)     1    0     0                                                
                                    0                       2 ( 0.7)     2    1     0                                                
                                      0                       0                       1 ( 0.7)     1    1                              
                                0                       1 ( 0.4)     1    0     0                                                
                                    0                       5 ( 1.8)     5    2     0                                                
                                                                                                                                             

                       44 (15.4)    57   20    38 (13.4)    60   21    13 ( 9.2)    19   13                              
                                 10 ( 3.5)    11    4     7 ( 2.5)     7    2     1 ( 0.7)     1    1                              
                                    6 ( 2.1)     6    2     6 ( 2.1)     6    2     3 ( 2.1)     3    2                              
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.                                                                                                              
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.                                                                                                                           
MedDRA version 20.1                                                                                                                          
                                                                                               nn9924/nn9924-exploratory/susot004_20190515_er
                                                                             21MAY2019:11:19:25 - t_summary_ae_4224.sas/t_sum_mod_ot_4224.txt



 

Moderate adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________
                                                                                                                                             
                                          Oral sema 14 mg         Lira 1.8 mg             Placebo                                            
                                            N   (%)      E    R     N   (%)      E    R     N   (%)      E    R                              
_____________________________________________________________________________________________________________________________________________
                                    6 ( 2.1)     7    2     7 ( 2.5)     7    2     3 ( 2.1)     3    2                              
                              5 ( 1.8)     5    2     7 ( 2.5)     7    2     1 ( 0.7)     1    1                              
                                      3 ( 1.1)     4    1     1 ( 0.4)     9    3     0                                                
                                        3 ( 1.1)     3    1     3 ( 1.1)     3    1     0                                                
                                    2 ( 0.7)     2    1     2 ( 0.7)     2    1     0                                                
                                      2 ( 0.7)     2    1     0                       0                                                
                                        2 ( 0.7)     2    1     0                       0                                                
                                      2 ( 0.7)     2    1     0                       1 ( 0.7)     1    1                              
                                  1 ( 0.4)     1    0     0                       0                                                
                                      1 ( 0.4)     1    0     0                       0                                                
                                    1 ( 0.4)     1    0     0                       0                                                
                                      1 ( 0.4)     1    0     0                       0                                                
                                  1 ( 0.4)     2    1     1 ( 0.4)     1    0     1 ( 0.7)     1    1                              
                                    1 ( 0.4)     1    0     0                       0                                                
                                      1 ( 0.4)     1    0     0                       0                                                
                                      1 ( 0.4)     2    1     0                       0                                                
                                    1 ( 0.4)     1    0     5 ( 1.8)     5    2     1 ( 0.7)     1    1                              
                                      1 ( 0.4)     1    0     0                       0                                                
                                      1 ( 0.4)     1    0     0                       0                                                
                            0                       1 ( 0.4)     1    0     0                                                
                        0                       1 ( 0.4)     1    0     0                                                
        0                       1 ( 0.4)     1    0     0                                                
                                0                       1 ( 0.4)     1    0     0                                                
                            0                       1 ( 0.4)     1    0     0                                                
                                      0                       0                       1 ( 0.7)     1    1                              
                                0                       1 ( 0.4)     1    0     0                                                
                                      0                       3 ( 1.1)     3    1     0                                                
                                      0                       0                       1 ( 0.7)     1    1                              
                                  0                       0                       1 ( 0.7)     1    1                              
                                      0                       1 ( 0.4)     1    0     0                                                
                                    0                       1 ( 0.4)     1    0     0                                                
                                    0                       1 ( 0.4)     1    0     1 ( 0.7)     1    1                              
                                0                       0                       1 ( 0.7)     1    1                              
                            0                       0                       1 ( 0.7)     1    1                              
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.                                                                                                              
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.                                                                                                                           
MedDRA version 20.1                                                                                                                          
                                                                                               nn9924/nn9924-exploratory/susot004_20190515_er
                                                                             21MAY2019:11:19:25 - t_summary_ae_4224.sas/t_sum_mod_ot_4224.txt



 

Moderate adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

 Oral sema 14 mg Lira 1.8 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
  0 1 ( 0.4)     1    0     0
  0 0 1 ( 0.7)     1    1
  0 0 1 ( 0.7)     1   1

18 ( 6.3)    23    8    23 ( 8.1)    36   13     4 ( 2.8)     4    3
  5 ( 1.8)     5    2     7 ( 2.5)     9    3     1 ( 0.7)     1    1
  2 ( 0.7)     2    1     0 0
  2 ( 0.7)     2    1     0     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0  0
  1 ( 0.4)     1    0     3 ( 1.1)     8    3     0
  1 ( 0.4)     1    0     0  0
  1 ( 0.4)     1    0     3 ( 1.1)     3    1     1 ( 0.7)     1    1
  1 ( 0.4)     1    0     2 ( 0.7)     2    1     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     3 ( 1.1)     3    1     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     2 ( 0.7)     3    1     0
  1 ( 0.4)     1    0     2 ( 0.7)     2    1     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  0 0    1 ( 0.7)     1    1
  0 2 ( 0.7)     2    1     1 ( 0.7)     1    1
  0     1 ( 0.4)     1    0     0
  0 1 ( 0.4)     3    1     0

14 ( 4.9)    14    5     9 ( 3.2)    14    5     4 ( 2.8)     5    3
  6 ( 2.1)     6    2     4 ( 1.4)     6    2     2 ( 1.4)     2    1
  2 ( 0.7)     2    1     0 1 ( 0.7)     2    1
  2 ( 0.7)     2    1     2 ( 0.7)     3    1     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0      0
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1
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Moderate adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 14 mg Lira 1.8 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
  1 ( 0.4)     1    0     0 0
                                      0                       1 ( 0.4)     1    0     1 ( 0.7)     1    1
  0 2 ( 0.7)     2    1     0
  0    1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0

8 ( 2.8)     8    3    12 ( 4.2)    14    5     1 ( 0.7)     1    1
  3 ( 1.1)     3    1     2 ( 0.7)     2    1     0
  2 ( 0.7)     2    1     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     1 ( 0.4)     2    1     0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  0 1 ( 0.4)     2    1     0
  0 1 ( 0.4)     1    0     1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0  1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0

8 ( 2.8)    10    4     3 ( 1.1)     3    1     3 ( 2.1)     3    2
  3 ( 1.1)     3    1     0 0
  2 ( 0.7)     2    1     0 2 ( 1.4)     2    1

1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0     0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0     0
  0 2 ( 0.7)     2    1     0
  0 0 1 ( 0.7)     1    1

                  8 ( 2.8)     9    3     9 ( 3.2)    10    4     2 ( 1.4)     3    2
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1
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Moderate adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 14 mg Lira 1.8 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
   1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
                                        1 ( 0.4)     1    0     1 ( 0.4)     1    0     1 ( 0.7)     1    1
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0   0 1 ( 0.7)     1  1
  0   1 ( 0.4)     1    0     0
  0 0 1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0   1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0

8 ( 2.8)     8    3     3 ( 1.1)     4    1     1 ( 0.7)     1    1
  2 ( 0.7)     2    1     0     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0     0
  0     1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 0 1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0

                          7 ( 2.5)     7    2     9 ( 3.2)     9    3     4 ( 2.8)     6    4
3 ( 1.1)     3    1     1 ( 0.4)     1    0     0

  2 ( 0.7)     2    1     5 ( 1.8)     5    2     0
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1
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Moderate adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 14 mg Lira 1.8 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  0 1 ( 0.4)     1    0     0
  0 0 1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     2 ( 1.4)     3    2
  0 0 1 ( 0.7)     1    1

6 ( 2.1)     7    2     5 ( 1.8)     6    2     3 ( 2.1)     5    3
  2 ( 0.7)     2    1     1 ( 0.4)     1    0     0
  2 ( 0.7)     2    1     4 ( 1.4)     4    1     0
  2 ( 0.7)     2    1     0 0
  1 ( 0.4)     1    0     0 0
  0 0 1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0 0 2 ( 1.4)     3    2
  0 0 1 ( 0.7)     1    1

4 ( 1.4)     4    1     2 ( 0.7)     4    1     3 ( 2.1)     3    2
  1 ( 0.4)     1    0     0     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     1 ( 0.4)  1    0     0
  1 ( 0.4)     1    0     2 ( 0.7)     2    1     2 ( 1.4)     2    1
  0 0 1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0

4 ( 1.4)     4    1     7 ( 2.5)     7    2     2 ( 1.4)     2    1
       1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     3 ( 1.1)     3    1     1 ( 0.7)     1    1
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
                                      0                       0                       1 ( 0.7)     1    1
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1
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Moderate adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 14 mg Lira 1.8 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
  0      1 ( 0.4)     1    0     0

4 ( 1.4)     4    1     1 ( 0.4)     1    0     1 ( 0.7)     1    1
  3 ( 1.1)     3    1     0 1 ( 0.7)     1    1
  1 ( 0.4)     1    0     0     0
  0 1 ( 0.4)     1    0     0

4 ( 1.4)     4    1     4 ( 1.4)     4    1     2 ( 1.4)     2    1
  3 ( 1.1)     3    1     0 1 ( 0.7)     1    1
  1 ( 0.4)     1    0     0 0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 0 1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0

3 ( 1.1)     3    1     2 ( 0.7)     3    1     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     2 ( 0.7)     2    1     0
  1 ( 0.4)     1    0     0 0
  0 1 ( 0.4)     1    0     0

3 ( 1.1)     4    1     1 ( 0.4)     1    0     1 ( 0.7)     1    1
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  0 1 ( 0.4)     1    0     1 ( 0.7)     1    1

3 ( 1.1)     3    1     7 ( 2.5)     8    3     2 ( 1.4)     4    3
  2 ( 0.7)     2    1     3 ( 1.1)     3    1     1 ( 0.7)     1    1
  1 ( 0.4)     1    0     0 0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1
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Moderate adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 14 mg Lira 1.8 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%) E    R

_____________________________________________________________________________________________________________________________________________
  0 2 ( 0.7)     2    1     1 ( 0.7)     1    1
  0   0 1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     1 ( 0.7)     1    1

3 ( 1.1)     4    1     7 ( 2.5)     8    3     2 ( 1.4)     2    1
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0 0
  0 1 ( 0.4)     1    0     0
  0      1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 0 1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0 2 ( 0.7)     2    1     0
  0 1 ( 0.4)     1    0     1 ( 0.7)     1    1

1 ( 0.4)     1    0     3 ( 1.1)     3    1     0
  1 ( 0.4)     1    0     0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0

1 ( 0.4)     1    0     0    0
  1 ( 0.4)     1    0     0  0

    1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  
  1 ( 0.4)     1    0     0  0
  0 1 ( 0.4)     1    0     0

0 3 ( 1.1)     4    1     1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0 0 1 ( 0.7)     1    1
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1
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Moderate adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 14 mg Lira 1.8 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R 

_____________________________________________________________________________________________________________________________________________
  0 1 ( 0.4)     1    0   0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0

0   2 ( 0.7)     2    1     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0

_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1
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2.7.6.29.2-7 on-treatment

_____________________________________________________________________________________________________________________________________________
                                                                                                                                             
                                          Oral sema 14 mg         Lira 1.8 mg             Placebo                                            
                                            N   (%)      E    R     N   (%)      E    R     N   (%)      E    R                              
_____________________________________________________________________________________________________________________________________________
Number of subjects                        285                     284                     142                                                
                                                                                                                                             
Exposure time (years)                     281                     285                     143                                                
                                                                                                                                             
Events                                    192 (67.4)   677  241   180 (63.4)   644  226    87 (61.3)   217  152                              
                                                                                                                                             

                                   95 (33.3)   215   77    78 (27.5)   178   62    31 (21.8)    40   28                              
                                       36 (12.6)    47   17    40 (14.1)    51   18     4 ( 2.8)     4    3                              
                                       27 ( 9.5)    36   13    23 ( 8.1)    31   11    11 ( 7.7)    11    8                              
                                   14 ( 4.9)    23    8     9 ( 3.2)    10    4     0                                                
                                       14 ( 4.9)    14    5    11 ( 3.9)    12    4     3 ( 2.1)     3    2                              
                                       12 ( 4.2)    12    4     4 ( 1.4)     4    1     3 ( 2.1)     3    2                              
                                       10 ( 3.5)    13    5     9 ( 3.2)    20    7     2 ( 1.4)     2    1                              
                            6 ( 2.1)     6    2     2 ( 0.7)     2    1     1 ( 0.7)     1    1                              
                                        6 ( 2.1)     8    3     3 ( 1.1)     3    1     2 ( 1.4)     2    1                              
                                    6 ( 2.1)     7    2     2 ( 0.7)     2    1     3 ( 2.1)     3    2                              
                                    6 ( 2.1)     6    2     5 ( 1.8)     6    2     1 ( 0.7)     1    1                              
                                        5 ( 1.8)     5    2     1 ( 0.4)     1    0     2 ( 1.4)     3    2                              
                                  5 ( 1.8)     5    2     4 ( 1.4)     4    1     0                                                
                                      4 ( 1.4)     6    2     1 ( 0.4)     2    1     0                                                
                                        4 ( 1.4)     4    1     0                       0                                                
                                        3 ( 1.1)     3    1     1 ( 0.4)     1    0     0                                                
                                3 ( 1.1)     3    1     0                       0                                                
                                    2 ( 0.7)     2    1     0                       0                                                
                              2 ( 0.7)     2   1     0                       0                                                
                                        2 ( 0.7)     3    1     3 ( 1.1)     3    1     2 ( 1.4)     2    1                              
                                2 ( 0.7)     2    1     1 ( 0.4)     1    0     0                                                
                                  1 ( 0.4)     1    0     0                       0                                                
                                    1 ( 0.4)     1    0     0                       0                                                
                                  1 ( 0.4)     1    0     0                       0                                                
                                    1 ( 0.4)     1    0     0                       0                                                
                                      1 ( 0.4)     1    0     0                       0                                                
                                      1 ( 0.4)     1    0     0                       0                                                
                                1 ( 0.4)     1    0     0                       0                                                
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.                                                                                                              
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.                                                                                                                           
MedDRA version 20.1                                                                                                                          
                                                                                               nn9924/nn9924-exploratory/susot004_20190515_er
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Mild adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________
                                                                                                                                             
                                          Oral sema 14 mg         Lira 1.8 mg             Placebo                                            
                                            N   (%)      E    R     N   (%)      E    R     N   (%)      E    R                              
_____________________________________________________________________________________________________________________________________________
                                1 ( 0.4)     1    0     0                       0                                                
                                0                       1 ( 0.4)     1    0     0                                                
                                      0                       1 ( 0.4)     1    0     0                                                
                                  0                       1 ( 0.4)     1    0     0                                                
                                      0                       1 ( 0.4)     1    0     0                                                
                                      0                       2 ( 0.7)     2    1     0                                                
                                    0                       1 ( 0.4)     1    0     0                                                
                                    0                       1 ( 0.4)     1    0     1 ( 0.7)     1    1                              
                                    0                       1 ( 0.4)     1    0     0                                                
                                      0                       1 ( 0.4)     1    0     0                                                
                                      0                       0                       1 ( 0.7)     1    1                              
                                0                       1 ( 0.4)     1    0     0                                                
                          0                       1 ( 0.4)     1    0     0                                                
                              0                       1 ( 0.4)     1    0     0                                                
                                      0                       0                       1 ( 0.7)     1    1                              
                                      0                       1 ( 0.4)     1    0     0                                                
                                      0                       2 ( 0.7)     2    1     0                                                
                                    0                       1 ( 0.4)     1    0     0                                                
                                0                       1 ( 0.4)     1    0     0                                                
                                      0                       0                       1 ( 0.7)     1    1                              
                                    0                       1 ( 0.4)     1    0     0                                                
                                        0                       1 ( 0.4)     1    0     0                                                
                                  0                       1 ( 0.4)     1    0     0                                                
                                    0                       1 ( 0.4)     2    1     0                                                
                                    0                       1 ( 0.4)    1    0     0                                                
                                        0                       1 ( 0.4)     1    0     1 ( 0.7)     1    1                              
                                                                                                                                             

                       87 (30.5)   137   49    85 (29.9)   142   50    34 (23.9)    44   31                              
                                   39 (13.7)    54   19    34 (12.0)    53   19    12 ( 8.5)    15   10                              
                                   10 ( 3.5)    14    5     5 ( 1.8)     6    2     1 ( 0.7)    1    1                              
                              7 ( 2.5)     7    2     6 ( 2.1)     7    2     3 ( 2.1)     3    2                              
                          6 ( 2.1)     7    2     3 ( 1.1)     3    1     1 ( 0.7)     1    1                              
                                    6 ( 2.1)     6    2    10 ( 3.5)    11    4     1 ( 0.7)     1    1                              
                                      5 ( 1.8)     5    2     1 ( 0.4)     1    0     1 ( 0.7)     1    1                              
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.                                                                                                              
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100    
years of exposure.                                                                                                                           
MedDRA version 20.1                                                                                                                          
                                                                                               nn9924/nn9924-exploratory/susot004_20190515_er
                                                                            21MAY2019:11:19:27 - t_summary_ae_4224.sas/t_sum_mild_ot_4224.txt



 

Mild adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________
                                                                                                                                             
                                          Oral sema 14 mg         Lira 1.8 mg             Placebo                                            
                                            N   (%)      E    R     N   (%)      E    R     N   (%)      E    R                              
_____________________________________________________________________________________________________________________________________________
                                  4 ( 1.4)     4    1     5 ( 1.8)     5    2     4 ( 2.8)     5    3                              
                                    4 ( 1.4)     4    1     2 ( 0.7)     2    1     0                                                
                                3 ( 1.1)     4    1     4 ( 1.4)     5    2     4 ( 2.8)     4    3                              
                          2 ( 0.7)     2    1     0                       0                                               
                            2 ( 0.7)     2    1     2 ( 0.7)     2    1     0                                                
                          2 ( 0.7)     2    1     0                       0                                                
                                    2 ( 0.7)     2    1     1 ( 0.4)     1    0     1 ( 0.7)     1    1                              
                                        2 ( 0.7)     2    1     2 ( 0.7)     2    1     1 ( 0.7)     1    1                              
                                      2 ( 0.7)     2    1     2 ( 0.7)     2    1     0                                                
                                        1 ( 0.4)     1    0     2 ( 0.7)     2    1     0                                                
                        1 ( 0.4)     1    0     0                       0                                                
              1 ( 0.4)     1    0     0                       0                                                
                1 ( 0.4)     1    0     0                       0                                                
                                      1 ( 0.4)     1    0     4 ( 1.4)     6    2     1 ( 0.7)     1    1                              
                                  1 ( 0.4)     2    1     0                       0                                                
                              1 ( 0.4)     1    0     0                       0                                                
                                      1 ( 0.4)     1    0     2 ( 0.7)     2    1     2 ( 1.4)     2    1                              
                                      1 ( 0.4)     1    0    0                       0                                                
                                      1 ( 0.4)     1    0     4 ( 1.4)     5    2     0                                                
                                      1 ( 0.4)     1    0     1 ( 0.4)     1    0     0                                                
                                  1 ( 0.4)     1    0     0                       0                                                
                                        1 ( 0.4)     1    0     2 ( 0.7)     2    1     0                                                
                              1 ( 0.4)     1    0     0                       0                                                
                                      1 ( 0.4)     1    0     0                       0                                                
                                1 ( 0.4)     1    0     1 ( 0.4)     1    0     0                                                
                                      1 ( 0.4)     1    0     0                       0                                                
                                      1 ( 0.4)     1    0     0                       1 ( 0.7)    1    1                              
                                      1 ( 0.4)     1    0     1 ( 0.4)     1    0     0                                                
                            0                       1 ( 0.4)     1    0     0                                                
                                0                       1 ( 0.4)     3    1     0                                                
                              0                       1 ( 0.4)     1    0     0                                                
                        0                       1 ( 0.4)     1    0     0                                                
                          0                       1 ( 0.4)     1    0     0                                                
                                0                       2 ( 0.7)     4    1     0                                                
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.                                                                                                              
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.                                                                                                                           
MedDRA version 20.1                                                                                                                          
                                                                                               nn9924/nn9924-exploratory/susot004_20190515_er
                                                                            21MAY2019:11:19:27 - t_summary_ae_4224.sas/t_sum_mild_ot_4224.txt



 

Mild adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 14 mg Lira 1.8 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%) E    R   

_____________________________________________________________________________________________________________________________________________
  0 2 ( 0.7)     2    1     1 ( 0.7)     1    1
  0 2 ( 0.7)     2    1     2 ( 1.4)     2    1
  0 1 ( 0.4)     1    0     0
  0 0    1 ( 0.7)     1    1
  0     0 1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0 0 1 ( 0.7)     1    1
  0 3 ( 1.1)     3    1     0
      0 2 ( 0.7)     2    1     0
  0 0 1 ( 0.7)     1    1

36 (12.6)    43   15    23 ( 8.1)    31   11    15 (10.6)    19   13
  21 ( 7.4)    27   10    13 ( 4.6)    18    6     7 ( 4.9)    11    8
  5 ( 1.8)     5    2     6 ( 2.1)     6    2    0
  3 ( 1.1)     3    1     0 1 ( 0.7)     1    1
  2 ( 0.7)     2    1     0 0
  2 ( 0.7)     2    1     0 0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     1 ( 0.7)     1    1
  1 ( 0.4)     1    0     0 2 ( 1.4)     2    1
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0  0
  0 1 ( 0.4)     1    0     0
  0 0 1 ( 0.7)     1    1
  0 0    1 ( 0.7)     1    1
  0 0 1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
   0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
       0 0 1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0

30 (10.5)    44   16    25 ( 8.8)    33   12    15 (10.6)    19   13
  6 ( 2.1)     8    3    11 ( 3.9)    11    4     4 ( 2.8)     5    3
  5 ( 1.8)     5    2     1 ( 0.4)     1    0     5 ( 3.5)     8    6
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:19:27 - t_summary_ae_4224.sas/t_sum_mild_ot_4224.txt



 

Mild adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 14 mg Lira 1.8 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
  3 ( 1.1)     3    1     4 ( 1.4)     6    2     0
                                      3 ( 1.1)     3    1     1 ( 0.4)     1    0     1 ( 0.7)     1    1
  2 ( 0.7)     2    1     2 ( 0.7)     2    1     0
  2 ( 0.7)     2    1     1 ( 0.4)     1    0     0
  2 ( 0.7)     3    1     1 ( 0.4)     1    0     0
                                2 ( 0.7)     2    1     1 ( 0.4)     1    0     1 ( 0.7)     1    1
  2 ( 0.7)     2    1     0     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
                                    1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
                                      1 ( 0.4)     1    0     2 ( 0.7)     2   1     1 ( 0.7)     1    1
  1 ( 0.4)     1    0     0     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     2    1     0 0
  1 ( 0.4)     1    0     0 0
                                    0                       0                       1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 2 ( 0.7)     2   1     1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0 0 1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0

26 ( 9.1)    34   12    30 (10.6)    40   14    20 (14.1)    31   22
  10 ( 3.5)    11    4     7 ( 2.5)     8    3     2 ( 1.4)     2    1
  3 ( 1.1)     3    1     1 ( 0.4)     1  0     0
  3 ( 1.1)     3    1     2 ( 0.7)     2    1     0
            2 ( 0.7)     2    1     3 ( 1.1)     3    1     1 ( 0.7)     1    1
  2 ( 0.7)     2    1     0 0
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100 
years of exposure.
MedDRA version 20.1

nn9924/nn9924-exploratory/susot004_20190515_er
 21MAY2019:11:19:27 - t_summary_ae_4224.sas/t_sum_mild_ot_4224.txt



 

Mild adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 14 mg Lira 1.8 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     2 ( 1.4)     2    1
  1 ( 0.4)     1    0     0 4 ( 2.8)     4    3
  1 ( 0.4)     2    1     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
                        1 ( 0.4)     1    0     1 ( 0.4)     1    0     1 ( 0.7)     1    1
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  0 0 1 ( 0.7)     1    1
      0 2 ( 0.7)     2    1     1 ( 0.7)     2    1
  
  0 1 ( 0.4)     1    0     0
  0 2 ( 0.7)     2    1     0
  0 1 ( 0.4)     1    0     2 ( 1.4)     2    1
  0 0 1 ( 0.7)     1    1
  0 2 ( 0.7)     2    1     0
  0 0  1 ( 0.7)     1    1
  0 2 ( 0.7)     2    1     0
  0 2 ( 0.7)   2    1     7 ( 4.9)     7    5
  0 1 ( 0.4)     1    0     1 ( 0.7)     1    1
  0     1 ( 0.4)     1    0     0
  0 0 1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0 2 ( 0.7)     2    1     1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     1 ( 0.7)     1    1
  0 0 1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0 0    1 ( 0.7)     1    1
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:19:27 - t_summary_ae_4224.sas/t_sum_mild_ot_4224.txt



 

Mild adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 14 mg Lira 1.8 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%) E    R

_____________________________________________________________________________________________________________________________________________
24 ( 8.4)    25    9    32 (11.3)    34   12    12 ( 8.5)    14   10

  13 ( 4.6)    14    5    16 ( 5.6)    16    6     0
  3 ( 1.1)     3    1     1 ( 0.4)     1    0     2 ( 1.4)     3    2
  2 ( 0.7)     2    1     2 ( 0.7)     2    1     0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     1 ( 0.7)     1    1
  1 ( 0.4)     1    0     2 ( 0.7)     2    1     1 ( 0.7)     1    1
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0 1 ( 0.7)     1    1
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0 0
  0 1 ( 0.4)     1    0     0
  0 2 ( 0.7)     2    1     1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     1 ( 0.7)     1    1  
  0 2 ( 0.7)     2    1     0
  0 0 1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     1 ( 0.7)     1    1
  0 2 ( 0.7)     2    1     1 ( 0.7)     1    1
  0   0 1 ( 0.7)     2   1
  0 0 1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0 

19 ( 6.7)    25    9    14 ( 4.9)   19    7     7 ( 4.9)     9    6
  5 ( 1.8)     5    2     5 ( 1.8)     5    2     0
  5 ( 1.8)     5    2     1 ( 0.4)     1    0     3 ( 2.1)     3    2
  2 ( 0.7)     2    1     1 ( 0.4)     1    0     0
  2 ( 0.7)     2    1     1 ( 0.4)     1    0     0
                                2 ( 0.7)     2    1     2 ( 0.7)     2    1     1 ( 0.7)     1    1
   1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0 0

1 ( 0.4)     1    0     1 ( 0.4)     2    1     0
  1 ( 0.4)     2    1     0 0
  1 ( 0.4)     3    1     2 ( 0.7)     2    1     0
  1 ( 0.4)     1    0     0     0
                                      0                       1 ( 0.4)     2    1     1 ( 0.7)     1    1
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:19:27 - t_summary_ae_4224.sas/t_sum_mild_ot_4224.txt



 

Mild adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 14 mg Lira 1.8 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%) E    R

_____________________________________________________________________________________________________________________________________________
  0      0 1 ( 0.7)     2    1
  0 0    1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0 0 1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0

18 ( 6.3)    26    9    18 ( 6.3)    23    8     7 ( 4.9)    10    7
  6 ( 2.1)     6    2     2 ( 0.7)     2    1     2 ( 1.4)     2    1
  5 ( 1.8)     5    2     5 ( 1.8)     5    2     1 ( 0.7)     1    1
  3 ( 1.1)     3    1     1 ( 0.4)     1    0     0     
  3 ( 1.1)     3    1     2 ( 0.7)     2    1     0
  3 ( 1.1)     3    1     2 ( 0.7)     2    1     0
  2 ( 0.7)     2    1     1 ( 0.4)     1    0     1 ( 0.7)     1    1
  1 ( 0.4)     1    0     0 1 ( 0.7)     2    1
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0     0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0 0 1 ( 0.7)     1    1
  0 0 1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 0 1 ( 0.7)     1    1
  0   2 ( 0.7)     2    1     0
  0 1 ( 0.4)     1    0     0

14 ( 4.9)    16    6    29 (10.2)    36   13     4 ( 2.8)     4    3
  4 ( 1.4)     4    1     3 ( 1.1)     3    1     1 ( 0.7)     1    1
  2 ( 0.7)     2    1     4 ( 1.4)     6    2     1 ( 0.7)     1    1
  2 ( 0.7)     2    1     0    0
  2 ( 0.7)     3    1     1 ( 0.4)     1    0     0
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:19:27 - t_summary_ae_4224.sas/t_sum_mild_ot_4224.txt



 

Mild adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

 Oral sema 14 mg Lira 1.8 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0     0
  1 ( 0.4)     1    0     3 ( 1.1)     3    1     0
  1 ( 0.4)     1    0     3 ( 1.1)     3    1     0
  1 ( 0.4)     1    0     3 ( 1.1)     4    1     0
                                  0                       3 ( 1.1)     3    1     1 ( 0.7)    1    1
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
                                0                       0                       1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0 2 ( 0.7)     2    1     0
  0 1 ( 0.4)     2    1     0
  0 1 ( 0.4)     1    0     0

                 14 ( 4.9)    14    5    10 ( 3.5)    12    4     2 ( 1.4)     2    1
  2 ( 0.7)     2    1     0     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     2 ( 0.7)     2    1     0
  1 ( 0.4)     1    0     3 ( 1.1)     3    1     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     2 ( 0.7)     2    1     0
  1 ( 0.4)     1    0     0 0
                                        1 ( 0.4)     1    0     1 ( 0.4)     1    0     1 ( 0.7)     1    1
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0   0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0 0
  0 1 ( 0.4)     1    0     0
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:19:27 - t_summary_ae_4224.sas/t_sum_mild_ot_4224.txt



 

Mild adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 14 mg Lira 1.8 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
  0 1 ( 0.4)     1    0     0
                                      0                       0                       1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0

13 ( 4.6)    15    5     9 ( 3.2)    13    5     6 ( 4.2)     6    4
  2 ( 0.7)     3    1     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0 1 ( 0.7)     1  1
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     2 ( 0.7)     2    1     1 ( 0.7)     1    1
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 1 ( 0.7)    1    1
  1 ( 0.4)     1    0     2 ( 0.7)     2    1     0
  1 ( 0.4)     1    0     0 0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     2    1     0
  0 1 ( 0.4)     1    0     0
  0 0 1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 0 1 ( 0.7)     1    1
  0 0 1 ( 0.7)     1    1

11 ( 3.9)    11    4     9 ( 3.2)     9    3     7 ( 4.9)     7    5
  6 ( 2.1)     6    2     5 ( 1.8)     5    2     6 ( 4.2)     6    4
  2 ( 0.7)     2    1     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1    

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:19:27 - t_summary_ae_4224.sas/t_sum_mild_ot_4224.txt



 

Mild adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 14 mg Lira 1.8 mg Placebo  
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
  1 ( 0.4)     1    0     0 0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
                                      0                       0                       1 ( 0.7)     1    1
  0 1 ( 0.4)     1    0     0

10 ( 3.5)    12    4    13 ( 4.6)    15    5     1 ( 0.7)     1    1
  3 ( 1.1)     3    1     2 ( 0.7)     2    1     0
  2 ( 0.7)     2    1     3 ( 1.1)     3    1     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     2 ( 0.7)     3    1    0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0  0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     2 ( 0.7)     2    1     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 0 1 ( 0.7)     1    1
  0   2 ( 0.7)     2    1     0

10 ( 3.5)    13    5    11 ( 3.9)    12    4     2 ( 1.4)     2    1
  3 ( 1.1)     3    1     2 ( 0.7)     2    1     1 ( 0.7)     1    1
  2 ( 0.7)     2    1     2 ( 0.7)     2    1     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0    0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
                                    1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
   1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
                                  0                       1 ( 0.4)     1    0     0
                                        0                       0                       1 ( 0.7)     1    1
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:19:27 - t_summary_ae_4224.sas/t_sum_mild_ot_4224.txt



 

Mild adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________

Oral sema 14 mg Lira 1.8 mg Placebo
N   (%)      E    R     N   (%)      E    R     N   (%)      E    R

_____________________________________________________________________________________________________________________________________________
  0 1 ( 0.4)     2    1     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0

8 ( 2.8)     9    3    11 ( 3.9)    13    5     1 ( 0.7)     1    1
  6 ( 2.1)     6    2    6 ( 2.1)     6    2     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     2 ( 0.7)     2    1     1 ( 0.7)     1    1
  1 ( 0.4)     1    0     0 0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0     0
  0 1 ( 0.4)     1    0   0
  0 1 ( 0.4)     1    0     0

8 ( 2.8)    11    4     5 ( 1.8)     5    2     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
      1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0 0
  1 ( 0.4)     1    0     1 ( 0.4)     1    0     0
  1 ( 0.4)     1    0     0 0
  0 1 ( 0.4)     1    0     0

    6 ( 2.1)     6    2     9 ( 3.2)     9    3     1 ( 0.7)     1    1
  
  1 ( 0.4)     1    0     0 0
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.
MedDRA version 20.1

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:19:27 - t_summary_ae_4224.sas/t_sum_mild_ot_4224.txt



 

Mild adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________
                                                                                                                                             
                                          Oral sema 14 mg         Lira 1.8 mg             Placebo                                            
                                            N   (%)      E    R     N   (%)      E    R     N   (%)      E    R                              
_____________________________________________________________________________________________________________________________________________
                                    1 ( 0.4)     1    0     1 ( 0.4)     1    0     0                                                
                                  1 ( 0.4)     1    0    1 ( 0.4)     1    0     0                                                
                                  1 ( 0.4)     1    0     0                       0                                                
                          1 ( 0.4)     1    0     0                       0                                                
                                  1 ( 0.4)     1    0     0                       0                                                
                              0                       1 ( 0.4)     1    0     0                                                
                                  0                       1 ( 0.4)     1    0     0                                                
                                0                       1 ( 0.4)     1    0     0                                                
                                      0                       1 ( 0.4)     1    0     0                                                
                                    0                       1 ( 0.4)     1    0     1 ( 0.7)     1    1                              
                                    0                       1 ( 0.4)     1    0     0                                                
                        0                       1 ( 0.4)     1    0     0                                                
                                                                                                                                             

                                    5 ( 1.8)     5    2     5 ( 1.8)     5    2     2 ( 1.4)    2    1                              
                                      1 ( 0.4)     1    0     0                       0                                                
                                    1 ( 0.4)     1    0     0                       0                                                
                                        1 ( 0.4)     1    0     1 ( 0.4)     1    0     0                                                
                                      1 ( 0.4)     1    0     1 ( 0.4)     1    0     1 ( 0.7)     1    1                              
                                  1 ( 0.4)     1    0     0                       0                                                
                                    0                       1 ( 0.4)     1    0     0                                                
                                    0                       2 ( 0.7)     2    1     0                                                
                              0                       0                       1 ( 0.7)     1    1                              
                                                                                                                                             

                          4 ( 1.4)     5    2     1 ( 0.4)     1    0     0                                                
                                  1 ( 0.4)     1    0     0                       0                                                
                                        1 ( 0.4)     1    0     0                       0                                                
                                  1 ( 0.4)     1    0     0                       0                                                
                                        1 ( 0.4)     2    1     1 ( 0.4)     1    0     0                                                
                                                                                                                                             

                                  3 ( 1.1)     3    1     1 ( 0.4)     1    0     0                                                
                            1 ( 0.4)     1    0     1 ( 0.4)     1    0     0                                                
                      1 ( 0.4)     1    0     0                       0                                                
                                  1 ( 0.4)     1    0     0                       0                                                
                                                                                                                                             
_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.                                                                                                              
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.                                                                                                                           
MedDRA version 20.1                                                                                                                          
                                                                                               nn9924/nn9924-exploratory/susot004_20190515_er
                                                                            21MAY2019:11:19:27 - t_summary_ae_4224.sas/t_sum_mild_ot_4224.txt



 

Mild adverse events by system organ class and preferred term - on-treatment - safety analysis set

_____________________________________________________________________________________________________________________________________________
                                                                                                                                             
                                          Oral sema 14 mg         Lira 1.8 mg             Placebo                                            
                                            N   (%)      E    R     N  (%)      E    R     N   (%)      E    R                              
_____________________________________________________________________________________________________________________________________________

                            2 ( 0.7)     2    1     4 ( 1.4)     4    1     3 ( 2.1)     3    2                              
                                    2 ( 0.7)     2    1     0                       0                                                
                                0                       3 ( 1.1)     3    1     2 ( 1.4)     2    1                              
                                        0                       0                       1 ( 0.7)     1    1                              
                          0                       1 ( 0.4)     1    0     0                                                
                                                                                                                                             

                        2 ( 0.7)     2    1     5 ( 1.8)     5    2     2 ( 1.4)     2    1                              
                                  1 ( 0.4)     1    0     0                       0                                                
                                    1 ( 0.4)     1    0     0                       0                                                
                                  0                       1 ( 0.4)     1    0     0                                                
                                    0                       1 ( 0.4)     1    0     0                                                
                                0                       0                       1 ( 0.7)     1    1                              
                                    0                       1 ( 0.4)     1    0     0                                                
                            0                       2 ( 0.7)     2    1     1 ( 0.7)     1    1                              
                                                                                                                                             

                                  2 ( 0.7)     2    1     4 ( 1.4)     4    1     0                                                
                              1 ( 0.4)     1    0     0                       0                                                
                          1 ( 0.4)     1    0     0                       0                                                
                    0                       1 ( 0.4)     1    0     0                                                
                                    0                       1 ( 0.4)     1    0     0                                                
                            0                       1 ( 0.4)     1    0     0                                                
                                    0                       1 ( 0.4)     1    0     0                                                
                                                                                                                                             

                                    1 ( 0.4)     1    0     0                       0                                                
                                        1 ( 0.4)     1    0     0                       0                                                
                                                                                                                                             

              1 ( 0.4)     1    0     0                       0                                                
                                        1 ( 0.4)     1    0     0                       0                                                
                                                                                                                                             

_____________________________________________________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion of subjects with at least one event in  
the oral semaglutide 14 mg arm.                                                                                                              
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 100     
years of exposure.                                                                                                                           
MedDRA version 20.1                                                                                                                          
                                                                                               nn9924/nn9924-exploratory/susot004_20190515_er
                                                                            21MAY2019:11:19:27 - t_summary_ae_4224.sas/t_sum_mild_ot_4224.txt



 

2.7.6.29.3

2.7.6.29.3-1 on-treatment



 



 



 



 



 

2.7.6.29.3-2 on-treatment



 

2.7.6.29.3-3 on-treatment



 

2.7.6.29.3-4 on-treatment



 



 

2.7.6.29.3-5 on-treatment



 

2.7.6.29.3-6 on-treatment



 

2.7.6.29.3-7 on-treatment



 



 



 



 



 

 

2.7.6.30.1 NN9924-4234

2.7.6.30.1.1

Novo Nordisk A/S, Novo Allé, DK-2880 Bagsvaerd, Denmark 
Clinical Reporting Anchor and Disclosure (1452); email address: clinicaltrials@novonordisk.com

3 mg/7 mg/14 mg

NNC0113-0217
ID

NN9924-4234
Clinicaltrials.gov identifier NCT02827708
Paediatric status EMEA-001441-PIP02-15

UTN U1111-1176-9230
IND number 114,464 
EudraCT number 2015-005326-19

PIONEER-5 Renal impairment
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Estimand
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5 14 mg 1:1
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3 mg 4 7 mg 4 14 mg
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1 5

3

324 721 324
96.9%

1
————————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema 14 mg  Placebo Total
N (%)            N (%) N (%)

————————————————————————————————————————————————————————————————————————————————————————————————————
Screened 721
  Screening failures 397 (55.1)    
Randomised 163 161 324
  Exposed 163 ( 100) 161 ( 100)     324 ( 100)    
Analysis sets
  Full analysis set 163 ( 100) 161 ( 100)     324 ( 100)  
  Safety analysis set 163 ( 100) 161 ( 100)     324 ( 100)    
Treatment completers [1] 133 (81.6) 141 (87.6)     274 (84.6)  
  Without rescue medication 127 (77.9) 127 (78.9)     254 (78.4)  
  With rescue medication 6 ( 3.7) 14 ( 8.7) 20 ( 6.2)    
Premature trial product discontinuation – primary 30 (18.4) 20 (12.4) 50 (15.4)  
reason
Exposed

  Adverse event(s) 24 (14.7) 10 ( 6.2) 34 (10.5)  
  Violation of inclusion and/or exclusion criteria 1 ( 0.6) 3 ( 1.9) 4 ( 1.2)  
  Intention of becoming pregnant 0 0 0
  Participation in another clinical trial [2]     0 0 0
  Calcitonin value >=100 ng/L 0 0 0
  Subject withdrawal from trial 0 2 ( 1.2) 2 ( 0.6)  
  Pregnancy 0 0 0
  Other 5 ( 3.1) 5 ( 3.1) 10 ( 3.1)  
Not exposed

Trial completers [3] 158 (96.9) 156 (96.9)     314 (96.9)  
  Completed treatment 132 (81.0) 141 (87.6)     273 (84.3)  
  Discontinued trial product 26 (16.0) 15 ( 9.3) 41 (12.7)    
Withdrawal from trial – primary reason 5 ( 3.1) 5 ( 3.1) 10 ( 3.1)  
  Lost to follow-up 3 ( 1.8) 1 ( 0.6) 4 ( 1.2)  
  Withdrawal by subject 1 ( 0.6) 2 ( 1.2) 3 ( 0.9)  
  Other 1 ( 0.6) 2 ( 1.2) 3 ( 0.9)  
    Died 1 ( 0.6) 2 ( 1.2) 3 ( 0.9)    
————————————————————————————————————————————————————————————————————————————————————————————————————
[1]: subjects who completed treatment with trial product according to the end-of-trial form;
[2]: simultaneous participation in any other clinical trial receiving an investigational medicinal
product; [3]: subjects who attended the final scheduled visit; 'Rescue medication': use of new    
anti-diabetic medication as add-on to trial product and used for more than 21 days with the
initiation at or after randomisation and before last day on trial product, and/or intensification of
anti-diabetic medication (a more than 20% increase in dose relative to baseline) for more than 21   
days with the intensification at or after randomisation and before last day on trial product; N:    
number of subjects; %: proportion of randomised subjects except for screening failures where it is  



 
  

 

proportion of screened subjects. 

18 90
2 HbA1c 7.0% 9.5% 53 mmol/mol 80 mmol/mol

eGFR 30 mL/min/1.73 m2 59 mL/min/1.73 m2

90
! 1 2

- 1500 mg 
- SU

! Basal
NPH 1 20%

! 1500 mg Basal
NPH 1

20%

90

2 MEN 2
MTC

180

NYHA IV
ALT 2.5

2200 mg/24 2200 mg/g
90 90

14

90
5 

1 1 3 7 14 mg SNAC 300 mg
30

F2RC002 2017 7 13 F2RC026 2018 2 17
F2RC045 2018 6 1 F2RC004 2018 1 19 F2RC012 2018 2 24

F2RC013 2018 3 3 F2RC017 2018 3 7 F2RC024 2018 7 1
1500 mg

Basal
20 10 16



 
  

 

26

30
30

F2RC007 2018 2 4 F2RC010 2018 2 4
F2RC023 2018 6 27

1500 mg
Basal

20% 10 16

HbA1c 26
kg 26

HbA1c
%

BMI C CRP

ICH E9
FAS

SAS 1 on-
treatment

3
! In-trial

o
o

! On-treatment
o
o
o

! on-treatment
o
o

estimand in-trial estimand
on-treatment on-treatment



 

 

in-trial
on-treatment

on-treatment

HbA1c 26 estimand
14 mg 90%

2 NN9924-3790
2 NN9535-1821 324 1:1
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on-treatment
in-trial

2 FAS
————————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema 14 mg Placebo Total
N   (%)         N   (%)         N   (%)

————————————————————————————————————————————————————————————————————————————————————————————————————  
Number of subjects 163 161 324
Sex
  N 163 ( 100) 161 ( 100) 324 ( 100)
  Female 80 (49.1) 88 (54.7) 168 (51.9)
   Male 83 (50.9) 73 (45.3) 156 (48.1)
Age group (years)
  N 163 ( 100) 161 ( 100) 324 ( 100)
  18 <= to < 65 26 (16.0) 39 (24.2) 65 (20.1)
  65 <= to < 75 79 (48.5) 73 (45.3) 152 (46.9)
  75 <= to < 85 51 (31.3) 48 (29.8) 99 (30.6)
  85 <= 7 ( 4.3) 1 ( 0.6) 8 ( 2.5)
Race
  N 163 ( 100) 161 ( 100) 324 ( 100)
  White 158 (96.9) 152 (94.4)      310 (95.7)
  Black or African American 4 ( 2.5) 9 ( 5.6) 13 ( 4.0)
  Asian 1 ( 0.6) 0 1 ( 0.3)
  American Indian or Alaska Native 0 0 0
  Native Hawaiian or other Pacific Islander 0 0 0
   Other 0 0 0
Renal function, eGFR (mL/min/1.73m^2)
  N 163 ( 100) 161 ( 100) 324 ( 100)
  Normal (90 <=        ) 0 0 0
  Mild RI (60 <= to < 90) 15 ( 9.2) 16 ( 9.9) 31 ( 9.6)
  Moderate RI (30 <= to < 60) 143 (87.7) 142 (88.2) 285 (88.0)
  Severe RI (15 <= to < 30) 5 ( 3.1) 3 ( 1.9) 8 ( 2.5)
  End-stage renal disease (         < 15) 0 0 0
Urinary albumin to creatinine ratio (mg/g)
  N 163 ( 100) 161 ( 100) 324 ( 100)
  Normal to mildly increased (         <   30)   96 (58.9) 105 (65.2) 201 (62.0)
  Moderately increased (30 <= to <= 300)   44 (27.0) 25 (15.5) 69 (21.3)
  Severely increased (         > 300)   22 (13.5) 26 (16.1) 48 (14.8)
  Unclassified 1 ( 0.6) 5 ( 3.1) 6 ( 1.9)  

Age, years 71 (8) 70 (8) 70 (8) 
HbA1c, % 8.0 (0.7) 7.9 (0.7) 8.0 (0.7)
HbA1c, mmol/mol 64 (8) 63 (8) 64 (8)  
Fasting plasma glucose, mmol/L 9.08 (2.65) 9.07 (2.77) 9.08 (2.71)
Fasting plasma glucose, mg/dL 163.6 (47.7) 163.5 (50.0) 163.5 (48.8) 
Duration of diabetes, years 14.1 (8.6) 13.9 (7.4) 14.0 (8.0)
Body weight, kg 91.3 (17.8) 90.4 (17.5) 90.8 (17.6)
Body mass index, kg/m2 32.2 (5.4) 32.6 (5.5) 32.4 (5.4)  
Waist circumference, cm 106.8 (13.9) 107.9 (12.8) 107.3 (13.3)
———————————————————————————————————————————————————————————————————————————————————————————————————  
Abbreviations: N: number of subjects, %: proportion of subjects, SD: standard deviation, BMI: Body 
Mass Index, eGFR: estimated glomerular filtration rate, ESRD: end-stage renal disease, FPG: fasting 
plasma glucose, RI: renal impairment, sema: semaglutide. 
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———————————————————————————————————————————————————————————————————————————————————————————————————
                                                      Oral sema 14 mg          Placebo          
———————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects                                    163                      161                 
                                                                                                   
HbA1c (%) – primary endpoint                                                                       
Baseline (mean, (SD)) [1]                               8.0 (0.7)                7.9 (0.7)         
                                                                                                   
Treatment policy estimand [2]                                                                      
Change at week 26 (%-points)                          -1.0                     -0.2               

  Estimated treatment difference (%-points [95% CI])   0.8 [ 0.1; 0.6], p-value: <0.0001            
                                                                                                   
Hypothetical estimand [2]                                                                          
Change at week 26 (%-points)                          -1.1                     -0.1               

  Estimated treatment difference (%-points [95% CI])   1.0 [ 1.2; 0.8], p-value: <0.0001           
                                                                                                      
Other secondary endpoints – treatment policy estimand                                    
Subjects (%) achieving HbA1c <7% [1]                   57.8                      22.6    
Estimated odds ratio [95% CI] [2]                     5.50 [3.20; 9.44], p-value: <0.0001

                           
Subjects (%) achieving HbA1c =<6.5% [1]                39.0                      7.7
Estimated odds ratio [95% CI] [2]                     9.45 [4.54; 19.65], p-value: <0.0001

                       
Subjects (%) achieving HbA1c <7.0% without                                                         
  hypoglycaemia [3] and without body weight gain [1]   50.6                      17.4
Estimated odds ratio [95% CI] [2]                     5.74 [3.25; 10.16], p-value: <0.0001

Subjects (%) achieving HbA1c reduction >=1%-point                                                  
  and weight loss >=3% [1]                             39.0                      7.7    
Estimated odds ratio [95% CI] [2]                     7.96 [3.99; 15.92], p-value: <0.0001

                                                                                                   



 
  

 

Fasting plasma glucose (mmol/L)                                                                    
Baseline (mean, SD)) [1]                              9.08 (2.65)               9.07 (2.77)          
Change at week 26 (mmol/L) [2]                        -1.54                     -0.37              

  Estimated treatment difference (mmol/L [95% CI])     -1.17 [-1.70; -0.65], p-value: <0.0001
                                                                                                      
Additional anti-diabetic medication – treatment policy estimand                                    
Subjects initiating treatment (N (%)) [1]             12 (7.4%)                 21 (13.0%)           

  Time to initiation (HR, [95% CI]) [2]                0.64 [0.34; 1.23)], p-value: 0.1834            
                                                                                                   
Rescue medication – hypothetical estimand                                                          
Subjects initiating treatment (N (%))[1]              7 (4.3%)                  16 (9.9%)           

  Time to initiation (HR, [95%CI]) [2]                 0.43 [0.17; 1.04], p-value: 0.0610             
———————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2]: estimated values; [3]: treatment-emergent severe or BG-confirmed 
symptomatic hypoglycaemic episodes; N: number of subjects, %: proportion of subjects, HR: hazard 
ratio.
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26

! 2 14 mg

! 14 mg

! 5% 10% 14 
mg 14 mg

! 14 mg BMI
4 FAS

———————————————————————————————————————————————————————————————————————————————————————————————————
                                                      Oral sema 14 mg          Placebo          
———————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects                                    163                      161                 
                                                                                                   
Body weight (kg) – secondary endpoint                                                              
Baseline (mean), SD)) [1]                              91.3 (17.8)              90.4 (17.5)           
                                                                                                   
Treatment policy estimand [2]                                                                      
Change at week 26 (kg)                                -3.4                     -0.9               

  Estimated treatment difference (kg [95% CI])         2.5 [ 3.2; -1.8], p-value: <0.0001
                                                                                                   
Hypothetical estimand [2]                                                                          
Change at week 26 (kg)                                -3.7                     -1.1               

  Estimated treatment difference (kg [95% CI])         2.7 [ 3.5; -1.9], p-value: <0.0001
                                                                                                   
Other secondary endpoints – treatment policy estimand                                    
Subjects (%) achieving body weight reduction >=5% [1]  35.7                      9.7  
Estimated odds ratio [95% CI] [2]                     5.40 [2.85; 10.25], p-value: <0.0001

Subjects (%) achieving body weight reduction >=10% [1]  8.4                      0.0  
Estimated odds ratio [95% CI] [2]                     28.48 [2.34; 346.5], p-value: 0.0086

Body weight (% change)
Baseline (mean (SD)) [1]                              -0.58 (2.21)             -0.06 (1.77)          
Change at week 26 (%) [2]                             -3.7                    -0.9               

  Estimated treatment difference (kg/m2) [95% CI])     -2.7 [-3.6; -1.9], p-value: <0.0001
                                                                                                   
Body mass index (kg/m2)                                                                            
Baseline (mean (SD)) [1]                              32.2 (5.4)               32.6 (5.5)            
Change at week 26 (kg/m2) [2]                         -1.2                     -0.3               

  Estimated treatment difference (kg/m2) [95% CI])     -0.9 [-1.2; -0.7], p-value: <0.0001



 

 

Waist circumference (cm)
Baseline (mean (SD)) [1]                             106.8 (13.9)             107.9 (12.8)
Change at week 26 (cm) [2]                            -2.8                     -0.6

  Estimated treatment difference (cm [95% CI])         -2.2 [-3.2; -1.2], p-value: <0.0001
———————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2]: estimated values; %: proportion of subjects.

5

! 14 mg
26

! CRP 14 mg

5 CRP FAS
———————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema 14 mg Placebo
———————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects 163 161

Other endpoints – treatment policy estimand
Fasting blood lipids
Total cholesterol (mmol/L)
Baseline (geom. mean (CV)) [1] 4.38 (24.9) 4.44 (29.6)
Ratio to baseline at week 26 [2] 0.96 1.00

  Estimated treatment ratio 0.96 [0.92; 1.00], p-value: 0.0790    

LDL cholesterol (mmol/L)
Baseline (geom. mean (CV)) [1] 2.27 (40.1)      2.29 (47.2)
Ratio to baseline at week 26 [2] 0.97 0.99

  Estimated treatment ratio 0.98 [0.91; 1.05], p-value: 0.4954

HDL cholesterol (mmol/L)
Baseline (geom. mean (CV)) [1] 1.07 (24.7) 1.08 (22.2)
Ratio to baseline at week 26 [2] 1.02 1.2

  Estimated treatment ratio 1.01 [0.97; 1.04], p-value: 0.7391

Triglycerides (mmol/L)
Baseline (geom. mean (CV)) [1] 1.99 (52.8)     2.05 (53.2)
Ratio to baseline at week 26 [2] 0.86 0.96

  Estimated treatment ratio 0.89 [0.83; 0.97], p-value: 0.0044

C-reactive protein (mg/L)
Baseline (geom. mean (CV)) [1] 2.96 (148.1) 3.14 (135.1)
Ratio to baseline at week 26 [2] 0.84 1.01

  Estimated treatment ratio 0.83 [0.67; 1.03], p-value: 0.0881
———————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2]: estimated values; geom: geometric; CV: coefficient of variation
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——————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema 14 mg Placebo
N   (%)      E    R        N   (%)      E    R

——————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects 163 161
Exposure time (years) - OT 89 90
Observation time (years) - IT 95 96

Overview of adverse events
Total number of events - OT 120 (73.6)   463  523 105 (65.2)   331  368
Serious adverse events - OT 17 (10.4)    28   32 17 (10.6)    24   27
Non-serious adverse events - OT 119 (73.0)   435  491 101 (62.7)   307  341
Severe - OT 10 ( 6.1)    15   17 15  (9.3)    19   21
Probable related [1] - OT 33 (20.2)    75   85 6  (3.7)     7    8    
Fatal - IT 1  (0.6)     1    1 2 ( 1.2)     2    2
Drug withdrawn - OT 24 (14.7)    35   40 8 ( 5.0)    10    11

Safety focus areas [2]
Gastrointestinal disorders - OT 73 (44.8)   173  195 27 (16.8)    57   63
Renal disorders - OT 4 ( 2.5)     6    7 3 ( 1.9)     3    3
Hepatic disorders - OT 2 ( 1.2)     2    2 0
Gallbladder-related disorders - OT 2 ( 1.2)     2    2 0
Pancreatitis - OT 0 0
Cardiovascular disorders - IT 17 (10.4)    19   20 11 ( 6.8)    13   14
Neoplasms - IT 7 ( 4.3)     7    7 7 ( 4.3)    10   10
Malignant neoplasms - IT 3 ( 1.8)     3    3 3 ( 1.9)     3    3     
Diabetic retinopathy [3] - IT 5 ( 3.1)     6    6 2 ( 1.2)     2    2
Lactic acidosis - OT 0 0 
Immunogenicity - OT 0 5 ( 3.1)     6    7



 

 

Rare events - IT 5 ( 3.1)     6    6 6 ( 3.7)     6    6     
Overdose - OT 1 ( 0.6)     1    1 1 ( 0.6)     1    1
Medication errors - OT      1 ( 0.6)     1    1 1 ( 0.6)     1    1
Abuse and misuse – OT 0 0
Susp. trans. of infectious agent – OT 0 0

——————————————————————————————————————————————————————————————————————————————————————————————————
[1]: related as judged by the investigator; [2]: based on pre-defined MedDRA searches among
investigator reported adverse events; [3]: diabetic retinopathy and related complications
N: number of subjects with at least one event; %: proportion of subjects with at least one event; 
E: number of events; R: events per 100 years of observation (in-trial) or exposure (on-treatment);
OT: on-treatment (= treatment emergent); IT: in-trial; Susp. trans.: suspected transmission. 

14 mg
7

7 SAS
——————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema 14 mg Placebo
N    (%)    E    R         N    (%)    E    R

——————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects 163 161
Exposure time (years) 89 90

Severe or BG-confirmed symptomatic [1] 9 ( 5.5)   17    19        3 ( 1.9)    3    3
Estimated odds ratio [2] 3.13 [0.98; 10.00], p-value: 0.0541  

ADA classification [1]                     41 (25.5)  132   149 27 ( 16.8)   58  64
   Severe 0 0
——————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2]: estimated values; BG-confirmed: hypoglycaemic episode with a plasma    
glucose value < 3.1 mmol/L (56 mg/dL); N: number of subjects with at least one episode;
%: proportion of subjects with at least one episode; E: number of episodes; R: episodes per
100 years of exposure; ADA: American Diabetes Association. 

14 mg
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——————————————————————————————————————————————————————————————————————————————————————————————————
Oral sema 14 mg Placebo

——————————————————————————————————————————————————————————————————————————————————————————————————
Amylase (U/L) – OT
Baseline (geometric mean (CV)) [1]   60 (42.6) 60 (48.9)
Ratio to baseline at week 26 [2] 1.07 0.99

  Estimated treatment ratio 1.08 [1.03; 1.14], p-value: 0.0035 

Lipase (U/L) – OT
Baseline (geometric mean (CV)) [1]    41 (67.7) 42 (75.5)
Ratio to baseline at week 26 [2] 1.14 0.95

  Estimated treatment ratio 1.20 [1.07; 1.34], p-value: 0.0015
——————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2) estimated values; Ratios to baseline were analysed using a mixed model  
for repeated measurements model with treatment and region as categorical fixed effects and baseline
value as covariate, all nested within visit, and an unstructured residual covariance matrix. The   
ratio to baseline and the corresponding baseline value were log-transformed prior to analysis. 
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——————————————————————————————————————————————————————————————————————————————————————————————————
Oral sema 14 mg Placebo

——————————————————————————————————————————————————————————————————————————————————————————————————
Systolic blood pressure (mmHg) – OT
Baseline (Mean (SD)) [1]             139 (16)                    137 (15)
Change at week 26 [2]                 -7                          -0

  Estimated treatment difference   -7 [-9; -4], p value: p-value: <0.0001

Diastolic blood pressure (mmHg) – OT
Baseline (Mean (SD)) [1] 77 ( 10) 78 ( 9)
Change at week 26 [2] -2 1

  Estimated treatment difference -3 [-5; -1], p-value: 0.0018

Pulse rate (beats/min) – OT
Baseline (Mean (SD)) [1] 69 (11) 72 (10)
Change at week 26 [2] 1 0

  Estimated treatment difference 1 [-1; 2], p-value: 0.5648
——————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2) estimated values; Changes from baseline were analysed using a mixed     
model for repeated measurements model with treatment and region as categorical fixed effects and  
baseline value as covariate, all nested within visit, and an unstructured residual covariance     
matrix. 

14 mg 1 4 31
8 14 26 GLP-1

in-vitro GLP-1

14 mg
26 14 mg

SU Basal
Basal
2 26

14 mg
26 14 mg

GLP-1
2013 GCP ICH 1996

21 CFR 312.120



 

2.7.6.30.2

2.7.6.30.2-1 on-treatment -



 



 



 



 



 



 

2.7.6.30.2-2 on-treatment -



 



 

2.7.6.30.2-3 on-treatment



 

2.7.6.30.2-4
on-treatment -



 



 

2.7.6.30.2-5



 



 

2.7.6.30.2-6



 



 



 

2.7.6.30.2-7



 



 



 



 



2.7.6.31.1. NN9924-4221

2.7.6.31.1.1

Novo Nordisk A/S, Novo Allé, DK-2880 Bagsvaerd, Denmark 
Clinical Reporting Anchor and Disclosure (1452); email address: clinicaltrials@novonordisk.com

3 mg/7 mg/14 mg

NNC0113-0217
ID NN9924-4221

clinicaltrials.gov identifier NCT02692716
Paediatric status EMEA-001441-PIP02-15

UTN U1111-1173-0750 IND number 114,464 
EudraCT number 2015-003563-10

PIONEER 6 – Cardiovascular outcomes trial
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Faingold MC, Farkouh ME, Franco DR, Gram J, Guja C, Joshi P, Malek R, Merino-Torres JF, Nauck MA, Pedersen 
SD, Huey-Herng Sheu W, Silver RJ, Tack CJ, Tandon N, Jeppesen OK, Strange M, Thomsen M, and Husain M. 
Cardiovascular safety of oral semaglutide in patients with type 2 diabetes: Rationale, design and patient baseline 
characteristics for the PIONEER 6 trial. Diab, Obes and Metab. 2018;1–10 (DOI: 10.1111/dom.13553)
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1
———————————————————————————————————————————————————————————————————————————————————————————————————

Oral semaglutide Placebo
N    (%)                   N    (%)

———————————————————————————————————————————————————————————————————————————————————————————————————
Randomised 1591 1592
  Exposed 1591 ( 100) 1591 (99.9) 
  Not exposed 0 1 ( 0.1) 

Full analysis set 1591 ( 100) 1592 ( 100) 

Treatment completers [1] 1347 (84.7) 1435 (90.1) 

Permanent TP discontinuation – primary reason 244 (15.3) 156 ( 9.8) 
  Adverse event(s) 185 (11.6) 104 ( 6.5) 
  Lack of effect 4 ( 0.3) 5 ( 0.3) 
  Participation in another clinical trial [2] 0 0



  Pregnancy 0 0
  Intention of becoming pregnant 0 0
  Calcitonin value >= 100 ng/L 0 0
  Withdrawal of consent 0 0
  Lost to follow-up 2 ( 0.1) 2 ( 0.1) 
  Other 53 ( 3.3) 45 ( 2.8) 
Trial completers [3] 1586 (99.7) 1586 (99.6) 
  Attended follow-up visit (P18) 1563 (98.2) 1541 (96.8) 
  Died during trial 23 ( 1.4) 45 ( 2.8) 

Non-completers – primary reason 5 ( 0.3) 6 ( 0.4) 
  Withdrawal by subject 3 ( 0.2) 1 ( 0.1) 
    Alive 3 ( 0.2) 1 ( 0.1) 
    Deceased 0 0
  Lost to follow-up 2 ( 0.1) 5 ( 0.3) 
    Alive 1 ( 0.1) 4 ( 0.3) 
    Deceased 1 ( 0.1) 1 ( 0.1) 
———————————————————————————————————————————————————————————————————————————————————————————————————
'[1]': subjects who were exposed and who did not discontinue trial product permanently; 
'[2]': simultaneous participation in any other clinical trial receiving an investigational 
medicinal product; TP: trial product.
'[3]': subjects who attended the follow-up visit (P18) or who died while considered active in 
trial; 'primary reason': according to the Dose Change form. 
N: number of subjects; %: proportion of randomised subjects except for screening failures where it 
is proportion of screened subjects. 
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———————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema Placebo Total
N   (%)          N   (%)          N   (%)

———————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects                             1591 1592 3183

Sex
  Male. 1084 (68.1) 1092 (68.6) 2176 (68.4)

Age (years)
  Mean (SD) 66 (7) 66 (7) 66 (7)
  Median 66   66 66
  Min; Max 50 ; 86 50 ; 88 50 ; 88

Age group (years).
  50 <= to < 65 700 (44.0) 634 (39.8) 1334 (41.9)
  65 <= to < 75 691 (43.4) 747 (46.9) 1438 (45.2)
  75 <= to < 85 196 (12.3)       201 (12.6) 397 (12.5)
  85 <= 4 ( 0.3) 10 ( 0.6) 14 ( 0.4)

Region
  Europe 475 (29.9) 484 (30.4) 959 (30.1)
  North America 556 (34.9) 550 (34.5) 1106 (34.7)
  South America 196 (12.3) 205 (12.9) 401 (12.6)
  Africa 102 ( 6.4) 93 ( 5.8) 195 ( 6.1)
  Asia 262 (16.5) 260 (16.3) 522 (16.4)



Race
  White 1148 (72.2) 1152 (72.4) 2300 (72.3)
  Black or African American 89 ( 5.6) 103 ( 6.5) 192 ( 6.0)
  Asian 324 (20.4) 306 (19.2) 630 (19.8)
  American Indian or Alaska Native 14 ( 0.9) 15 ( 0.9) 29 ( 0.9)
  Native Hawaiian or other Pacific Islander 5 ( 0.3) 1 (<0.1) 6 ( 0.2)
  Other 11 ( 0.7) 15 ( 0.9)        26 ( 0.8)

Ethnicity
  Hispanic or Latino 253 (15.9) 261 (16.4) 514 (16.1)   

HbA1c (%) Mean (SD) 8.2 (1.6) 8.2 (1.6)   8.2 (1.6)
Duration of diabetes (yrs) Mean (SD) 14.7 (8.5)     15.1 (8.5)    14.9 (8.5) 
Body weight (kg) Mean (SD) 91.0 (21.4) 90.8 (21.0)     90.9 (21.2) 
SBP (mmHg) Mean (SD) 135 (18) 136 (18) 136 (18)
DBP (mmHg) Mean (SD) 76 (10) 76 (10) 76 (10)
Pulse rate (beats/min) Mean (SD) 71 (11) 71 (11) 71 (11)
LDL (mmol/L) Geometric mean (CV)    1.99 (44.9)     2.04 (41.2) ND
———————————————————————————————————————————————————————————————————————————————————————————————————
CV: coefficient of variation; DBP: diastolic blood pressure; LDL: low density lipoprotein; N: 
number of subjects, %: proportion of subjects, SBP: systolic blood pressure; SD: standard 
deviation, sema: semaglutide.

3 FAS
———————————————————————————————————————————————————————————————————————————————————————————————————

Oral semaglutide     Placebo Total
N    (%)          N    (%)          N    (%)

———————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects                               1591 1592 3183

Cardiovascular disease
a. prior myocardial infarction 561 (35.3) 589 (37.0) 1150 (36.1)    
b. prior stroke or transient ischaemic 242 (15.2) 263 (16.5) 505 (15.9)    

attack
c. prior coronary, carotid or peripheral 733 (46.1) 768 (48.2) 1501 (47.2)    

arterial revascularisation
d. >50% stenosis on angiography/imaging of 427 (26.8) 453 (28.5) 880 (27.6)    

coronary,carotid/lower extremity
arteries

e. history of symptomatic coronary heart 356 (22.4) 375 (23.6) 731 (23.0)    
disease

f. asymptomatic cardiac ischaemia 97 ( 6.1) 92 ( 5.8) 189 ( 5.9)    
g. chronic heart failure NYHA class II-III 188 (11.8) 200 (12.6) 388 (12.2)    
h. moderate renal impairment 463 (29.1) 435 (27.3) 898 (28.2)    

Cardiovascular risk factors
i. microalbuminuria or proteinuria 518 (32.6) 533 (33.5) 1051 (33.0)    
j. hypertension and left ventricular 381 (23.9) 400 (25.1) 781 (24.5)    

hypertrophy by ECG or imaging
k. left ventricular systolic or diastolic 337 (21.2) 335 (21.0) 672 (21.1)    

dysfunction by imaging
l. ankle/brachial index < 0.9 81 ( 5.1) 94 ( 5.9) 175 ( 5.5)    

Stratum
  Age>=50 years and presence of CV disease 1350 (84.9) 1345 (84.5) 2695 (84.7)    
  (a.-h.)
  Age>=60 years and presence of CV risk 241 (15.1) 247 (15.5) 488 (15.3)    
  factors only (i.-l.)
———————————————————————————————————————————————————————————————————————————————————————————————————
N: number of subjects; %: proportion of subjects; NYHA: New York Heart Association;
CV: cardiovascular.
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———————————————————————————————————————————————————————————————————————————————————————————————————
                                           Oral semaglutide                Placebo                  
                                           N    (%)      E     R           N    (%)      E     R    
———————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects                         1591                            1592                     
Observation time (years) - IT              2101                            2081                     
Exposure time (years) - OT                 1932                            1987                     
                                                                                                    
Overview of adverse events                                                                          
  Serious adverse events - OT               301 (18.9)   545   28           358 (22.5)   618   31   
  Permanent treatment disc. due to AEs      184 (11.6)   253   13           104 ( 6.5)   132    7   
                                                                                                    
Safety focus areas [1]                                                                              
Gastrointestinal disorders – OT             24 ( 1.5)    34    2            22 ( 1.4)    24    1   
Renal disorders – OT                        15 ( 0.9)    16    1            18 ( 1.1)    22    1   
Hypovolaemia – OT                           10 ( 0.6)    12    1             7 ( 0.4)     7    0   
Hepatic disorders - OT                       4 ( 0.3)     4    0             6 ( 0.4)     6    0   
Gallbladder-related disorders - OT           8 ( 0.5)    10    1            11 ( 0.7)    13    1   
Pancreatitis - OT                            1 ( 0.1)     1    0             3 ( 0.2)     3    0   
Cardiovascular disorders – IT              130 ( 8.2)   190    9           155 ( 9.7)   209   10   
Neoplasms - IT                              39 ( 2.5)    42    2            42 ( 2.6)    44    2   
Malignant neoplasms - IT                    31 ( 1.9)    33    2            38 ( 2.4)    40    2   
Diabetic retinopathy [2] - IT              113 ( 7.1)   127    6           101 ( 6.3)   113    5   
Lactic acidosis – OT                         3 ( 0.2)     3    0             2 ( 0.1)     2    0   
Immunogenicity - OT                          1 ( 0.1)     1    0             3 ( 0.2)     3    0   
Rare events - IT                             6 ( 0.4)     6    0             1 ( 0.1)     1    0   
Overdose - OT                                1 ( 0.1)     1    0             0                     
Medication errors [2] – OT                   9 ( 0.6)    10    1            11 ( 0.7)    13    1   
Abuse and misuse – OT                        1 ( 0.1)     1    0             1 ( 0.1)     1    0   
Susp. trans. of infectious agent – OT        0                               0                     

                                                                                                    
EAC-confirmed events              
Acute kidney injury – OT                    32 ( 2.0)  36   1.9             37 ( 2.3)  42   2.1  
Acute pancreatitis – OT                      1 ( 0.1)   1   0.1              3 ( 0.2)   3   0.2  



Cardiovascular events – IT 85 ( 5.3) 119   5.7 108 ( 6.8) 135   6.5  
Malignant neoplasm (excl. thyroid) – IT     41 ( 2.6)  50   2.4 48 ( 3.0)  61   2.9  
Malignant thyroid neoplasm – IT 2 ( 0.1)   3   0.1 0
Lactic acidosis – OT 1 ( 0.1)   1   0.1 1 ( 0.1)   1   0.1  

———————————————————————————————————————————————————————————————————————————————————————————————————
[1]: based on pre-defined MedDRA searches among investigator reported serious adverse events; [2]: 
based on pre-defined MedDRA searches among investigator reported (serious and non-serious events)    
N: number of subjects with at least one event; %: proportion of subjects with at least one event;   
E: number of events; R: events per 100 years of observation (in-trial) or exposure (on-treatment);  
OT: on-treatment (= treatment emergent); IT: in-trial; Susp. trans.: suspected transmission.
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———————————————————————————————————————————————————————————————————————————————————————————————————

Oral semaglutide Placebo
———————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects                                 1591 1592

Systolic blood pressure (mmHg, Mean (SD)
    Week 0 135 (18) 136 (18)
    End-of-treatment 131 (17) 134 (16)
    Change from baseline -5 (18) -2 (18)
Diastolic blood pressure (mmHg), Mean (SD)
    Week 0 76 (10) 76 (10)
    End-of-treatment 75 (10) 74 (10)
    Change from baseline -1 (11) -2 (10)
Pulse rate (bpm), Mean (SD)
    Week 0 71 (11) 71 (11)
    End-of-treatment 74 (11) 71 (11)
    Change from baseline 4 (11) -0 (11)
———————————————————————————————————————————————————————————————————————————————————————————————————
Observed values; SD: standard deviation.
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2.7.6.31.2

2.7.6.31.2-1 on-treatment

____________________________________________________________________________________________________

Oral sema Placebo
N   (%)      E    R        N   (%)      E    R

____________________________________________________________________________________________________
Number of subjects 1591 1592

Exposure time (years) 1932 1987

Events 301 (18.9)   545   28 358 (22.5)   618   31

97 ( 6.1)   134    7 111 ( 7.0)   148    7
  21 ( 1.3)    25    1 22 ( 1.4)    25    1
  19 ( 1.2)    20    1 15 ( 0.9)    18    1
  11 ( 0.7)    11    1 9 ( 0.6)     9    0
  9 ( 0.6)    12    1 9 ( 0.6)    11    1
  9 ( 0.6)     9    0 13 ( 0.8)    13    1
  8 ( 0.5)     9    0        7 ( 0.4)     7    0
  6 ( 0.4)     8    0 14 ( 0.9)    14    1
  5 ( 0.3)     6    0 0
  5 ( 0.3)     5    0 8 ( 0.5)     9    0
  3 ( 0.2)     3    0 1 ( 0.1)     1    0
  3 ( 0.2)     3    0 1 ( 0.1)     1    0
  2 ( 0.1)     2    0 2 ( 0.1)     2    0
  2 ( 0.1)     3    0 2 ( 0.1)     2    0
  2 ( 0.1)     2    0        3 ( 0.2)     3    0
  2 ( 0.1)     2    0 7 ( 0.4)     8    0
  1 ( 0.1)     1    0 3 ( 0.2)     3    0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 1 ( 0.1)     1    0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 3 ( 0.2)     3    0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 1 ( 0.1)     1    0
  1 ( 0.1)     1    0 0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 4 ( 0.3)     4    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0

67 ( 4.2)    75    4 73 ( 4.6)    93    5
  12 ( 0.8)    13    1 21 ( 1.3)    21    1
  9 ( 0.6)     9    0 7 ( 0.4)     7    0
  5 ( 0.3)     5   0 5 ( 0.3)     5    0
  5 ( 0.3)     5    0 1 ( 0.1)     1    0
  3 ( 0.2)     3    0 2 ( 0.1)     2    0
  3 ( 0.2)     3    0 5 ( 0.3)     5    0
  3 ( 0.2)     3    0 6 ( 0.4)     6    0
____________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion
of subjects with at least one event in the oral semaglutide arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E:
number of events; R: events per 100 years of exposure.   MedDRA version 20.1     



 

Serious adverse events by system organ class and preferred term - on-treatment - full analysis set

____________________________________________________________________________________________________

Oral sema Placebo
N   (%)      E    R        N   (%)      E    R

____________________________________________________________________________________________________
  2 ( 0.1)     2    0 1 ( 0.1)     1    0
  2 ( 0.1)     2    0 0
  2 ( 0.1)     2    0 3 ( 0.2)     5    0
  2 ( 0.1)     2    0 3 ( 0.2)     3    0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0        0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 2 ( 0.1)     3    0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 3 ( 0.2)     4    0
  1 ( 0.1)     1    0 2 ( 0.1)     2    0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0 
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
                                      1 ( 0.1)     1    0        1 ( 0.1)     1    0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0  0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 2 ( 0.1)     2    0
  0 1 ( 0.1)     1    0
       0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 2 ( 0.1)     2    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 3 ( 0.2)     3    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0

38 ( 2.4)    52    3 45 ( 2.8)    57    3
  9 ( 0.6)     9    0 11 ( 0.7)    12    1
  9 ( 0.6)    11    1 6 ( 0.4)     8    0
  7 ( 0.4)     7    0 4 ( 0.3)     4    0
  4 ( 0.3)     4    0 4 ( 0.3)     5    0
____________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion
of subjects with at least one event in the oral semaglutide arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E:
number of events; R: events per 100 years of exposure.
MedDRA version 20.1

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:18:43 - t_summary_ae_4221.sas/t_sum_gen_sae_ot_4221.txt



 

Serious adverse events by system organ class and preferred term - on-treatment - full analysis set

____________________________________________________________________________________________________

Oral sema Placebo
N   (%)      E    R        N   (%)      E    R

____________________________________________________________________________________________________
                                3 ( 0.2)     3    0        6 ( 0.4)     6    0
  2 ( 0.1)     2    0 0
  2 ( 0.1)     2    0 0
  2 ( 0.1)     3    0 0
  2 ( 0.1)    2    0 2 ( 0.1)     2    0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 1 ( 0.1)     1    0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     2    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0    1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 2 ( 0.1)     2    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
       0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 2 ( 0.1)     2    0

31 ( 1.9)    32    2 36 ( 2.3)    38    2
  
  4 ( 0.3)     4    0 1 ( 0.1)     1    0
  2 ( 0.1)     2    0 0
  2 ( 0.1)     2    0 1 ( 0.1)     1    0
  2 ( 0.1)     2    0 0
  2 ( 0.1)     2    0 1 ( 0.1)     1    0
  2 ( 0.1)     2    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 1 ( 0.1)     1    0
  1 ( 0.1)     1    0 2 ( 0.1)     2    0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
                                        1 ( 0.1)     1    0        1 ( 0.1)     1    0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
____________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion
of subjects with at least one event in the oral semaglutide arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E:
number of events; R: events per 100 years of exposure.
MedDRA version 20.1

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:18:43 - t_summary_ae_4221.sas/t_sum_gen_sae_ot_4221.txt



 

Serious adverse events by system organ class and preferred term - on-treatment - full analysis set

____________________________________________________________________________________________________

Oral sema Placebo
N   (%)      E    R        N   (%)      E    R

____________________________________________________________________________________________________
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     2    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 2 ( 0.1)     2    0
      0 4 ( 0.3)     4    0
  0 2 ( 0.1)     2    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
   0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 2 ( 0.1)     2    0

25 ( 1.6)    27    1 32 ( 2.0)    37    2
  13 ( 0.8)    14    1 14 ( 0.9)    18    1
  3 ( 0.2)     3    0 2 ( 0.1)     2    0
  2 ( 0.1)     2    0 2 ( 0.1)     2    0
  2 ( 0.1)     2   0 2 ( 0.1)     2    0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 2 ( 0.1)     2    0
  1 ( 0.1)     1    0 1 ( 0.1)     1    0
  1 ( 0.1)     1    0 5 ( 0.3)     5    0
  1 ( 0.1)     1    0 0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0

24 ( 1.5)    34    2 22 ( 1.4)   24    1
  4 ( 0.3)     4    0 0
  4 ( 0.3)     4    0 0
     2 ( 0.1)     2    0 1 ( 0.1)     1    0
  2 ( 0.1)     2    0 1 ( 0.1)     1    0
  2 ( 0.1)     2    0 0
  2 ( 0.1)     2    0 2 ( 0.1)     2    0
  2 ( 0.1)     2    0 1 ( 0.1)     1    0
  2 ( 0.1)     2    0 2 ( 0.1)     2    0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
                                        1 ( 0.1)     1    0        1 ( 0.1)     2    0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
                              1 ( 0.1)     1    0        1 ( 0.1)     1    0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
____________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion
of subjects with at least one event in the oral semaglutide arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E:
number of events; R: events per 100 years of exposure.
MedDRA version 20.1

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:18:43 - t_summary_ae_4221.sas/t_sum_gen_sae_ot_4221.txt



 

Serious adverse events by system organ class and preferred term - on-treatment - full analysis set

____________________________________________________________________________________________________

Oral sema Placebo
N   (%)      E    R        N   (%)      E    R

____________________________________________________________________________________________________
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 1 ( 0.1)     1    0 
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0  

22 ( 1.4)    24    1 27 ( 1.7)    27    1
  5 ( 0.3)     5    0 3 ( 0.2)     3    0
  3 ( 0.2)     3    0 1 ( 0.1)     1    0
  3 ( 0.2)     3    0 2 ( 0.1)     2    0
  3 ( 0.2)     3    0 1 ( 0.1)     1    0
  2 ( 0.1)     2    0 7 ( 0.4)     7    0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 3 ( 0.2)     3    0
  1 ( 0.1)     1    0 1 ( 0.1)     1    0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 1 ( 0.1)     1    0
  1 ( 0.1)     1    0 3 ( 0.2)     3    0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  0  1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
       0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0

22 ( 1.4)    29    2 18 ( 1.1)    21    1
  8 ( 0.5)    11    1 4 ( 0.3)     4    0
  2 ( 0.1)     2    0 2 ( 0.1)     2    0
  2 ( 0.1)     2    0 2 ( 0.1)     2    0
  2 ( 0.1)     2    0 0
       1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
          1 ( 0.1)     2    0 1 ( 0.1)     1    0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     2    0        2 ( 0.1)     2    0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  0 1 ( 0.1)     1    0

0 1 ( 0.1)     1    0
  0 2 ( 0.1)     3    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 2 ( 0.1)     2    0
____________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion
of subjects with at least one event in the oral semaglutide arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E:
number of events; R: events per 100 years of exposure.
MedDRA version 20.1

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:18:43 - t_summary_ae_4221.sas/t_sum_gen_sae_ot_4221.txt



 

Serious adverse events by system organ class and preferred term - on-treatment - full analysis set

____________________________________________________________________________________________________
                                                                                                    
                                             Oral sema                  Placebo                     
                                               N   (%)      E    R        N   (%)      E    R       
____________________________________________________________________________________________________

                     21 ( 1.3)    31    2       34 ( 2.1)    43    2      
                                            5 ( 0.3)     5    0       11 ( 0.7)    11    1      
                                      3 ( 0.2)     3    0        0                        
                                    2 ( 0.1)     2    0        1 ( 0.1)     1    0      
                                        2 ( 0.1)     2    0        1 ( 0.1)     1    0      
                                      2 ( 0.1)     2    0        0                        
                                      2 ( 0.1)     2    0        1 ( 0.1)     1    0      
                                  1 ( 0.1)     1    0        1 ( 0.1)     1    0      
                                        1 ( 0.1)     1    0        0                        
                                        1 ( 0.1)     1    0        0                        
                                  1 ( 0.1)     1    0        0                        
                                        1 ( 0.1)     1    0        0                        
                                        1 ( 0.1)     1    0        0                        
                              1 ( 0.1)     1    0        0                        
                                        1 ( 0.1)     1    0        0                        
                                    1 ( 0.1)     1    0        2 ( 0.1)     2    0      
                                    1 ( 0.1)     1    0        1 ( 0.1)     1    0      
                                          1 ( 0.1)     1    0        0                        
                                      1 ( 0.1)     1    0        0                        
                                        1 ( 0.1)     1    0        0                        
                                        1 ( 0.1)     1    0        1 ( 0.1)     1    0      
                                          1 ( 0.1)     1    0        0                        
                                    0                          1 ( 0.1)     1    0      
                                    0                          1 ( 0.1)     1    0      
                                        0                          1 ( 0.1)     1    0      
                                    0                          1 ( 0.1)     1    0      
                                      0                          1 ( 0.1)     1    0      
                                        0                          1 ( 0.1)     1    0      
                                    0                          2 ( 0.1)     2    0      
                                      0                          1 ( 0.1)     1    0      
                                        0                          1 ( 0.1)     1    0      
                                        0                          1 ( 0.1)     1    0      
                                    0                          2 ( 0.1)     2    0      
                                  0                          1 ( 0.1)     1    0      
                                      0                          2 ( 0.1)     2    0      
                                        0                          1 ( 0.1)     1    0      
                                          0                          1 ( 0.1)     1    0      
                                  0                          2 ( 0.1)     2    0      
                                            0                          1 ( 0.1)     1    0      
                                        0                          1 ( 0.1)     1    0      
                                            0                          1 ( 0.1)     1    0      
                                          0                          1 ( 0.1)     1    0      
                                                                                                    

                             19 ( 1.2)    21    1       20 ( 1.3)    22    1      
                                          5 ( 0.3)     5    0        4 ( 0.3)     4    0      
                                            3 ( 0.2)     3    0        2 ( 0.1)     2    0      
                                3 ( 0.2)     3    0        2 ( 0.1)     2    0      
                                          2 ( 0.1)     2    0        4 ( 0.3)     4    0      
              2 ( 0.1)     2    0        1 ( 0.1)     1    0      
                        2 ( 0.1)     2    0        0                        
                        1 ( 0.1)     1    0        3 ( 0.2)     3    0      
                                  1 ( 0.1)     1    0        1 ( 0.1)     1    0      
                                  1 ( 0.1)     1    0        0                        
                                1 ( 0.1)     1    0        1 ( 0.1)     1    0      
                                    0                          1 ( 0.1)     1    0      
                                    0                          1 ( 0.1)     1    0      
                      0                          1 ( 0.1)     1    0      
                                          0                          1 ( 0.1)     1    0      
                                                                                                    
____________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion
of subjects with at least one event in the oral semaglutide arm.                                    
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E:
number of events; R: events per 100 years of exposure.                                              
MedDRA version 20.1                                                                                 
                                                      nn9924/nn9924-exploratory/susot004_20190515_er
                                21MAY2019:11:18:43 - t_summary_ae_4221.sas/t_sum_gen_sae_ot_4221.txt



 

Serious adverse events by system organ class and preferred term - on-treatment - full analysis set

____________________________________________________________________________________________________

Oral sema Placebo
   N   (%)      E    R        N   (%)      E    R

____________________________________________________________________________________________________
17 ( 1.1)    19    1 19 ( 1.2)    21    1

  9 ( 0.6)    11    1 7 ( 0.4)     9    0
  3 ( 0.2)     3    0 0
  1 ( 0.1)     1    0 2 ( 0.1)     2    0
  1 ( 0.1)     1    0 3 ( 0.2)     3    0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 2 ( 0.1)     2    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0  

17 ( 1.1)    17    1 25 ( 1.6)    26    1
  6 ( 0.4)     6    0 10 ( 0.6)    10    1
  2 ( 0.1)     2    0 1 ( 0.1)     1    0
  1 ( 0.1)     1    0 1 ( 0.1)     1    0
  1 ( 0.1)     1    0 1 ( 0.1)     1    0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 1 ( 0.1)     1    0 
  1 ( 0.1)     1    0 1 ( 0.1)     1    0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0  0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
      0 2 ( 0.1)     2    0
  0 2 ( 0.1)     2    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 2 ( 0.1)     2    0

11 ( 0.7)    13    1 13 ( 0.8)    14    1
  3 ( 0.2)     3    0 2 ( 0.1)     2    0
  2 ( 0.1)     2    0 4 ( 0.3)     4    0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 1 ( 0.1)     1    0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 2 ( 0.1)     2    0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 2 ( 0.1)     2    0
  1 ( 0.1)     1    0 0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0

9 ( 0.6)     9    0 6 ( 0.4)     7    0
  8 ( 0.5)     8    0 5 ( 0.3)     6    0
  1 ( 0.1)     1    0 0
  0 1 ( 0.1)     1    0

8 ( 0.5)     8    0 9 ( 0.6)     9    0
  1 ( 0.1)     1    0    0
  1 ( 0.1)     1    0 0
____________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion
of subjects with at least one event in the oral semaglutide arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E:
number of events; R: events per 100 years of exposure.
MedDRA version 20.1

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:18:43 - t_summary_ae_4221.sas/t_sum_gen_sae_ot_4221.txt



 

Serious adverse events by system organ class and preferred term - on-treatment - full analysis set

____________________________________________________________________________________________________

Oral sema Placebo
N   (%)      E    R        N   (%)      E    R

____________________________________________________________________________________________________
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0  
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 1 ( 0.1)     1    0
  1 ( 0.1)     1    0 0
  0 1 ( 0.1)     1    0
  0 2 ( 0.1)     2    0
   0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0

6 ( 0.4)     7    0 3 ( 0.2)     3    0
  2 ( 0.1)     2    0 1 ( 0.1)     1    0
  2 ( 0.1)     2    0 2 ( 0.1)     2    0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0

3 ( 0.2)     3    0 2 ( 0.1)     2    0
  3 ( 0.2)     3    0 2 ( 0.1)     2    0

3 ( 0.2)     4    0 4 ( 0.3)     4    0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0

3 ( 0.2)    3    0 12 ( 0.8)    14    1
  2 ( 0.1)     2    0 6 ( 0.4)     7    0
  1 ( 0.1)     1    0 4 ( 0.3)     4    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1   0

2 ( 0.1)     2    0 4 ( 0.3)     4    0
  1 ( 0.1)    1    0 0
  1 ( 0.1)     1    0 0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0

1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0

0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0

0 2 ( 0.1)     2    0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0

0 1 ( 0.1)     1    0
____________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion
of subjects with at least one event in the oral semaglutide arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E:
number of events; R: events per 100 years of exposure.
MedDRA version 20.1

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:18:43 - t_summary_ae_4221.sas/t_sum_gen_sae_ot_4221.txt



 

Serious adverse events by system organ class and preferred term - on-treatment - full analysis set

____________________________________________________________________________________________________

Oral sema Placebo
N   (%)      E    R        N   (%)      E    R

____________________________________________________________________________________________________
                            0                          1 ( 0.1)     1    0

____________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion
of subjects with at least one event in the oral semaglutide arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E:
number of events; R: events per 100 years of exposure.
MedDRA version 20.1
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2.7.6.31.2-2 on-treatment

____________________________________________________________________________________________________
                                                                                                    
                                             Oral sema                  Placebo                     
                                               N   (%)      E    R        N   (%)      E    R       
____________________________________________________________________________________________________
Number of subjects                           1591                       1592                        
                                                                                                    
Exposure time (years)                        1932                       1987                        
                                                                                                    
Events                                        184 (11.6)   253   13      104 ( 6.5)   132    7      
                                                                                                    

                                      108 ( 6.8)   133    7       26 ( 1.6)    33    2      
                                           46 ( 2.9)    46    2       8 ( 0.5)     8    0      
                                           24 ( 1.5)    25    1        4 ( 0.3)     4    0      
                                           22 ( 1.4)    22    1        6 ( 0.4)     6    0      
                                     10 ( 0.6)    10    1        2 ( 0.1)     2    0      
                                        7 ( 0.4)     7    0        4 ( 0.3)     4    0      
                                            6 ( 0.4)     6   0        0                        
                                4 ( 0.3)     4    0        0                        
                                            2 ( 0.1)     2    0        0                        
                                          1 ( 0.1)     1    0        0                        
                                      1 ( 0.1)     1    0        0                        
                                            1 ( 0.1)     1    0        0                        
                                      1 ( 0.1)     1    0        0                        
                                  1 ( 0.1)     1    0        0                        
                                        1 ( 0.1)     1    0        0                        
                                    1 ( 0.1)     1    0        0                        
                                    1 ( 0.1)     1    0        0                        
                                            1 ( 0.1)     1    0        1 ( 0.1)     1    0      
                                        1 ( 0.1)     1    0        1 ( 0.1)     1    0      
                                            1 ( 0.1)     1    0        0                        
                                        0                          1 ( 0.1)     1    0      
                                          0                          1 ( 0.1)     1    0      
                                        0                          2 ( 0.1)     2    0      
                              0                          1 ( 0.1)     1    0      
                                        0                          1 ( 0.1)     1    0      
                                          0                          1 ( 0.1)     1    0      
                                                                                                    

                             19 ( 1.2)    19    1        7 ( 0.4)     7    0      
                                       16 ( 1.0)    16    1        2 ( 0.1)     2    0      
                                          2 ( 0.1)     2    0        0                        
              1 ( 0.1)     1    0        0                        
                                  0                          1 ( 0.1)     1    0      
                                  0                          1 ( 0.1)     1    0      
                                          0                          1 ( 0.1)     1    0      
                      0                          1 ( 0.1)     1    0      
                                            0                          1 ( 0.1)     1    0      
                                                                                                    

                                     17 ( 1.1)    18    1       13 ( 0.8)    14    1      
                                        4 ( 0.3)     4    0        1 ( 0.1)     1    0      
                                    3 ( 0.2)     3    0        2 ( 0.1)     2    0      
                                            3 ( 0.2)     3    0        2 ( 0.1)     2    0      
                                            2 ( 0.1)     2    0        0                        
                                    2 ( 0.1)     2    0        3 ( 0.2)     3    0      
                                            2 ( 0.1)     2    0        0                        
                                        1 ( 0.1)     1    0        0                        
                                        1 ( 0.1)     1    0        0                        
                              0                          1 ( 0.1)     1    0      
                                    0                          1 ( 0.1)     1    0      
                                            0                          1 ( 0.1)     1    0      
                                            0                          1 ( 0.1)     1    0      
                                        0                          1 ( 0.1)     1    0      
                            0                          1 ( 0.1)     1    0      
____________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion
of subjects with at least one event in the oral semaglutide arm.                                    
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E:
number of events; R: events per 100 years of exposure.                                              
MedDRA version 20.1                                                                                 
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Adverse events leading to permanent trial product discontinuation by system organ class and
preferred term - on-treatment - full analysis set

____________________________________________________________________________________________________
                                                                                                    
                                             Oral sema                  Placebo                     
                                               N   (%)      E    R        N   (%)      E    R       
____________________________________________________________________________________________________

       15 ( 0.9)    16    1       15 ( 0.9)    15    1      
                                                                                
                                        3 ( 0.2)     3    0        1 ( 0.1)     1    0      
                              2 ( 0.1)     2    0        0                        
                              2 ( 0.1)     2    0        1 ( 0.1)     1    0      
                                        2 ( 0.1)     2    0        1 ( 0.1)     1    0      
                                          1 ( 0.1)     1    0        1 ( 0.1)     1    0      
                        1 ( 0.1)     1    0        0                        
                          1 ( 0.1)     1    0        0                        
                                          1 ( 0.1)     1    0        0                        
                                    1 ( 0.1)     1    0        0                        
                                          1 ( 0.1)     1    0        0                        
                                1 ( 0.1)     1    0        0                        
                                      0                          1 ( 0.1)     1    0      
                                            0                          1 ( 0.1)     1    0      
                                          0                          1 ( 0.1)     1    0      
                                0                          1 ( 0.1)     1    0      
                                    0                          1 ( 0.1)     1    0      
                                      0                          2 ( 0.1)     2    0      
                            0                          1 ( 0.1)     1    0      
                                            0                          1 ( 0.1)     1    0      
                                          0                          2 ( 0.1)     2    0      
                                                                                                    

                                       15 ( 0.9)    18    1        3 ( 0.2)     3    0      
                                    6 ( 0.4)     6    0        0                        
                                  4 ( 0.3)     4    0        0                        
                                      3 ( 0.2)     3    0        1 ( 0.1)     1    0      
                            2 ( 0.1)     2    0        1 ( 0.1)     1    0      
                                        2 ( 0.1)     2    0        0                        
                            1 ( 0.1)     1    0        1 ( 0.1)     1    0      
                                                                                                    

              8 ( 0.5)     8    0        5 ( 0.3)     6    0      
                                          3 ( 0.2)     3    0        2 ( 0.1)     2    0      
                                            2 ( 0.1)     2    0        2 ( 0.1)     2    0      
                                            1 ( 0.1)     1    0        0                        
                                          1 ( 0.1)     1    0        0                        
                                    1 ( 0.1)     1    0        0                        
                                            0                          1 ( 0.1)     1    0      
                                            0                          1 ( 0.1)     1    0      
                                                                                                    

                            6 ( 0.4)     6    0        7 ( 0.4)     8    0      
                                      1 ( 0.1)     1    0        0                        
                                        1 ( 0.1)     1    0        0                        
                                    1 ( 0.1)     1    0        0                        
                                          1 ( 0.1)     1    0        0                        
                                1 ( 0.1)     1    0        0                        
                                          1 ( 0.1)     1    0        0                        
                                          0                          1 ( 0.1)     1    0      
                                      0                          1 ( 0.1)     1    0      
                                    0                          1 ( 0.1)     1    0      
                                            0                          1 ( 0.1)     1    0      
                                          0                          1 ( 0.1)     1    0      
                                            0                          3 ( 0.2)     3    0      
                                                                                                    

                                        6 ( 0.4)     8    0       10 ( 0.6)    10    1      
                                        2 ( 0.1)     2    0        0                        
                                    1 ( 0.1)     1    0        3 ( 0.2)     3    0      
                                      1 ( 0.1)     1    0        1 ( 0.1)     1    0      
____________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion
of subjects with at least one event in the oral semaglutide arm.                                    
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E:
number of events; R: events per 100 years of exposure.                                              
MedDRA version 20.1                                                                                 
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Adverse events leading to permanent trial product discontinuation by system organ class and
preferred term - on-treatment - full analysis set

____________________________________________________________________________________________________
                                                                                                    
                                             Oral sema                  Placebo                     
                                               N   (%)      E    R        N   (%)      E    R       
____________________________________________________________________________________________________
                                    1 ( 0.1)     1    0        0                        
                                        1 ( 0.1)     1    0        0                        
                                          1 ( 0.1)     1    0        0                        
                                        1 ( 0.1)     1    0        0                        
                                  0                          1 ( 0.1)     1    0      
                                        0                          1 ( 0.1)     1    0      
                                      0                          1 ( 0.1)     1    0      
                                      0                          1 ( 0.1)     1    0      
                                            0                          1 ( 0.1)     1    0      
                                      0                          1 ( 0.1)     1    0      
                                                                                                    

                      5 ( 0.3)     5    0        2 ( 0.1)     2    0      
                                          2 ( 0.1)     2    0        1 ( 0.1)     1    0      
                                    1 ( 0.1)     1    0        0                        
                                    1 ( 0.1)     1    0        0                        
                                        1 ( 0.1)     1    0        0                        
                                          0                          1 ( 0.1)     1    0      
                                                                                                    

                          4 ( 0.3)     5    0        3 ( 0.2)     3    0      
                                        2 ( 0.1)     2    0        1 ( 0.1)     1    0      
                                            2 ( 0.1)     2    0        0                        
                              1 ( 0.1)     1    0        0                        
                                        0                          1 ( 0.1)     1    0      
                                        0                          1 ( 0.1)     1    0      
                                                                                                    

                      3 ( 0.2)     3    0        2 ( 0.1)     2    0      
                                            1 ( 0.1)     1    0        0                        
                                        1 ( 0.1)     1    0        0                        
                                1 ( 0.1)     1    0        1 ( 0.1)     1    0      
                                        0                          1 ( 0.1)     1    0      
                                                                                                    

                                3 ( 0.2)     3    0        9 ( 0.6)     9    0      
                                      1 ( 0.1)     1    0        4 ( 0.3)     4    0      
                                    1 ( 0.1)     1   0        0                        
                                      1 ( 0.1)     1    0        2 ( 0.1)     2    0      
                                    0                          1 ( 0.1)     1    0      
                                            0                          1 ( 0.1)     1    0      
                                    0                          1 ( 0.1)     1    0      
                                                                                                    

                      2 ( 0.1)     3    0        1 ( 0.1)     1    0      
                                      1 ( 0.1)     1    0        0                        
                                            1 ( 0.1)     1    0        0                        
                                          1 ( 0.1)     1    0        0                        
                                    0                          1 ( 0.1)     1    0      
                                                                                                    

                                        2 ( 0.1)     3    0        3 ( 0.2)     3    0      
                                          1 ( 0.1)     1    0        0                        
                                    1 ( 0.1)     1    0        0                        
                                        1 ( 0.1)     1    0        0                        
                                        0                          1 ( 0.1)     1    0      
                                      0                          1 ( 0.1)     1    0      
                                            0                          1 ( 0.1)     1    0      
                                                                                                    

                              1 ( 0.1)     1    0        1 ( 0.1)     1    0      
                                        1 ( 0.1)     1    0        0                        
                                      0                          1 ( 0.1)     1    0      
                                                                                                    

                                    1 ( 0.1)     1    0        5 ( 0.3)     5    0      
____________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion
of subjects with at least one event in the oral semaglutide arm.                                    
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E:
number of events; R: events per 100 years of exposure.                                              
MedDRA version 20.1                                                                                 
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Adverse events leading to permanent trial product discontinuation by system organ class and
preferred term - on-treatment - full analysis set

____________________________________________________________________________________________________

Oral sema Placebo
N   (%)      E    R        N   (%)      E    R

____________________________________________________________________________________________________
                                          1 ( 0.1)     1    0 0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0 3 ( 0.2)     3    0

1 ( 0.1)     1    0 4 ( 0.3)     4    0
  1 ( 0.1)     1    0 0
  0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0
  0  1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0

     1 ( 0.1)     1    0 0
  1 ( 0.1)     1    0 0

1 ( 0.1)     1    0 2 ( 0.1)     2    0
  1 ( 0.1)     1    0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0

0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0

0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0

0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0

0 1 ( 0.1)     1    0
  0 1 ( 0.1)     1    0

____________________________________________________________________________________________________
Table is sorted in descending order by system organ class and preferred term based on the proportion
of subjects with at least one event in the oral semaglutide arm.
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E:
number of events; R: events per 100 years of exposure.
MedDRA version 20.1
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2.7.6.31.2-3 in-trial

_____________________________________________________________________________________________________________________________________________
Subject ID/    AE  System organ class/ Onset date/  On-treatment Event     Serious/ Relation/Action       Related to 
Planned no. High level group term/ Onset trial duration  Severity/    technical 
trial product/     Preferred term/ day (days)   Outcome   complaint  
Sex/Age/BMI Reported term
_____________________________________________________________________________________________________________________________________________
100005/        2     2017-08-03/  Yes          1         Yes/                 UNLIKELY/DOSE NOT     No
Placebo/           / / /SUDDE  150                                 SEVERE/              CHANGED
M/69/26.6 N CARDIAC DEATH FATAL

100009/ 1     2018-05-09/  Yes 1 Yes/ UNLIKELY/DOSE NOT     No
Placebo/     / / /SUDDE  421 SEVERE/ CHANGED
M/63/29.8 N CARDIAC DEATH FATAL

103004/ 3   /   2017-09-26/  Yes 1 Yes/ UNLIKELY/NOT     No
Placebo/ /   194 SEVERE/ APPLICABLE
M/61/31.5 /POST OPERATIVE FATAL  

BILIARY PERITONITIS

135003/ 2   /    2017-06-10/  Yes 15 Yes/ UNLIKELY/NOT No
Placebo/ / /PNEU  45 SEVERE/ APPLICABLE
M/63/36.4 MONIA FATAL

160009/ 1   / / /M  2017-08-20/  Yes 1 Yes/ UNLIKELY/DOSE NOT     No
Oral sema/ YOCARDIAL INFARCT               63 SEVERE/ CHANGED
M/65/34.2 FATAL

160092/ 1   / / /I  2017-10-08/  Yes 1 Yes/ UNLIKELY/DOSE NOT     No
Placebo/ SCHEMIC HEART DISEASE           63 SEVERE/ CHANGED
M/62/32.1 FATAL

233005/ 1     2017-07-28/  Yes 339 Yes/ UNLIKELY/DRUG No
Oral sema/   123 SEVERE/ INTERRUPTED
M/73/28.7 / / FATAL

/DIFFUSE LARGE CELL B CELL
LYMPHOMA IN THE LUNGS

261003/ 1   / /   2017-07-19/  Yes          2         Yes/                 UNLIKELY/DRUG         No
Oral sema/ /DISSECTION OF            134 SEVERE/ WITHDRAWN
M/65/39.1 ASCENDING AORTA FATAL
_____________________________________________________________________________________________________________________________________________
'Onset date': as determined by the investigator; 'Trial day': days from the date of the first dose of trial product to the date of the onset 
of the AE; 'Relation': relationship to trial product as judged by the investigator; 'Action': action taken to trial product.   
M: male; F: female; 'Age': age in years; BMI: body mass index (kg/m^2); AE: adverse event. MedDRA version 20.1
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Adverse events with fatal outcome - in-trial - full analysis set

_____________________________________________________________________________________________________________________________________________
Subject ID/    AE  System organ class/             Onset date/  On-treatment Event     Serious/             Relation/Action      Related to 
Planned no. High level group term/ Onset trial duration  Severity/    technical 
trial product/     Preferred term/                 day                       (days)    Outcome    complaint 
Sex/Age/BMI Reported term
_____________________________________________________________________________________________________________________________________________
318018/        1     2018-02-19/  Yes          95        Yes/                 UNLIKELY/DRUG         No
Oral sema/   276 SEVERE/ WITHDRAWN
M/78/23.5 / FATAL

/ /HEPATO
CELLULAR CARCINOMA METASTATIC

318024/ 1   /   2017-07-29/  Yes 11 Yes/ UNLIKELY/DRUG No
Oral sema/ /   57 SEVERE/ INTERRUPTED
M/81/27.6 /LOWER RESPIRATORY TRACT FATAL

INFECTION.

401004/ 2     2017-12-07/  Yes 1 Yes/ UNLIKELY/DOSE NOT     No
Oral sema/   / / /DEATH 274 SEVERE/ CHANGED
M/73/28.3 FATAL

401009/ 1   / / /D  2017-05-05/  Yes 4 Yes/ UNLIKELY/DOSE NOT     No
Placebo/ EATH DUE TO MYOCARDIAL 10 SEVERE/ CHANGED
M/69/31.4 INFARCTION FATAL 

402001/ 8     2017-10-23/  No 1 Yes/ UNLIKELY/NOT No
Oral sema/ / / /DEATH 263 SEVERE/ APPLICABLE
M/67/28.8 FATAL

404012/ 2   / / /H  2017-10-16/  Yes 1 Yes/ UNLIKELY/DOSE NOT     No
Placebo/ EART ATTACK 255 SEVERE/ CHANGED
M/54/41.3 FATAL

406001/ 8   /   2018-04-13/  Yes 7 Yes/ UNLIKELY/DRUG  No
Oral sema/ /   390 SEVERE/ INTERRUPTED
M/71/19.2 /ACUTE FATAL

EXACERBATION OF CHRONIC
OBSTRUCTIVE PULMONARY DISEASE
(COPD)

_____________________________________________________________________________________________________________________________________________
'Onset date': as determined by the investigator; 'Trial day': days from the date of the first dose of trial product to the date of the onset 
of the AE; 'Relation': relationship to trial product as judged by the investigator; 'Action': action taken to trial product.   
M: male; F: female; 'Age': age in years; BMI: body mass index (kg/m^2); AE: adverse event. MedDRA version 20.1
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Adverse events with fatal outcome - in-trial - full analysis set

_____________________________________________________________________________________________________________________________________________
Subject ID/    AE  System organ class/ Onset date/  On-treatment Event     Serious/ Relation/Action       Related to 
Planned no. High level group term/ Onset trial duration  Severity/    technical 
trial product/     Preferred term/ day (days)    Outcome    complaint  
Sex/Age/BMI Reported term
_____________________________________________________________________________________________________________________________________________
406001/        9   /    2018-04-16/  Yes          4         Yes/                 UNLIKELY/NOT          No
Oral sema/         / /BILATERAL   393 SEVERE/ APPLICABLE
M/71/19.2 SUBDURAL HEMATOMA FATAL

10  /   2018-04-13/  Yes 7 Yes/ UNLIKELY/DRUG No
/ /  390 SEVERE/ INTERRUPTED

ACUTE BRONCHITIS FATAL

408012/ 3     2017-09-01/  Yes 262 Yes/ UNLIKELY/DRUG No
Placebo/   113 SEVERE/ WITHDRAWN
M/72/21.7 / FATAL

/ /SQUAMOUS
CELL CARCINOMA  AT BASE OF
TONGUE

431006/ 2   /   2018-03-11/  Yes 12 Yes/ UNLIKELY/DRUG No
Placebo/ / /PNEU  341 SEVERE/ INTERRUPTED
M/79/27.1 MONIA ASSOCIATED WITH FATAL

VENTILOTHERAPY

432003/ 2   /   2018-01-17/  Yes 4 Yes/ UNLIKELY/NOT No
Placebo/ /   254 SEVERE/ APPLICABLE
M/72/28.1 /SEPTIC SHOCK FATAL

432025/ 1   / /   2018-04-25/  Yes 3 Yes/ UNLIKELY/DRUG No
Placebo/ /ACUTE MYOCARDIAL 261 SEVERE/ WITHDRAWN
F/81/39.6 INFARCTION. FATAL

434029/ 3   / /   2018-04-20/  Yes 1 Yes/ UNLIKELY/DOSE NOT     No
Placebo/ /CARDIOGENIC SHOCK 278  SEVERE/ CHANGED
M/60/27.2 FATAL

461008/        3   / / /HAR  2018-07-01/  Yes Yes/ UNLIKELY/NOT No
Placebo/ TFAILURE, NYHA CLASS III 409 MODERATE/ APPLICABLE
F/82/33.0 FATAL
_____________________________________________________________________________________________________________________________________________
'Onset date': as determined by the investigator; 'Trial day': days from the date of the first dose of trial product to the date of the onset 
of the AE; 'Relation': relationship to trial product as judged by the investigator; 'Action': action taken to trial product.   
M: male; F: female; 'Age': age in years; BMI: body mass index (kg/m^2); AE: adverse event. MedDRA version 20.1
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Adverse events with fatal outcome - in-trial - full analysis set

_____________________________________________________________________________________________________________________________________________
Subject ID/    AE  System organ class/             Onset date/  On-treatment Event     Serious/             Relation/Action       Related to 
Planned no. High level group term/ Onset trial duration  Severity/   technical  
trial product/     Preferred term/                 day                       (days)    Outcome    complaint 
Sex/Age/BMI Reported term
_____________________________________________________________________________________________________________________________________________
464005/        3     2017-12-11/  No           260       Yes/                 UNLIKELY/NOT          No
Oral sema/   305 SEVERE/ APPLICABLE
M/82/28.1 / FATAL

/
/MALIGNANT LUNG TUMORS

561003/ 1   / / /HEART    2017-06-18/  Yes 38 Yes/ UNLIKELY/DOSE NOT     No
Placebo/ FAILURE 129 SEVERE/ CHANGED    
M/53/19.0 FATAL

2   / /   2017-06-18/  Yes 38 Yes/ UNLIKELY/DOSE NOT     No
/WORSENING OF CORONARY ARTERY   129 SEVERE/ CHANGED
DISEASE FATAL

562007/ 2     2018-06-16/  No 1 Yes/ UNLIKELY/NOT No
Placebo/ / / /DEATH 495 SEVERE/ APPLICABLE
M/68/30.9 FATAL

566004/ 1   / / /GRA  2017-02-23/  Yes 9 Yes/ UNLIKELY/DRUG No     
Placebo/ DE IV CARDIAC FAILURE 29 SEVERE/ INTERRUPTED
M/55/29.3 FATAL

566011/ 1   / / /HEA  2017-04-25/  Yes 1 Yes/  UNLIKELY/DOSE NOT     No
Placebo/ RT FAILURE NYHA CLASS IV 42 SEVERE/ CHANGED
M/72/27.5 FATAL

566014/ 1   / / /CAR  2017-10-03/  Yes 19 Yes/ UNLIKELY/DRUG No
Placebo/ DIAC FAILURE DUE TO 201 SEVERE/ WITHDRAWN
M/61/23.7 CARDIORENAL COMPLICATION FATAL

566015/ 1   / /   2017-07-18/  Yes 1 Yes/ UNLIKELY/NOT No
Placebo/ /ACUTE MYOCARDIAL INFARCTION  119 SEVERE/ APPLICABLE    
M/63/25.0 FATAL

_____________________________________________________________________________________________________________________________________________
'Onset date': as determined by the investigator; 'Trial day': days from the date of the first dose of trial product to the date of the onset 
of the AE; 'Relation': relationship to trial product as judged by the investigator; 'Action': action taken to trial product.   
M: male; F: female; 'Age': age in years; BMI: body mass index (kg/m^2); AE: adverse event. MedDRA version 20.1
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Adverse events with fatal outcome - in-trial - full analysis set

_____________________________________________________________________________________________________________________________________________
Subject ID/    AE  System organ class/             Onset date/  On-treatment Event     Serious/             Relation/Action       Related to 
Planned        no. High level group term/          Onset trial               duration  Severity/                                  technical  
trial product/     Preferred term/                 day                       (days)    Outcome                                    complaint  
Sex/Age/BMI        Reported term                                                                                                             
_____________________________________________________________________________________________________________________________________________
567005/        1   /    2017-03-27/  Yes          51        Yes/                 POSSIBLE/DOSE NOT     No         
Oral sema/         / /RENAL       46                                  SEVERE/              CHANGED                          
F/77/39.8          IMPAIRMENT                                                          FATAL                                                 
                                                                                                                                             
567013/        1   /    2018-07-12/  Yes          1         Yes/                 UNLIKELY/NOT          No         
Oral sema/         / /LUNG   489                                 SEVERE/              APPLICABLE                       
M/76/26.5          CONDITION                                                           FATAL                                                 
                                                                                                                                             
604005/        3     2018-03-20/  Yes          1         Yes/                 UNLIKELY/DOSE NOT     No         
Placebo/           / / /DEATH      400                                 SEVERE/              CHANGED                          
M/57/27.0          FROM NATURAL CAUSES                                                 FATAL                                                 
                                                                                                                                             
611004/        3   /    2018-02-22/  No           16        Yes/                 UNLIKELY/NOT          No         
Placebo/           /    372                                 SEVERE/              APPLICABLE                       
M/68/29.6          /ABDOMINAL SEPSIS                                                 FATAL                                                 
                                                                                                                                             
631022/        1   / / /CARDI  2017-06-04/  Yes          1         Yes/                 UNLIKELY/DOSE NOT     No         
Placebo/           OPULMONARY FAILURE              45                                  SEVERE/              CHANGED                          
M/76/30.5                                                                              FATAL                                                 
                                                                                                                                             
632005/        1     2017-07-10/  Yes          397       Yes/                 UNLIKELY/DRUG         No         
Placebo/             145                                 SEVERE/              INTERRUPTED                      
M/58/28.2          /                                        FATAL                                                 
                   / /LIVER CELL                                                                                                
                   CARCINOMA                                                                                                                 
                                                                                                                                             
632022/        1     2018-03-15/  Yes          151       Yes/                 POSSIBLE/DRUG        No         
Oral sema/           357                                 SEVERE/              WITHDRAWN                        
M/73/27.2          /                                        FATAL                                                 
                   / /HEPATOCELLULAR                                                                                            
                   CARCINOMA                                                                                                                 
                                                                                                                                             
               4   /    2018-08-12/  No           1         Yes/                 UNLIKELY/NOT          No         
                   /    507                                 SEVERE/              APPLICABLE                       
                   /SEPTIC SHOCK                                               FATAL                                                 
_____________________________________________________________________________________________________________________________________________
'Onset date': as determined by the investigator; 'Trial day': days from the date of the first dose of trial product to the date of the onset 
of the AE; 'Relation': relationship to trial product as judged by the investigator; 'Action': action taken to trial product.                 
M: male; F: female; 'Age': age in years; BMI: body mass index (kg/m^2); AE: adverse event. MedDRA version 20.1                               
                                                                                               nn9924/nn9924-exploratory/susot004_20190515_er
                                                                               21MAY2019:11:16:06 - l_teae_4221.sas/l_teae_fatal_it_4221.txt



 

Adverse events with fatal outcome - in-trial - full analysis set

_____________________________________________________________________________________________________________________________________________
Subject ID/    AE  System organ class/             Onset date/  On-treatment Event     Serious/             Relation/Action       Related to 
Planned no. High level group term/ Onset trial duration  Severity/    technical  
trial product/     Preferred term/                 day                       (days)    Outcome    complaint 
Sex/Age/BMI Reported term
_____________________________________________________________________________________________________________________________________________
632028/        2     2017-12-13/  Yes          180       Yes/                 UNLIKELY/DRUG         No
Oral sema/   174 SEVERE/ INTERRUPTED
M/63/26.8 / FATAL

/ /PANCRE
SE CANCER WITH LIVER
METASTASIS

664005/ 5     2018-03-15/  Yes 29 Yes/ UNLIKELY/NOT No
Placebo/   371 SEVERE/ APPLICABLE
M/70/24.8 / FATAL

/ /ADENOCARCINOMA
GASTRIC STAGE IV WITH
METASTASES

701006/ 1   / / /M  2018-06-16/  Yes 1 Yes/ UNLIKELY/DOSE NOT     No
Placebo/ YOCARDIAL INFARCTION            403 SEVERE/     CHANGED
M/60/36.3 FATAL

705009/ 4   / / /U  2018-07-30/  Yes 2 Yes/ UNLIKELY/NOT No
Oral sema/ NCONFIRMED MYOCARDIAL           426  SEVERE/ APPLICABLE
M/68/27.7 INFARCTION FATAL

705011/ 1     2017-12-15/  Yes 1 Yes/ UNLIKELY/DOSE NOT     No
Placebo/     / / /DEATH      161 SEVERE/ CHANGED
F/50/42.4 FATAL

731002/ 1   / / /I  2018-03-06/  Yes 1 Yes/ UNLIKELY/DOSE NOT     No
Placebo/ SCHAEMIC HEART DISEASE          398 SEVERE/ CHANGED
F/80/31.6 FATAL   

2   / /  2018-03-06/  Yes 1   Yes/ UNLIKELY/DOSE NOT     No
/HYPERTENSIVE     398 SEVERE/ CHANGED

HEART DISEASE FATAL

_____________________________________________________________________________________________________________________________________________
'Onset date': as determined by the investigator; 'Trial day': days from the date of the first dose of trial product to the date of the onset 
of the AE; 'Relation': relationship to trial product as judged by the investigator; 'Action': action taken to trial product.   
M: male; F: female; 'Age': age in years; BMI: body mass index (kg/m^2); AE: adverse event. MedDRA version 20.1

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:16:06 - l_teae_4221.sas/l_teae_fatal_it_4221.txt



 

Adverse events with fatal outcome - in-trial - full analysis set

_____________________________________________________________________________________________________________________________________________
Subject ID/    AE  System organ class/ Onset date/  On-treatment Event     Serious/ Relation/Action       Related to 
Planned no. High level group term/ Onset trial duration  Severity/   technical  
trial product/     Preferred term/ day (days)    Outcome    complaint 
Sex/Age/BMI Reported term
_____________________________________________________________________________________________________________________________________________
731002/        3   /    2018-03-06/  Yes          1         Yes/                 UNLIKELY/DOSE NOT     No
Placebo/           / /BRON  398                                 SEVERE/              CHANGED
F/80/31.6 CHOPNEUMONIA FATAL

737003/ 4     2017-03-03/  Yes 210 Yes/ UNLIKELY/DRUG No
Oral sema/   2 SEVERE/ INTERRUPTED
M/83/32.1 / FATAL

/ /METASTATIC
GASTRIC ADENOCARCINOMA

737004/ 4     2018-05-30/  No 2 Yes/ UNLIKELY/NOT No
Placebo/   433 SEVERE/ APPLICABLE
M/78/25.4 / FATAL     

/ /METASTATIC
CHLOANGIOCARCINOMA

5   /   2018-05-30/  No 2 Yes/ UNLIKELY/NOT No
/ /BRON  433 SEVERE/ APPLICABLE

CHOPNEUMONIA FATAL

802009/ 1   / / /CARDIAC  2018-04-16/  Yes 1 Yes/ POSSIBLE/DOSE NOT     No
Oral sema/ ARREST LEADING TO DEATH 385 SEVERE/ CHANGED
M/65/42.8 FATAL

807011/ 9   /   2018-02-02/  No 15 Yes/ UNLIKELY/NOT No
Oral sema/ / /BACTERIAL 318 SEVERE/ APPLICABLE
M/62/36.8 SEPSIS FATAL

809002/ 4     2017-12-12/  Yes 123 Yes/ UNLIKELY/DRUG No
Placebo/   307 SEVERE/ WITHDRAWN
M/79/33.1 / / /MALIGNANT FATAL

LUNG MESOTHELIOMA

_____________________________________________________________________________________________________________________________________________
'Onset date': as determined by the investigator; 'Trial day': days from the date of the first dose of trial product to the date of the onset 
of the AE; 'Relation': relationship to trial product as judged by the investigator; 'Action': action taken to trial product.   
M: male; F: female; 'Age': age in years; BMI: body mass index (kg/m^2); AE: adverse event. MedDRA version 20.1

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:16:06 - l_teae_4221.sas/l_teae_fatal_it_4221.txt



 

Adverse events with fatal outcome - in-trial - full analysis set

_____________________________________________________________________________________________________________________________________________
Subject ID/    AE  System organ class/ Onset date/  On-treatment Event     Serious/ Relation/Action       Related to 
Planned no. High level group term/ Onset trial duration  Severity/    technical 
trial product/     Preferred term/ day (days)   Outcome   complaint  
Sex/Age/BMI Reported term
_____________________________________________________________________________________________________________________________________________
809002/        5   /    2018-04-04/  Yes          10        Yes/                 UNLIKELY/NOT          No
Placebo/ / /PNEU  420  SEVERE/ APPLICABLE
M/79/33.1 MONIA FATAL

811015/ 1   / /   2018-01-29/  Yes 20 Yes/ UNLIKELY/DRUG No
Oral sema/ /NON-STE MI                   179 SEVERE/ INTERRUPTED
F/76/42.9 FATAL

2   / /  2018-01-31/  Yes 18 Yes/ UNLIKELY/NOT No
/ISCHEMIC STROKE    181 SEVERE/ APPLICABLE

FATAL

814019/ 1   / / /CARDIAC  2017-07-06/  Yes   1 Yes/ UNLIKELY/DOSE NOT     No
Oral sema/ ARREST                          24 SEVERE/ CHANGED
M/76/35.4 FATAL

2   / / /M  2017-07-06/  Yes 1 Yes/ UNLIKELY/DOSE NOT     No
YOCARDIAL INFARCTION            24 SEVERE/ CHANGED

FATAL

815003/ 6   /   2018-04-28/  No 8 Yes/ UNLIKELY/NOT No
Placebo/ / /ACUTE 450 SEVERE/ APPLICABLE
M/61/38.6 RENAL FAILURE SUPERIMPOSED ON FATAL

CHRONIC KIDNEY DISEASE

7   /   2018-04-28/  No 8 Yes/ UNLIKELY/NOT No
/    450 SEVERE/ APPLICABLE

/HYPERKALEMIA FATAL

8   / /   2018-05-05/  No 1 Yes/ UNLIKELY/NOT No
/PEA ARREST 457 SEVERE/ APPLICABLE

FATAL

_____________________________________________________________________________________________________________________________________________
'Onset date': as determined by the investigator; 'Trial day': days from the date of the first dose of trial product to the date of the onset 
of the AE; 'Relation': relationship to trial product as judged by the investigator; 'Action': action taken to trial product.   
M: male; F: female; 'Age': age in years; BMI: body mass index (kg/m^2); AE: adverse event. MedDRA version 20.1

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:16:06 - l_teae_4221.sas/l_teae_fatal_it_4221.txt



 

Adverse events with fatal outcome - in-trial - full analysis set

_____________________________________________________________________________________________________________________________________________
Subject ID/    AE  System organ class/             Onset date/  On-treatment Event     Serious/             Relation/Action       Related to 
Planned no. High level group term/ Onset trial duration  Severity/    technical 
trial product/     Preferred term/                 day                       (days)    Outcome    complaint  
Sex/Age/BMI Reported term
_____________________________________________________________________________________________________________________________________________
817003/        3   / / /CARDI  2017-05-29/  No           2         Yes/                 UNLIKELY/NOT          No
Placebo/           O PULMONARY ARREST              116 SEVERE/ APPLICABLE
F/74/39.7 FATAL

819003/ 2   / / /CARDI  2017-12-31/  Yes 1 Yes/ UNLIKELY/DOSE NOT     No
Placebo/ OPULMONARY ARREST               336 SEVERE/ CHANGED
F/59/44.5 FATAL

819008/ 3   / / /D  2018-05-06/  Yes 1 Yes/ UNLIKELY/DOSE NOT     No
Oral sema/ EATH, SECONDARY TO MYOCARDIAL   444 SEVERE/ CHANGED
M/64/43.1 INFARCTION FATAL

819015/ 5   / /   2018-08-04/  No 1 Yes/ UNLIKELY/NOT No
Oral sema/ /WORSENING OF CORONARY DISEASE  492 SEVERE/ APPLICABLE
M/75/36.9 FATAL

825006/ 8     2018-01-03/  Yes 15 Yes/ UNLIKELY/NOT No
Placebo/   336 SEVERE/ APPLICABLE
M/79/29.5 / / FATAL

/DIFFUCE LARGE B-CELL LYMPHOMA

10  /   2018-01-17/  Yes 1 Yes/ UNLIKELY/NOT No
/   350 SEVERE/ APPLICABLE

/SEVERE SEPTIC SHOCK FATAL

828007/ 1     2017-10-05/  Yes 1 Yes/ UNLIKELY/DOSE NOT     No
Placebo/ / / /DEATH OF   143 SEVERE/ CHANGED
M/83/26.6 NATURAL CAUSES FATAL

832004/ 5   / / /CARDIAC  2018-05-04/  Yes 1 Yes/ UNLIKELY/DOSE NOT     No
Oral sema/ ARREST                          449 SEVERE/ CHANGED
M/69/40.6 FATAL

_____________________________________________________________________________________________________________________________________________
'Onset date': as determined by the investigator; 'Trial day': days from the date of the first dose of trial product to the date of the onset 
of the AE; 'Relation': relationship to trial product as judged by the investigator; 'Action': action taken to trial product.   
M: male; F: female; 'Age': age in years; BMI: body mass index (kg/m^2); AE: adverse event. MedDRA version 20.1

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:16:06 - l_teae_4221.sas/l_teae_fatal_it_4221.txt



 

Adverse events with fatal outcome - in-trial - full analysis set

_____________________________________________________________________________________________________________________________________________
Subject ID/    AE  System organ class/             Onset date/  On-treatment Event     Serious/             Relation/Action       Related to 
Planned no. High level group term/          Onset trial duration  Severity/    technical  
trial product/     Preferred term/                 day                       (days)    Outcome    complaint 
Sex/Age/BMI Reported term
_____________________________________________________________________________________________________________________________________________
832006/        3   /    2017-12-20/  Yes          1         Yes/                 UNLIKELY/NOT          No
Placebo/ / /RESP  289 SEVERE/ APPLICABLE
M/58/45.3 ATORY FAILURE FATAL

4   / /   2017-12-15/  Yes 6 Yes/ UNLIKELY/DRUG No
/STEMI                        284 SEVERE/ WITHDRAWN

FATAL

5   /   2017-12-18/  Yes 3 Yes/  UNLIKELY/NOT No
/   287 SEVERE/ APPLICABLE

/SEPTIC SHOCK FATAL 

835009/ 5   / / /ACUTE  2017-05-30/  Yes 1 Yes/ UNLIKELY/NOT No
Placebo/ CARDIOPULMONARY ARREST 33 SEVERE/ APPLICABLE
M/64/29.2 FATAL

838004/ 1     2017-08-25/  Yes 120 Yes/ UNLIKELY/DRUG No
Placebo/   183 SEVERE/ WITHDRAWN
M/62/32.7 / / /LIVER NEOPLASM FATAL

METASTASIS, UNKNOWN IS PRIMARY

840005/ 3     2017-12-01/  Yes 48 Yes/    UNLIKELY/DRUG No
Placebo/   296 SEVERE/ WITHDRAWN
M/74/43.4 / FATAL    

/ /ADENOCARCINOMA IN
LIVER

842007/ 1   / /   2017-06-19/  No 2 Yes/ UNLIKELY/NOT No
Placebo/ /SICK SINUS SYNDROME  NO        125 SEVERE/ APPLICABLE
M/76/24.5 UNDERLYING DISEASE, DIAGNOSED FATAL

WHEN IN HOSPITAL

_____________________________________________________________________________________________________________________________________________
'Onset date': as determined by the investigator; 'Trial day': days from the date of the first dose of trial product to the date of the onset 
of the AE; 'Relation': relationship to trial product as judged by the investigator; 'Action': action taken to trial product.   
M: male; F: female; 'Age': age in years; BMI: body mass index (kg/m^2); AE: adverse event. MedDRA version 20.1    

nn9924/nn9924-exploratory/susot004_20190515_er
21MAY2019:11:16:06 - l_teae_4221.sas/l_teae_fatal_it_4221.txt



 

Adverse events with fatal outcome - in-trial - full analysis set

_____________________________________________________________________________________________________________________________________________
Subject ID/    AE  System organ class/             Onset date/  On-treatment Event     Serious/             Relation/Action       Related to 
Planned        no. High level group term/          Onset trial               duration  Severity/                                  technical  
trial product/     Preferred term/                 day                       (days)    Outcome                                    complaint  
Sex/Age/BMI        Reported term                                                                                                             
_____________________________________________________________________________________________________________________________________________
843002/        1   / /   2017-06-22/  Yes          1         Yes/                 POSSIBLE/DOSE NOT     No         
Placebo/           /CORONARY ARTERY              133                                 SEVERE/              CHANGED                          
M/70/33.4          ATHEROSCLEROSIS WITH ACUTE                                          FATAL                                                 
                   THROMBOSIS                                                                                                                
                                                                                                                                             
               2   2017-06-22/  Yes          1         Yes/                 POSSIBLE/DOSE NOT     No         
                   / / /DROWNING   133                                 SEVERE/              CHANGED                          
                                                                                       FATAL                                                 
                                                                                                                                             
852004/        1   / / /ACUTE  2018-06-28/  Yes          1         Yes/                 UNLIKELY/DOSE NOT     No         
Placebo/           CARDIOPULMONARY ARREST          497                                 SEVERE/              CHANGED                          
M/68/30.9                                                                              FATAL                                                 
                                                                                                                                             
852015/        18  / / /CARDI  2018-07-20/  Yes          1         Yes/                 UNLIKELY/DOSE NOT     No         
Oral sema/         OPULMONARY ARREST               347                                 SEVERE/              CHANGED                          
F/62/43.0                                                                              FATAL                                                 
                                                                                                                                             
856006/        6   / / /CARDI  2017-12-14/  No           1         Yes/                 UNLIKELY/NOT          No         
Placebo/           O PULMONARY ARREST              315                                 SEVERE/              APPLICABLE                       
M/75/33.1                                                                              FATAL                                                 
                                                                                                                                             
856009/        2     2017-02-24/  Yes          196       Yes/                 UNLIKELY/DRUG        No         
Placebo/             3                                   SEVERE/              INTERRUPTED                      
F/65/25.8          /                                        FATAL                                                 
                   / /PANCRE                                                                                            
                   ATIC ADENOCARCINOMA WITH                                                                                                  
                   METASTASIS TO THE LIVER                                                                                                   
                                                                                                                                             
858008/        4     2017-07-06/  Yes          209       Yes/                 UNLIKELY/DRUG         No         
Oral sema/           134                                 SEVERE/              WITHDRAWN                        
M/83/35.0          /                                        FATAL                                                 
                   / /ME                                                                                            
                   TASTATIC MELANOMA WORSENING                                                                                               
                   (PULMONARY METASTASIS AND                                                                                                 
                   MULTIPLE LIVER METASTASIS)                                                                                                
_____________________________________________________________________________________________________________________________________________
'Onset date': as determined by the investigator; 'Trial day': days from the date of the first dose of trial product to the date of the onset 
of the AE; 'Relation': relationship to trial product as judged by the investigator; 'Action': action taken to trial product.                 
M: male; F: female; 'Age': age in years; BMI: body mass index (kg/m^2); AE: adverse event. MedDRA version 20.1                               
                                                                                               nn9924/nn9924-exploratory/susot004_20190515_er
                                                                                21MAY2019:11:16:06 - l_teae_4221.sas/l_teae_fatal_it_4221.txt



 

Adverse events with fatal outcome - in-trial - full analysis set

_____________________________________________________________________________________________________________________________________________
Subject ID/    AE  System organ class/             Onset date/  On-treatment Event     Serious/             Relation/Action       Related to 
Planned        no. High level group term/          Onset trial               duration  Severity/                                  technical  
trial product/     Preferred term/                 day                       (days)    Outcome                                    complaint  
Sex/Age/BMI        Reported term                                                                                                             
_____________________________________________________________________________________________________________________________________________
861005/        2   / / /M  2017-08-09/  Yes          1         Yes/                 UNLIKELY/DOSE NOT     No         
Placebo/           YOCARDIAL INFARCTION            157                                 SEVERE/              CHANGED                          
M/60/31.2                                                                              FATAL                                                 
                                                                                                                                             
862001/        5   / / /F  2018-01-03/  Yes          1         Yes/                 UNLIKELY/NOT          No         
Placebo/           ATAL MYOCARDIAL INFARCTION      337                                 SEVERE/              APPLICABLE                       
M/61/30.5                                                                              FATAL                                                 
                                                                                                                                             
864005/        6   / /   2018-07-08/  No           49        Yes/                 UNLIKELY/NOT          No         
Oral sema/         /WORSENING OF CONGESTIVE        518                                 SEVERE/              APPLICABLE                       
M/68/38.7          HEART FAILURE                                                       FATAL                                                 
                                                                                                                                             
869013/        4     2017-09-14/  No           1         Yes/                 UNLIKELY/NOT          No         
Placebo/           / / /DEATH      84                                  SEVERE/              APPLICABLE                       
M/79/27.8          (UNKNOWN CAUSE)                                                     FATAL                                                 
                                                                                                                                             

_____________________________________________________________________________________________________________________________________________
'Onset date': as determined by the investigator; 'Trial day': days from the date of the first dose of trial product to the date of the onset 
of the AE; 'Relation': relationship to trial product as judged by the investigator; 'Action': action taken to trial product.                 
M: male; F: female; 'Age': age in years; BMI: body mass index (kg/m^2); AE: adverse event. MedDRA version 20.1                               
                                                                                               nn9924/nn9924-exploratory/susot004_20190515_er
                                                                                21MAY2019:11:16:06 - l_teae_4221.sas/l_teae_fatal_it_4221.txt
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2.7.6.32.1.1

Novo Nordisk A/S, Novo Allé, DK-2880 Bagsvaerd, Denmark 
Clinical Reporting Anchor and Disclosure (1452); email address: clinicaltrials@novonordisk.com

3 mg/7 mg/14 mg

NNC0113-0217
ID NN9924-4280

Clinicaltrials.gov identifier
NCT03021187
Paediatric status
EMEA-001441-PIP02-15

UTN U1111-1180-3637
IND number 114,464
EudraCT number 2016-000988-16
Japanese registration number JapicCTI-173508

PIONEER 8 – Insulin add-on
2

52

111 1
signatory investigator

, Japan 
, Canada

9 111
7 7

10 10
6 6

9 9
18 18

2 2
4 4
6 5

49 48

2017 2 2
2018 1 18
2018 8 22

3a



Cut-off date
2018 10 3

2019 2 12

2 3
3 7 14 mg 1 1

2
3a PIONEER

! 2 3 3 7 14 mg 1
1 1 1

! 2 3 3 7 14 mg 1
1 1 1

! 2 3 3 7 14 mg 1
1 1 1

Estimand
estimand estimand estimand

estimand estimand
estimand

ICH-E9

estimand
vs.

intention-to-treat (ITT) estimand

estimand
vs.

on-treatment estimand

estimand



52 4
2

3 1 1

59 2 52
5

52 26
26

4 1:1:1:1

4 3 mg
4

30
1 1

12 7



720 1038 731
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1
——————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema   Oral sema   Oral sema   Placebo Total
  3 mg 7 mg 14 mg
N   (%)     N   (%)     N   (%)    N   (%)     N    (%)   

——————————————————————————————————————————————————————————————————————————————————————————————————
Screened 1038
  Screening failures 307 (29.6)   
Randomised                             184         182         181         184 731
  Exposed 184 (100)  181 (99.5)  181 ( 100)  184 ( 100)  730 (99.9)   
Treatment completers [1] 160 (87.0)  148 (81.3)  144 (79.6)  162 (88.0)  614 (84.0)   
  Without rescue medication 110 (59.8)  115 (63.2)  115 (63.5)  100 (54.3)  440 (60.2)   
  With rescue medication 50 (27.2)   33 (18.1)  29 (16.0)   62 (33.7)  174 (23.8)   
Premature trial product discontinuation 24 (13.0)   34 (18.7)   37 (20.4)   22 (12.0)  117 (16.0)   
  Exposed
    Adverse event(s) 13  (7.1)   16 ( 8.8)   26 (14.4)    5 ( 2.7)   60 ( 8.2)   
    Violation of in-/excl. crit. 2  (1.1)    4 ( 2.2)    2 ( 1.1)    2 ( 1.1)   10 ( 1.4)   
    Intention of becoming pregnant 0 0 0    1 ( 0.5)    1 ( 0.1)   
    Participate another clin. trial [2] 0 0 0 0 0
    Calcitonin value >= 100 ng/L 0 0 0 0 0
    Subject withdrawal from trial 0 2 ( 1.1)    2 ( 1.1)    3 ( 1.6)    7 ( 1.0)   
    Pregnancy 0 1 ( 0.5)    0 0 1 ( 0.1)   
    Other 9  (4.9)   10 ( 5.5)    7 ( 3.9)   11 ( 6.0)   37 ( 5.1)   
  Not exposed
    Violation of in-/excl. crit. 0 1 ( 0.5)    0 0 1 ( 0.1)   
Trial completers [3] 174 (94.6)  173 (95.1)  175 (96.7)  175 (95.1)  697 (95.3)   
  Completed treatment 157 (85.3)  148 (81.3)  144 (79.6)  160 (87.0)  609 (83.3)   
  Discontinued trial product 17  (9.2)   25 (13.7)   31 (17.1)   15 ( 8.2)   88 (12.0)   
Withdrawal from trial – primary reason  10  (5.4)    9 ( 4.9)    6 ( 3.3)    9 ( 4.9)   34 ( 4.7)   
  Lost to follow-up 10  (5.4)    3 ( 1.6)    1 ( 0.6)    4 ( 2.2)   18 ( 2.5)   
  Withdrawal by subject 0 6 ( 3.3)    2 ( 1.1)    5 ( 2.7)   13 ( 1.8)   
  Other 0 0 3 ( 1.7)    0 3 ( 0.4)   
    Died 0 0 3 ( 1.7)  0   3 ( 0.4)   
——————————————————————————————————————————————————————————————————————————————————————————————————
'[1]': subjects who completed treatment with trial product according to the end-of-trial form; 
'[2]': simultaneous participation in any other clinical trial receiving an investigational 
medicinal product; '[3]': subjects who attended the final scheduled visit; 'primary reason': 
according to the end-of-trial form; 'Rescue medication': use of new anti-diabetic medication as 
add-on to trial product and used for more than 21 days with the initiation at or after 
randomisation and before last day on trial product, and/or intensification of anti-diabetic 
medication other than insulin (a more than 20% increase in dose relative to baseline) for more than 
21 days with the intensification at or after randomisation and before last day on trial product, 
and/or intensification of insulin (a more than 20% increase in dose relative to baseline) across 2 
consecutive visits or more, with the intensification at or after randomisation and before last day 
on trial product; N: number of subjects; %: proportion of randomised subjects except for screening 
failures where it is proportion of screened subjects.
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2 FAS
——————————————————————————————————————————————————————————————————————————————————————————————————
                                    Oral sema    Oral sema    Oral sema                           
                                    3 mg         7 mg         14 mg        Placebo      Total     
                                    N   (%)      N   (%)      N   (%)      N   (%)      N(%)      
——————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects                  184         182        181         184         731       
Age group (years)                                                                               
  N                                 184 ( 100) 182 ( 100) 181 ( 100) 184 ( 100) 731 ( 100)
  18 <= to < 65                     110 (59.8) 121 (66.5) 108 (59.7) 114 (62.0) 453 (62.0)
  65 <= to < 75                      67 (36.4)   49 (26.9)   60 (33.1)   63 (34.2)  239 (32.7)
  75 <= to < 85                       7 ( 3.8)   12 ( 6.6)  11 ( 6.1)    7 ( 3.8)  37 ( 5.1)
  85 <=                               0           0           2 ( 1.1)    0           2 ( 0.3)
Sex                                                                                              
  N                                 184 ( 100) 182 ( 100)  181 ( 100) 184 ( 100)  731 ( 100)
  Female                             82 (44.6)   79 (43.4)  96 (53.0)   79 (42.9)  336 (46.0)
  Male                              102 (55.4) 103 (56.6)  85 (47.0) 105 (57.1)  395 (54.0)
Race                                                                                              
  White                              89 (48.4)   95 (52.2)  94 (51.9)   98 (53.3) 376 (51.4)
  Black or African American          15 ( 8.2)   10 ( 5.5)  11 ( 6.1)   13 ( 7.1)   49 ( 6.7)
  Asian                              66 (35.9)   66 (36.3)  66 (36.5)   65 (35.3) 263 (36.0)
  American Indian or Alaska Native    1 ( 0.5)    0           1 ( 0.6)    0           2 ( 0.3)
  Native Hawaiian or other Pacific    0           0           0           0           0       
  Other                               1 ( 0.5)    1 ( 0.5)    1 ( 0.6)    0           3 ( 0.4)
  NA*                                12 ( 6.5)    10 ( 5.5)    8 ( 4.4)    8 ( 4.3)  38 ( 5.2)
Ethnicity                                                                                        
  N                                 184 ( 100)  182 ( 100) 181 ( 100) 184 ( 100) 731 ( 100)
  Hispanic or Latino                 18 ( 9.8)    24 (13.2)   30 (16.6)   25 (13.6)  97 (13.3)
  Not Hispanic or Latino            154 (83.7) 148 (81.3)  143 (79.0) 150 (81.5)  595 (81.4)
  NA                                 12 ( 6.5)  10 ( 5.5)    8 ( 4.4)    9 ( 4.9)   39 ( 5.3)
Renal function, eGFR (mL/min/1.73 m^2)                                                           
  N                                 184 ( 100) 182 ( 100)  181 ( 100) 184 ( 100)  731 ( 100)
  Normal         (90 <= )           112 (60.9)  109 (59.9) 104 (57.5) 107 (58.2) 432 (59.1)
  Mild RI        (60 <= to < 90)     66 (35.9)   71 (39.0)   75 (41.4)   73 (39.7) 285 (39.0)
  Moderate RI    (30 <= to < 60)      6 ( 3.3)    2 ( 1.1)    2 ( 1.1)    4 ( 2.2)  14 ( 1.9)
  Severe RI      (15 <= to < 30)      0           0           0           0           0       
  End-stage renal disease (< 15)      0          0           0           0          0       
——————————————————————————————————————————————————————————————————————————————————————————————————
                         Oral sema      Oral sema      Oral sema                                  
                           3 mg           7 mg           14 mg        Placebo       Total        
                         Mean (SD)      Mean (SD)      Mean (SD)      Mean (SD)     Mean (SD)    
——————————————————————————————————————————————————————————————————————————————————————————————————
Age (years)              61 (9)         60 (10)        61 (10)       60 (10)        61 (10)      
HbA1c (%)                       8.2 (0.7)      8.2 (0.7)      8.2 (0.7)     8.2 (0.7)      8.2 (0.7)    
HbA1c (mmol/mol)         66 (8)         66 (8)         66 (8)        66 (8)         66 (8)       
FPG (mmol/L)             8.79 (3.21)    8.51 (2.73)    8.33 (2.59)   8.30 (2.63)    8.48 (2.80)  
FPG (mg/dL)              158.4 (57.8)   153.3 (49.2)   150.1 (46.8)  149.5 (47.4)   152.8 (50.5) 
Duration diabetes, yrs   15.1 (7.9)     16.2 (8.6)     14.1 (8.0)    14.8 (7.9)     15.0 (8.1)   
Body weight (kg)         85.9 (21.5)    87.1 (23.6)    84.6 (21.0)   86.0 (21.4)   85.9 (21.8)  
BMI (kg/m^2)             31.0 (6.8)     31.1 (7.0)     30.8 (6.3)    31.0 (6.5)     31.0 (6.7)   
Waist circumference, cm  103.3 (16.2)   104.4 (16.8)   104.5 (15.7)  104.2 (16.4)   104.1 (16.2) 
——————————————————————————————————————————————————————————————————————————————————————————————————
Abbreviations: N: number of subjects, %: proportion of subjects, SD: standard deviation, BMI: Body 
Mass Index, eGFR: estimated glomerular filtration rate, ESRD: end-stage renal disease, FPG: fasting 
plasma glucose, NA: not applicable, RI: renal impairment, sema: semaglutide.
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3 FAS
——————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema    Oral sema    Oral sema
3 mg   7 mg 14 mg Placebo    

——————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects                                184   182         181   184     
HbA1c at week 26(%) – primary endpoint
Baseline (mean (SD)) [1] 8.2 (0.7)   8.2 (0.7)   8.2 (0.7)    8.2 (0.7)  
Treatment policy estimand [2]
Change at week 26 (%-points) -0.6 -0.9 -1.3 -0.1

  ETD (%-points [95% CI])
   Oral sema 3 mg - Placebo (superiority) -0.5  [-0.7 ; -0.3] p-value: <0.0001
   Oral sema 7 mg - Placebo (superiority) -0.9  [-1.1 ; -0.7] p-value: <0.0001
   Oral sema 14 mg - Placebo (superiority) -1.2  [-1.4 ; -1.0] p-value: <0.0001

Hypothetical estimand [2]
Change at week 26 (%-points) -0.6 -1.0 -1.4 -0.0

  ETD (%-points [95% CI])
   Oral sema 3 mg - Placebo -0.6  [-0.7 ; -0.4] p-value: <0.0001
   Oral sema 7 mg - Placebo -1.0  [-1.2 ; -0.8] p-value: <0.0001
   Oral sema 14 mg - Placebo -1.4  [-1.6 ; -1.2] p-value: <0.0001
HbA1c at week 52(%) – supportive secondary endpoint
Treatment policy estimand [2]
Change at week 52 (%-points) -0.6 -0.8 -1.2 -0.2

  ETD (%-points [95% CI])
   Oral sema 3 mg - Placebo -0.4  [-0.6 ; -0.2] p-value: 0.0004
   Oral sema 7 mg - Placebo -0.6  [-0.8 ; -0.4] p-value: <0.0001
   Oral sema 14 mg - Placebo -0.9  [-1.1 ; -0.7] p-value: <0.0001

Hypothetical estimand [2]
Change at week 52 (%-points) -0.5 -0.8 -1.2 0.0    

  ETD (%-points [95% CI])
   Oral sema 3 mg - Placebo -0.5  [-0.8 ; -0.3] p-value: <0.0001
   Oral sema 7 mg - Placebo -0.9  [-1.1 ; -0.6] p-value: <0.0001
   Oral sema 14 mg - Placebo -1.3  [-1.5 ; -1.0] p-value: <0.0001

HbA1c <7.0% - supportive secondary endpoint – treatment policy estimand
Subjects (%) achieving HbA1c <7% at week 52 [1] 28.9 39.6 54.2 9.3
Estimated odds ratio [95% CI] [2]

   Oral sema 3 mg / Placebo 4.02    [ 2.13 ;  7.58]    p-value: <0.0001
   Oral sema 7 mg / Placebo 7.21    [ 3.84 ; 13.54]    p-value: <0.0001
   Oral sema 14 mg / Placebo 12.96    [ 6.91 ; 24.32]    p-value: <0.0001
———————————————————————————————————————————————



3 FAS
——————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema    Oral sema    Oral sema
3 mg        7 mg         14 mg      Placebo    

——————————————————————————————————————————————————————————————————————————————————————————————————
HbA1c =<6.5% - supportive secondary endpoint – treatment policy estimand
Subjects (%) achieving HbA1c =<6.5% week 52[1]      11.6        19.5        38.7          2.3
Estimated odds ratio [95% CI] [2]

   Oral sema 3 mg / Placebo                          5.07    [ 1.68 ; 15.26]    p-value: 0.0039
   Oral sema 7 mg / Placebo                          10.34    [ 3.53 ; 30.30]    p-value: <0.0001 
   Oral sema 14 mg / Placebo                        28.27    [ 9.82 ; 81.36]    p-value: <0.0001  
HbA1c <7.0% without hypoglycaemia [3] and no body weight gain - supportive secondary endpoint –
treatment policy estimand
Subjects(%) achieving HbA1c <7% without
hypoglycaemia [3] or weight gain at week 52[1]     15.6        25.4        36.3          4.7
Estimated odds ratio [95% CI] [2]

   Oral sema 3 mg / Placebo                           3.82    [ 1.66 ;  8.82]    p-value: 0.0017
   Oral sema 7 mg / Placebo 7.49    [ 3.34 ; 16.82]    p-value: <0.0001
   Oral sema 14 mg / Placebo 13.50    [ 6.08 ; 30.00]    p-value: <0.0001
HbA1c reduction 1%-point and weight loss >=3% - supportive secondary endpoint –
treatment policy estimand
Subjects(%) with HbA1c reduction >=1% and
weight loss >=3% at week 52[1] 11.6 21.9 38.1 2.9
Estimated odds ratio [95% CI] [2]

   Oral sema 3 mg / Placebo 4.23    [ 1.54 ; 11.58]    p-value: 0.0050
   Oral sema 7 mg / Placebo 9.11    [ 3.47 ; 23.90]    p-value: <0.0001
   Oral sema 14 mg / Placebo 20.10    [ 7.80 ; 51.81]    p-value: <0.0001
FPG (mmol/L)- supportive secondary endpoint – treatment policy estimand
Baseline (mean (SD)) [1] 8.79 (3.21)  8.51 (2.73)  8.33 (2.59)  8.30 (2.63)
Change at week 52 (mmol/L) [2] -0.66 -1.03 -1.58 -0.13

  ETD (mmol/L [95% CI])
   Oral sema 3 mg - Placebo -0.53  [-1.05 ; -0.01] p-value:  0.0447
   Oral sema 7 mg - Placebo -0.90  [-1.42 ; -0.39] p-value:  0.0006
   Oral sema 14 mg - Placebo -1.45  [-1.96 ; -0.94] p-value: <0.0001
SMPG (mmol/L)- mean 7-point profile - supportive secondary endpoint – treatment policy estimand    
Baseline (mean (SD)) [1]                       10.1 (2.3)   10.1 (2.2)    9.9 (2.0)   10.0 (2.0)  
Change at week 52 (mmol/L) [2] -1.5 -1.6 -2.0 -0.8

  ETD (mmol/L [95% CI])
   Oral sema 3 mg - Placebo -0.6  [-1.2 ; -0.1] p-value:  0.0161
   Oral sema 7 mg - Placebo -0.8  [-1.3 ; -0.3] p-value:  0.0035
   Oral sema 14 mg - Placebo -1.1  [-1.7 ; -0.6] p-value: <0.0001

SMPG (mmol/L)- mean postprandial increment over all meals - supportive secondary endpoint –
treatment policy estimand
Baseline (mean (SD)) [1]                         2.2 (2.4)    2.5 (2.4)    2.7 (2.2)    2.5 (2.4)  
Change at week 52 (mmol/L) [2] -0.5 -0.6 -0.4 -0.2

  ETD (mmol/L [95% CI]) [2]
   Oral sema 3 mg - Placebo -0.2  [-0.7 ; 0.2] p-value:  0.2487
   Oral sema 7 mg - Placebo -0.4  [-0.8 ; 0.1] p-value:  0.0901
   Oral sema 14 mg - Placebo -0.2  [-0.7 ; 0.2] p-value:  0.2692
Total daily insulin dose - supportive secondary endpoint – treatment policy estimand
Baseline (mean (SD)) [1]                         61 (54)       63 (77)      53 (43) 55 (48)   
Change at week 52 (U) [2]                         2            -6           -7 10

  ETD (mmol/L [95% CI]) [2]
   Oral sema 3 mg - Placebo                            -8   [-16 ; -0]         p-value:  0.0450
   Oral sema 7 mg - Placebo                           -16   [-25 ; -8]         p-value: <0.0001
   Oral sema 14 mg - Placebo -17   [-25 ; -9] p-value: <0.0001
Time to additional anti-diabetic medicine - supportive secondary endpoint– treatment policy 
estimand
Subj initiating treatment week 26 (N (%))[1]    9 (4.9) 8 (4.4) 8 (4.4)     11 (6.0)    
Subj initiating treatment week 52 (N (%))[1]   61 (33.2)    45 (24.7)    44 (24.3)    75 (40.8)   

  Time to initiation (HR, [95% CI]) [2]
   Oral sema 3 mg / Placebo                          0.73   [0.53; 1.02]       p-value: 0.0627     
   Oral sema 7 mg / Placebo 0.63   [0.44; 0.89]       p-value: 0.0083     
   Oral sema 14 mg / Placebo 0.57   [0.40; 0.81]       p-value: 0.0019     
——————————————————————————————————————————————————————————————————————————————————————————————————



3 FAS
——————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema    Oral sema    Oral sema
3 mg        7 mg         14 mg      Placebo    

——————————————————————————————————————————————————————————————————————————————————————————————————
Time to rescue medication – supportive secondary endpoint - hypothetical estimand
Subj initiating medication week 26 (N (%))[1]   5 (2.7) 2 (1.1) 4 (2.2) 9 (4.9)    
Subj initiating medication week 52 (N (%))[1]  54 (29.3)    33 (18.1)    31 (17.1)    67 (36.4)   

  Time to initiation (HR, [95% CI]) [2]
   Oral sema 3 mg / Placebo 0.75   [0.53; 1.08] p-value: 0.1210
   Oral sema 7 mg / Placebo 0.48  [0.32; 0.74]   p-value: 0.0007
   Oral sema 14 mg / Placebo 0.48  [0.31; 0.73]   p-value: 0.0006
——————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2]: estimated values; [3]: treatment-emergent severe or BG confirmed 
symptomatic hypoglycaemic episodes; ETD: estimated treatment difference, N: number of subjects, 
%: proportion of subjects, HR: hazard ratio, Subj: subject.
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4 FAS
———————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema    Oral sema    Oral sema
3 mg 7 mg 14 mg Placebo  

———————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects                                184   182 181 184
Body weight (kg) – confirmatory secondary endpoint
Baseline (mean (SD)) [1] 85.9 (21.5)  87.1 (23.6)  84.6 (21.0)  86.0 (21.4) 
Treatment policy estimand [2]
Change at week 26 (kg) -1.4 -2.4 -3.7 -0.4

  ETD (kg [95% CI])
   Oral sema 3 mg - Placebo (superiority) -0.9  [-1.8 ; -0.0] p-value:  0.0392
   Oral sema 7 mg - Placebo (superiority) -2.0  [-3.0 ; -1.0] p-value:  0.0001
   Oral sema 14 mg - Placebo (superiority) -3.3  [-4.2 ; -2.3] p-value: <0.0001

Body weight (kg) – confirmatory secondary endpoint
Hypothetical estimand [2]
Change at week 26 (kg) -1.3 -3.0 -4.1 -0.4

  ETD (kg [95% CI])
   Oral sema 3 mg - Placebo -0.9  [-1.6 ; -0.2] p-value:  0.0111
   Oral sema 7 mg - Placebo -2.5  [-3.2 ; -1.8] p-value: <0.0001
   Oral sema 14 mg - Placebo -3.7  [-4.4 ; -3.0] p-value: <0.0001
Body weight (kg) – supportive secondary endpoint
Treatment policy estimand [2]
Change at week 52 (kg) -0.8 -2.0 -3.7 0.5

  ETD (kg [95% CI])
   Oral sema 3 mg - Placebo -1.3  [-2.4 ; -0.3] p-value:  0.0101
   Oral sema 7 mg - Placebo -2.5  [-3.6 ; -1.4] p-value: <0.0001
   Oral sema 14 mg - Placebo -4.3  [-5.3 ; -3.2] p-value: <0.0001

Hypothetical estimand [2]
Change at week 52 (kg) -1.0 -2.9 -4.3 0.6

  ETD (kg [95% CI])
   Oral sema 3 mg - Placebo -1.6  [-2.6 ; -0.7] p-value:  0.0009
   Oral sema 7 mg - Placebo -3.5  [-4.5 ; -2.6] p-value: <0.0001
   Oral sema 14 mg - Placebo -4.9  [-5.9 ; -3.9] p-value: <0.0001

Other secondary endpoints associated with body weight – treatment policy estimand 
Body weight reduction >=5%
Baseline (mean kg(SD)) [1] 85.9 (21.5)  87.1 (23.6)  84.6 (21.0)  86.0 (21.4) 
Subj (%) with body wt reduction >=5% week 52[1]  17.2         28.1         39.4          5.2
Estimated odds ratio week 52 [95% CI] [2]

    Oral sema 3 mg / Placebo     3.63  [1.66 ;  7.93]   p-value: 0.0012
    Oral sema 7 mg / Placebo 7.12  [3.35 ; 15.12]  p-value: <0.0001
    Oral sema 14 mg / Placebo 11.96  [5.69 ; 25.14]  p-value: <0.0001
Body weight reduction >=10% 
Subj (%) with body wt reduction >=10% week 52[1]  2.3 9.9 12.4 0.6
Estimated odds ratio week 52 [95% CI] [2]

    Oral sema 3 mg / Placebo 2.85  [0.48 ; 17.04] p-value: 0.2514
    Oral sema 7 mg / Placebo 13.48  [2.67 ; 68.08] p-value: 0.0016
    Oral sema 14 mg / Placebo 17.71  [3.55 ; 88.25] p-value: 0.0005
Body weight (% change)
Body weight change (%) at week 52 [2] -1.0 -2.3 -4.3 0.7

  ETD (% change) [95% CI]) [2]
    Oral sema 3 mg - Placebo -1.8  [-2.8 ; -0.7] p-value: 0.0014
    Oral sema 7 mg - Placebo -3.1  [-4.2 ; -1.9] p-value: <0.0001
    Oral sema 14 mg - Placebo -5.0  [-6.1 ; -3.9] p-value: <0.0001
Body mass index (BMI) (kg/m2)
BMI Baseline (mean (SD)) [1] 31.0 (6.8)   31.1 (7.0)   30.8 (6.3)    31.0 (6.5)   
BMI change at week 52 (kg/m2) [2] -0.3 -0.7 -1.4 -0.2

  ETD (kg/m2 [95% CI]) [2]
    Oral sema 3 mg - Placebo -0.5  [-0.9 ; -0.1] p-value:  0.0055
    Oral sema 7 mg - Placebo -1.0  [-1.3 ; -0.6] p-value: <0.0001
    Oral sema 14 mg - Placebo -1.6  [-2.0 ; -1.3] p-value: <0.0001

———————————————————————————————————————————————————————————————————————————————————————————————————



4 FAS
———————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema    Oral sema    Oral sema
3 mg         7 mg         14 mg       Placebo  

———————————————————————————————————————————————————————————————————————————————————————————————————
Waist circumference (cm) 
Baseline (mean (SD)) [1]                     103.3 (16.2)  104.4 (16.8)  104.5 (15.7) 104.2 (16.4)
Change at week 52 (cm) [2]                     -0.8           -2.2         -4.4          0.4

  ETD (cm [95% CI]) [2]
    Oral sema 3 mg - Placebo                           -1.2  [-2.3 ; -0.0]    p-value:  0.0450     
    Oral sema 7 mg - Placebo                           -2.6  [-3.7 ; -1.4]    p-value: <0.0001    
    Oral sema 14 mg - Placebo                          -4.4  [-5.6 ; -3.2]    p-value: <0.0001     
———————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2]: estimated values; ETD: estimated treatment difference, N: number of 
subjects, %: proportion of subjects; wt: weight.
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———————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema    Oral sema    Oral sema
3 mg         7 mg         14 mg       Placebo     

———————————————————————————————————————————————————————————————————————————————————————————————————

Number of subjects 184 182 181 184

Total cholesterol (mmol/L)
Baseline (geometric mean (SD)) [1] 4.23 (27.3)  4.43 (25.4)  4.51 (25.1)  4.39 (24.4)   

  Ratio to baseline at week 52 [2] 0.97 0.97 0.95 1.01
   Estimated treatment ratio at week 52 [2]
    Oral sema 3 mg / Placebo 0.96  [0.93 ; 1.00] 0.0460
    Oral sema 7 mg / Placebo 0.96  [0.93 ; 1.00] 0.0480
    Oral sema 14 mg / Placebo 0.95  [0.91 ; 0.98] 0.0034

LDL-cholesterol (mmol/L)
Baseline (geometric mean (SD)) [1] 2.21 (44.9) 2.43 (37.9)  2.46 (37.2)  2.35 (37.7)    

  Ratio to baseline at week 52 [2] 0.96         0.97         0.96         1.00
   Estimated treatment ratio at week 52 [2]
    Oral sema 3 mg / Placebo 0.95  [0.90 ; 1.01] 0.1023
    Oral sema 7 mg / Placebo 0.97  [0.91 ; 1.03] 0.3307
    Oral sema 14 mg / Placebo 0.96  [0.90 ; 1.01] 0.1404

HDL-cholesterol (mmol/L)
Baseline (geometric mean (SD)) [1] 1.20 (26.1)  1.18 (26.2)  1.20 (24.9)  1.21 (26.6)    

  Ratio to baseline at week 52 [2] 1.01         0.98         1.01         1.00
   Estimated treatment ratio at week 52 [2]
    Oral sema 3 mg / Placebo 1.01  [0.98 ; 1.04] 0.5880
    Oral sema 7 mg / Placebo 0.97  [0.94 ; 1.01] 0.1213
    Oral sema 14 mg / Placebo 1.00  [0.97 ; 1.04] 0.8091
Triglycerides (mmol/L)
Baseline (geometric mean (SD)) [1]           1.47 (52.9)  1.49 (54.6)  1.54 (56.0)  1.49 (55.9     

  Ratio to baseline at week 52 [2]                0.93         0.93        0.86          0.97
   Estimated treatment ratio at week 52 [2]
    Oral sema 3 mg / Placebo 0.96  [0.88 ; 1.04] 0.2992
    Oral sema 7 mg / Placebo 0.96  [0.88 ; 1.04] 0.3329
    Oral sema 14 mg / Placebo 0.89  [0.82 ; 0.97] 0.0059    
———————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2]: estimated values.
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6 SAS
———————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema 3 mg     Oral sema 7 mg     Oral sema 14 mg Placebo   
N   (%)    R      N    (%)    R     N    (%)     R     N    (%)   R  

———————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects 184 181 181 184

Exposure time (years)-OT     186 176 170   190
Observation time (years)-IT  199 190 192    198

Overview of adverse events
Total number of events – OT 137 (74.5) 336   142 (78.5)  315  151  (83.4)  344   139 (75.5) 245
Serious AEs – OT 25 (13.6)  23    19 (10.5)   15    12  ( 6.6)   14    17 ( 9.2)  13
Non-serious AEs - OT 135 (73.4) 313    142 (78.5)  301   147  (81.2)  330   139 (75.5) 232
Severe - OT 17 ( 9.2)  14     17 ( 9.4)   11    13 ( 7.2)  18     9 ( 4.9)  6
Probable related to 

  Oral sema/Placebo [1] - OT 29 (15.8)  25     44 (24.3)   55    48  (26.5)   70    16 ( 8.7) 17
Fatal - IT                  0 0 3  ( 1.7)   2     0
Drug withdrawn - OT          13 ( 7.1)  16     16 ( 8.8)   17    24  (13.3)   29     5 ( 2.7)   3 

Safety focus areas [2]
GI disorders - OT 72 (39.1)  71   81 (44.8)   91    91 (50.3)   38    47 (25.5) 42 
Renal disorders - OT 2 (1.1)    1 1 (0.6)     1     1 (0.6)     1     0
Hepatic disorders - OT        4 (2.2)    3     4 (2.2)    3     6 (3.3)    5     1 (0.5)  2 
Gallbladder-related 

  disorders - OT 5 (2.7) 3 6 (3.3)     3     0 0
Pancreatitis - OT 0 0 0 0
CV disorders - IT 13 (7.1)   10    14 (7.7)    11    12 (6.6) 7    12 (6.5)    8
Neoplasms - IT 13 (7.1)   8     10 (5.5)     6  11 (6.1) 7     8 (4.3)  4 
Malignant neoplasms - IT 4 (2.2)    3     2 (1.1)    1   2 (1.1) 1     0
Diabetic retinopathy [3] -IT 11 (6.0)   6   14 (7.7)     8    13 (7.2) 8    11 (6.0)   6 
Lactic acidosis - OT 0 0 0 0
Immunogenicity - OT 8 (4.3)    5     7 (3.9)     4     4 (2.2) 2     6 (3.3)  4 
Rare events - IT 4 (2.2)    4     0 2 (1.1)      1     0
Overdose - OT 0 0 0 0
Medication errors - OT 0 0 0 0
Abuse and misuse – OT 0 0 0 0
Suspected transmission of 

  infectious agent – OT 0 0 0 0
———————————————————————————————————————————————————————————————————————————————————————————————————
[1]: related as judged by the investigator; [2]: based on pre-defined MedDRA searches among



investigator reported adverse events; [3]: diabetic retinopathy and related complications
N: number of subjects with at least one event; %: proportion of subjects with at least one event;  
CV: cardiovascular; GI: gastrointestinal; OT: on-treatment (= treatment emergent); IT: in-trial    
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7 SAS on-treatment
————————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema 3 mg       Oral sema 7 mg     Oral sema 14 mg Placebo     
N   (%)   E   R     N   (%)   E   R    N   (%)   E   R     N   (%)    E   R

————————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects    184 181 181 184
Exposure time 186 176 170 190

Severe or BG-confirmed 52 (28.3) 196 105   47 (26.0) 180 102   48 (26.5) 147  86   54 (29.3) 156   8
symptomatic

ADA classification    109 (59.2) 892 478  100 (55.2) 796 452  105 (58.0) 809 476  106 (57.6) 801 423
Severe 5 ( 2.7)   5   3    1 ( 0.6)  1   1    2 ( 1.1)   2   1    1 ( 0.5)   1   1
Documented symptomat  77 (41.8) 480 257   70 (38.7) 523 297   75 (41.4) 433 255   87 (47.3) 488 257
Asymptomatic 70 (38.0) 371 199   56 (30.9) 233 132   67 (37.0) 331 195   62 (33.7) 258 136
Probable symptomatic  12 ( 6.5)  14   8    6 ( 3.3)  18  10   11 ( 6.1)  16   9   13 ( 7.1)  28  15
Pseudo-hypoglycaemia  12 ( 6.5)  22  12   13 ( 7.2)  21  12    8 ( 4.4)  26  15   13 ( 7.1)  23  12
Unclassifiable         0                   0                   1 ( 0.6)   1   1    2 ( 1.1)   3   2

————————————————————————————————————————————————————————————————————————————————————————————————————
N: number of subjects with hypoglycaemic episode(s); %: proportion of subjects with hypoglycaemic 
episode(s); R: hypoglycaemic episodes per 100 patient years of exposure; Severe or BG-confirmed 
symptomatic hypoglycaemia: an episode that is severe according to the ADA classification or BG-confirmed 
by a plasma glucose value (<3.1 mmol/L [56 mg/dL]) with symptoms consistent with hypoglycaemia

8
! 52

! 52 7 mg 14 mg



8 SAS estimand
———————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema    Oral sema    Oral sema
3 mg         7 mg         14 mg       Placebo     

Number of subjects 184 182 181 184

Amylase (U/L) – OT
Baseline (geometric mean (SD)) [1] 50 (48.4)    52 (46.4)    50 (41.4)    56 (41.9)    
Ratio to baseline at week 52 [2]   1.06 1.10 1.16 1.99

   Estimated treatment ratio at week 52 [2]
    Oral sema 3 mg / Placebo 1.07  [1.01 ; 1.12] 0.0118     
    Oral sema 7 mg / Placebo 1.11  [1.05 ; 1.17]     <0.0001     
    Oral sema 14 mg / Placebo 1.17  [1.11 ; 1.23]     <0.0001     

Lipase (U/L) – OT
Baseline (geometric mean (SD)) [1] 27 (82.5)    27 (76.5)    26 (78.6)    29 (65.7)  

  Ratio to baseline at week 52 [2]   1.07 1.25 1.34 1.00
   Estimated treatment ratio at week 52 [2]
    Oral sema 3 mg / Placebo 1.07  [0.97 ; 1.19] 0.1719     
    Oral sema 7 mg / Placebo 1.25  [1.12 ; 1.39]     <0.0001     
    Oral sema 14 mg / Placebo 1.34  [1.21 ; 1.49]     <0.0001   
———————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2]: estimated values

! 52
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9 SAS
———————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema    Oral sema    Oral sema
3 mg         7 mg         14 mg       Placebo     

———————————————————————————————————————————————————————————————————————————————————————————————————
Systolic blood pressure (mmHg) – OT
Baseline (Mean (SD)) [1]                       133 (14)     133 (14)      134 (15)      133 (15)  

  Change at week 52 [2]                            -1            -2           -5            -0     
  Estimated treatment difference week 52

Oral sema 3 mg - Placebo                                      -1  [-4 ; 2] 0.5239     
Oral sema 7 mg - Placebo                                      -2  [-5 ; 1] 0.1296     

    Oral sema 14 mg - Placebo                                     -5  [-8 ; -2] 0.0005     
Diastolic blood pressure (mmHg) – OT
Baseline (Mean (SD)) [1]                       78 (9)       78 (10)       77 (10)     77 (9)   

  Change at week 52 [2]                            -1            -2           -2            -1
Estimated treatment difference week 52

    Oral sema 3 mg - Placebo                                      -0  [-2 ; 1] 0.6562     
    Oral sema 7 mg - Placebo                                      -1  [-3 ; 1] 0.2688     
    Oral sema 14 mg - Placebo                                     -1  [-3 ; 1] 0.2321     
Pulse rate (beats/min) – OT
Baseline (Mean (SD)) [1]                        76 (11)     74 (10)       74 (10)       73 (11)   

  Change at week 52 [2]                           0            1           2            -0
  Estimated treatment difference week 52

Oral sema 3 mg - Placebo 1  [-1 ; 3] 0.4118     
Oral sema 7 mg - Placebo 2  [-0 ; 3] 0.0895     

    Oral sema 14 mg - Placebo 2  [1 ; 4] 0.0107     
———————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2) estimated values; Changes from baseline were analysed using a mixed     
model for repeated measurements model with treatment and region as categorical fixed effects and  
baseline value as covariate, all nested within visit, and an unstructured residual covariance 
matrix. 'p-value': unadjusted two-sided p-value for test of no difference from 0.

2 26
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2.7.6.33.1. NN9924-4282

2.7.6.33.1.1

Novo Nordisk A/S, Novo Allé, DK-2880 Bagsvaerd, Denmark
Clinical Reporting Anchor and Disclosure (1452); email address: clinicaltrials@novonordisk.com

3 mg/7 mg/14 mg

NNC0113-0217
ID NN9924-4282

clinicaltrials.gov identifier
NCT03015220

UTN U1111-1181-4133
Japanese registration number JapicCTI-173485

PIONEER 10 – Japan OAD combination
2
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1
—————————————————————————————————————————————————————————————————————————————————————————————

Oral sema   Oral sema   Oral sema   Dula Total     
3 mg 7 mg 14 mg       0.75 mg
N (%) N (%) N (%) N (%) N (%)    

—————————————————————————————————————————————————————————————————————————————————————————————
Screened 492
  Screening failures 34 ( 6.9)
Randomised                          131         132         130         65 458
  Exposed 131 ( 100)  132 ( 100)  130 ( 100)  65 ( 100)  458 ( 100)

Analysis sets
  Full analysis set 131 ( 100)  132 ( 100)  130 ( 100)  65 ( 100)  458 ( 100)

  Safety analysis set 131 ( 100)  132 ( 100)  130 ( 100)  65 ( 100)  458 ( 100)

Treatment completers [1] 124 (94.7)  123 (93.2)  115 (88.5)  61 (93.8)  423 (92.4)
  Without rescue medication 103 (78.6)  115 (87.1)  114 (87.7)  56 (86.2)  388 (84.7)
  With rescue medication 21 (16.0)    8 ( 6.1)    1 ( 0.8)   5 ( 7.7)   35 ( 7.6)
Premature trial product discont. 7 ( 5.3)    9 ( 6.8)   15 (11.5)   4 ( 6.2)   35 ( 7.6)
– primary reason

Adverse event(s) 5 ( 3.8)    8 ( 6.1)    8 ( 6.2)   2 ( 3.1)   23 ( 5.0)
Subject withdrawal from trial 1 ( 0.8)    1 ( 0.8)    2 ( 1.5)   1 ( 1.5)    5 ( 1.1)
Other 1 ( 0.8)    0 5 ( 3.8)   1 ( 1.5)    7 ( 1.5)

Trial completers [2] 128 (97.7)  130 (98.5)  127 (97.7)  63 (96.9)  448 (97.8)
  Completed treatment 124 (94.7)  123 (93.2)  115 (88.5)  61 (93.8)  423 (92.4)
  Discontinued trial product 4 ( 3.1)    7 ( 5.3)   12 ( 9.2)   2 ( 3.1)   25 ( 5.5)
Withdrawal from trial 3 ( 2.3)    2 ( 1.5)    3 ( 2.3)   2 ( 3.1)   10 ( 2.2)

– primary reason
Withdrawal by subject 3 ( 2.3)    2 ( 1.5)    2 ( 1.5)   2 ( 3.1)    9 ( 2.0)
Lost to follow-up 0 0 1 ( 0.8)   0 1 ( 0.2)
—————————————————————————————————————————————————————————————————————————————————————————————
'[1]': subjects who completed treatment with trial product according to the end-of-trial form;
'[2]': subjects who attended the final scheduled visit; 'Rescue medication': use of new 
anti-diabetic medication as add-on to trial product and used for more than 21 days with the 
initiation at or after randomisation and before last day on trial product, and/or intensification 
of anti-diabetic medication (a more than 20% increase in dose relative to baseline) for more than 
21 days with the intensification at or after randomisation and before last day on trial product; N: 
number of subjects; %: proportion of randomised subjects except for screening failures where it is 
proportion of screened subjects; disconti.: discontinuation. 
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———————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema    Oral sema   Oral sema     Dula Total     
3 mg 7 mg 14 mg 0.75 mg
N   (%)      N   (%)      N   (%)      N   (%)      N   (%)   

———————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects 131 132 130 65 458
Age group (years)
  N 131 ( 100)   132 ( 100)   130 ( 100)   65 ( 100)   458 ( 100) 
  18 <= to < 65 87 (66.4)    91 (68.9)    96 (73.8)   47 (72.3)   321 (70.1) 
  65 <= to < 75 41 (31.3)    34 (25.8)    26 (20.0)   12 (18.5)   113 (24.7) 
  75 <= to < 85 3 ( 2.3)     7 ( 5.3)     8 ( 6.2)    6 ( 9.2)    24 ( 5.2) 
  85 <= 0 0 0 0 0
Sex
  N 131 ( 100)   132 ( 100)   130 ( 100)   65 ( 100)   458 ( 100) 
  Female 31 (23.7)    42 (31.8)    30 (23.1)   14 (21.5)   117 (25.5) 
  Male 100 (76.3)    90 (68.2)   100 (76.9)   51 (78.5)   341 (74.5) 
Race
  N 131 ( 100)   132 ( 100)   130 ( 100)   65 ( 100)   458 ( 100) 
  Asian 131 ( 100)   132 ( 100)   130 ( 100)   65 ( 100)   458 ( 100) 
Renal function, eGFR
(mL/min/1.73 m^2)
  N 131 ( 100)  132 ( 100)    130 ( 100)   65 ( 100)   458 ( 100) 
  Normal (90 <= ) 95 (72.5)   93 (70.5)     94 (72.3)   50 (76.9)   332 (72.5) 
  Mild RI (60 <= to < 90) 36 (27.5)   37 (28.0)     35 (26.9)   14 (21.5)   122 (26.6) 
  Moderate RI    (30 <= to < 60) 0 2 ( 1.5) 1 ( 0.8)    1 ( 1.5)     4 ( 0.9) 
  Severe RI (15 <= to < 30) 0 0 0 0 0
  End-stage renal disease (< 15) 0 0 0 0 0
———————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema Oral sema Oral sema Dula Total     
3 mg 7 mg 14 mg 0.75 mg
Mean (SD) Mean (SD) Mean (SD) Mean (SD)       Mean (SD) 

———————————————————————————————————————————————————————————————————————————————————————————————————
Age (years)
  Mean (SD) 59 (10) 58 (11) 57 (10) 61 (9) 58 (10)     
Body weight (kg) 71.5 (16.0) 72.7 (16.4)    72.6 (15.2) 71.2 (14.3)     72.1 (15.6) 
BMI(kg/m^2) 25.8 (4.5) 26.8 (5.0) 26.3 (5.2) 26.0 (4.0) 26.2 (4.8)  
HbA1c (%) 8.2 (0.9) 8.3 (0.9) 8.4 (1.0) 8.4 (0.9) 8.3 (0.9)   
HbA1c (mmol/mol) 67 (10) 68 (10) 69 (11) 68 (10) 68 (10)     
FPG (mmol/L) 8.99 (1.89) 9.17 (2.03)     9.35 (2.09) 9.50 (2.07)     9.22 (2.02) 
FPG (mg/dL) 161.9 (34.0)     165.3 (36.7)    168.5 (37.6)     171.1 (37.3)    166.1 
(36.3)
Duration of diabetes 
(years)               9.4 (6.3)        9.3 (6.3)       9.1 (6.4)        9.9 (6.3)       9.4 (6.3)   

Abbreviations: N: number of subject; %: proportion of subjects; BMI: Body Mass Index; eGFR:
estimated glomerular filtration rate; FPG: fasting plasma glucose; HbA1c: glycosylated haemoglobin; 
RI: renal impairment; SD: standard deviation; sema: oral semaglutide; dula: dulaglutide.
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3
———————————————————————————————————————————————————————————————————————————————————————————————————
                                 Oral sema 3 mg    Oral sema 7 mg    Oral sema 14 mg   Dula 0.75 mg  
———————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects                131              132                   130               65        
                                                                                                    
HbA1c (%)- secondary endpoint                                                                       
Baseline (mean, (SD)) [1]         8.2 (0.9)        8.3 (0.9)             8.4 (1.0)         8.4 
(0.9)                                                                              
                                                                                                    
Treatment policy estimand [2]                                                                       
Change at week 26 (%-points)     -1.1             -1.7                  -2.0              -1.5      

  ETD vs dula (%-points [95% CI])  0.4[0.1 ; 0.7] -0.1[-0.4 ; 0.1]      -0.4[-0.7 ; -0.2]
  p-value:                         0.0026           0.2710                0.0006

Hypothetical estimand [2]                                                                          
Change at week 26 (%-points)      -1.1            -1.7                  -2.0              -1.6      

  ETD vs dula (%-points [95% CI])  0.5[0.3 ; 0.7]  -0.1[-0.3 ; 0.1]      -0.4 [-0.6 ; -0.2]
  p-value:                         <0.0001          0.4605                0.0007

Treatment policy estimand [2]                                                                       
Change at week 52 (%-points)      -0.9           -1.4                  -1.7              -1.4     

  ETD vs dula (%-points [95% CI])  0.5[0.2 ; 0.8]  -0.1[-0.3 ; 0.2]      -0.3[-0.6 ; -0.1]
  p-value:                         0.0005           0.6580                0.0170

Hypothetical estimand [2]                    
Change at week 52 (%-points)      -0.7            -1.4                 -1.8              -1.3     

  ETD vs dula (%-points [95% CI])    0.6[0.3 ; 0.9] -0.1[-0.4 ; 0.2]     -0.5[-0.8 ; -0.2]
  p-value:                          <0.0001             0.4538            0.0007
———————————————————————————————————————————————————————————————————————————————————————————————————
Other glycaemic endpoints-treatment policy estimand-week 52
———————————————————————————————————————————————————————————————————————————————————————————————————
                                  Oral sema 3 mg    Oral sema 7 mg   Oral sema 14 mg   Dula 0.75 mg  
———————————————————————————————————————————————————————————————————————————————————————————————————
HbA1c <7%[1] 
Subjects(%)                        34.1               59.7             70.9             50.8
Odds ratio vs dula [95% CI][2]    0.41[0.21;0.80]    1.51[0.78;2.92]  3.07[1.53;6.16]
P-value                           0.0091             0.2261           0.0016

HbA1c <6.5%[1] 
Subjects(%)                        17.5               38.8             54.3            36.5
Odds ratio vs dula [95% CI][2]    0.31[0.15 ;0.65]   1.11[0.57 ;2.15] 2.48[1.27 ;4.86]

  P-value                          0.0019             0.7640           0.0081

HbA1c <7.0% without hypoglycaemia [3] and no body weight gain [1]                      

Subjects(%)                      18.3             41.1             55.9             25.4
Odds ratio vs dula [95% CI][2]     0.57[0.26;1.22]    2.27[1.11;4.62]  4.75[2.31;9.78]
  P-value                          0.1482             0.0238           <0.0001

HbA1c reduction 1%-point and body weight loss 3% [1] 
Subjects(%)                      8.7                24.8             33.1             11.1
Odds ratio vs dula [95% [2]        0.74[0.27 ;2.04]   2.72[1.12;6.62]  4.16[1.73;9.99]          
  P-value                          0.5662             0.0273           0.0014

FPG (mmol/L)                       
Baseline (mean, (SD)) [1]          8.99 (1.89)       9.17 (2.03)       9.35 (2.09)     9.50 (2.07)
Change at week 52 (mmol/L [2])    -1.11              -1.97             -2.02          -1.65
  ETD (mmol/L [95% CI])            0.54[-0.01;1.09] -0.32[-0.86;0.22]  -0.37[-0.92;0.17]
  p-value                          0.0555            0.2477             0.1827

SMPG-mean 7-point profile (mmol/L)
Baseline (mean,(SD))[1]              10.8 (2.2)      10.7 (2.0)        11.2 (2.7)        11.3 (2.7)
Change at week 52 (mmol/L [2])     -1.8            -2.6              -3.1               -2.4

  ETD vs dula (mmol/L [95% CI])      0.6[-0.0;1.2]  -0.2[-0.8;0.4]    -0.7[-1.3; -0.1]
p-value                            0.0507          0.4305            0.0231

Table continues on next page



  

 

———————————————————————————————————————————————————————————————————————————————————————————————————
Oral sema 3 mg    Oral sema 7 mg   Oral sema 14 mg   Dula 0.75 mg  

———————————————————————————————————————————————————————————————————————————————————————————————————

SMPG - mean postprandial increment over all meals
Baseline (mean, (SD)) [1]           4.0 (2.2) 3.4 (2.0) 3.8 (2.1) 3.8 (2.1)
Change at week 52 (mmol/L [2])    -0.5 -1.1 -0.9 -0.6

  ETD vs dula (mmol/L [95% CI])     0.1[-0.4;0.6] -0.5[-1.0;0.0] -0.3[-0.9;0.2]
p-value 0.7009 0.0559 0.1973

Additional anti-diabetic medication-treatment policy estimand
Subjects initiating treatment N(%)[1]

24(18.3) 13(9.8) 8(6.2) 8(12.3)  
  Time to initiation vs dula
  HR, [95% CI] [2] 1.50[0.70;3.20]    0.80[0.35;1.83]   0.55[0.23;1.33]

p-value 0.2963 0.5997 0.1871

Rescue medication-hypothetical estimand
Subjects initiating rescue treatment
N (%) [1] 22(16.8) 8(6.1) 2(1.5) 6(9.2)  

  Time to initiation vs dula
  HR, [95% CI] [2] 1.90[0.76;4.72]   0.60[0.21;1.72]   0.12[0.02;0.62]
  p-value                            0.1672            0.3391            0.0110
———————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2]: estimated values; [3]: treatment-emergent severe or blood glucose-
confirmed symptomatic hypoglycaemic episodes; N: number of subjects, %: proportion of subjects, HR: 
hazard ratio, ETD: estimated treatment difference, sema: oral semaglutide; dula: dulaglutide 
0.75 mg, SD: standard deviation, SMPG: self-measured plasma glucose, CI: confidence interval. 

3 4
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4
———————————————————————————————————————————————————————————————————————————————————————————————————
                                 Oral sema 3 mg    Oral sema 7 mg    Oral sema 14 mg   Dula 0.75 mg  
———————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects                131              132                130                65          
                                                                                                  
Body weight (kg) – secondary endpoint                                                  
Baseline (mean, [SD]) [1]       71.5 (16.0)      72.7 (16.4)       72.6 (15.2)       71.2 
(14.3)                      
                                                                                                   
Treatment policy estimand [2]                                                                      
Change at week 26 (kg)          -0.2              -1.0             -2.2               0.3         

  ETD vs dula (kg [95% CI])      -0.5[-1.3;0.4]   -1.3[-2.2;-0.5]   -2.5[-3.3;-1.7]     
  p-value:                        0.2632           0.0023           <0.0001            
                                                                                                   

Hypothetical estimand [2]                                                                          
Change at week 26 (kg)          -0.1              -1.2              -2.3               0.3 

  ETD vs dula (kg [95% CI])      -0.4[-1.2;0.4]    -1.5[-2.3;-0.6]    -2.6[-3.5;-1.8]     
  p-value:                        0.3490           0.0005            <0.0001   
                                                                                                   
Treatment policy estimand [2]                                                                      
Change at week 52 (kg)           0.0              -0.9              -1.6               1.0         

  ETD vs dula (kg [95% CI])      -0.9 [-1.9;-0.0] -1.9[-2.8;-0.9]   -2.6[-3.5;-1.6]     
  p-value:                        0.0476           <0.0001           <0.0001  

Hypothetical estimand [2]                                                                          
Change at week 52 (kg)           0.1              -1.0              -1.9               1.1         

  ETD vs dula (kg [95% CI])      -0.9[-1.9;0.1]     -2.1[-3.1;-1.1]   -3.0[-4.0;-2.0]     
  p-value:                        0.0686            <0.0001           <0.0001    
———————————————————————————————————————————————————————————————————————————————————————————————————
Other body weight related endpoints-treatment policy estimand-week 52
———————————————————————————————————————————————————————————————————————————————————————————————————
                                 Oral sema 3 mg   Oral sema 7 mg    Oral sema 14 mg  Dula 0.75 mg    
———————————————————————————————————————————————————————————————————————————————————————————————————
Body weight reduction 5%   
Subjects(%)                       5.5              16.3              22.0               6.3
Odds ratio vs dula[95% CI] [2]   0.89[0.25;3.16]  2.94[0.96;9.01]   4.23[1.41;12.70]
p-value:                         0.8542           0.0589            0.0102               

Body weight reduction 10% 
Subjects (%) [1]                    0             7.0               5.5                 0      

Body weight (% change)
Change at week 52 (%) [2]       -0.0              -1.4              -2.3                1.2         

  ETD vs dula (kg/m2)[95% CI])   -1.3[-2.5;0.0]    -2.6[-3.9;-1.3]   -3.5[-4.8;-2.3]     
  p-value:                        0.0503           <0.0001           <0.0001  

Body mass index (kg/m2)                                                                            
Baseline (mean (SD)) [1]         25.8 (4.5)       26.8 (5.0)        26.3 (5.2)        26.0 (4.0)   
Change at week 52 (kg/m2) [2]   -0.0              -0.3              -0.6               0.3

  ETD vs dula(kg/m2) [95% CI])   -0.3[-0.7;-0.0]   -0.7[-1.0 ;-0.3]  -0.9[-1.3;-0.6]     
  p-value:                        0.0454           <0.0001           <0.0001
———————————————————————————————————————————————————————————————————————————————————————————————————
Table continues on next page



 
  

  
  

———————————————————————————————————————————————————————————————————————————————————————————————————
                                 Oral sema 3 mg   Oral sema 7 mg    Oral sema 14 mg  Dula 0.75 mg    
———————————————————————————————————————————————————————————————————————————————————————————————————
Waist circumference (cm)                                                                           
Baseline (mean (SD) [1]          90.1 (11.5)       91.8 (11.1)       90.8 (10.7)     91.2 (10.1)    
Change at week 52 (cm) [2]      -0.2              -0.8              -1.7             0.7            

  ETD vs dula(cm [95% CI])       -0.8[-2.0;0.3]    -1.4[-2.6;-0.3]   -2.3[-3.5;-1.2]            
  p-value:                        0.1666            0.0149           <0.0001 
———————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2]: estimated values; %: proportion of subjects, ETD: estimated treatment 
difference, sema: oral semaglutide; dula: dulaglutide 0.75 mg, SD: standard deviation, CI: 
confidence interval.
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3 mg 26
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———————————————————————————————————————————————————————————————————————————————————————————————————
                                  Oral sema 3 mg    Oral sema 7 mg    Oral sema 14 mg   Dula 0.75mg
———————————————————————————————————————————————————————————————————————————————————————————————————

Other endpoints – treatment policy estimand
Fasting blood lipids – week 52                                                                       
Total cholesterol (mmol/L)                                                                           
Geom. Mean (CV)[1]               5.12(16.2)        5.23(15.8)        5.14(15.3)        5.24(15.6)   
Ratio to baseline at week 52 [2] 0.98              0.95              0.94              0.93         

  ETR vs dula [2]                 1.06[1.02;1.10]   1.03[0.99;1.07]   1.02  [0.98 ; 1.05]      
  p-value:                        0.0041            0.1442            0.3986       

LDL-cholesterol (mmol/L)                                                                           
Geom. Mean (CV)[1]               2.97(25.4)        3.06(23.9)        3.05(23.1)        3.13(22.0)   
Ratio to baseline at week 52 [2] 0.98              0.95              0.93              0.91 

  ETR vs dula [2]                 1.07[1.01;1.13]   1.04[0.98;1.09]   1.01  [0.96 ; 1.07]     
  p-value:                        0.0219            0.1873            0.6468                         

HDL-cholesterol (mmol/L)                                                                           
Geom. Mean (CV)[1]               1.33(26.2)        1.37(25.2)        1.34(22.1)        1.34(24.4)   
Ratio to baseline at week 52 [2] 1.03              1.00              1.01              1.00         

  ETR vs dula [2]                 1.03[0.99;1.07]   1.00[0.96;1.04]   1.01  [0.97 ; 1.05]  
  p-value:                        0.0895            0.9094            0.6269                       

VLDL-cholesterol (mmol/L)                                                                           
Geom. Mean (CV)                  0.65(55.3)        0.65(53.8)        0.64(43.7)       0.64(49.6)    
Ratio to baseline at week 52 [2] 0.90              0.87              0.87             0.87          

  ETR vs dula [2]                 1.03[0.93;1.14]   1.00[0.90;1.11]   1.00[0.90;1.10]      
  p-value:                        0.5550            0.9911            0.9386                  
                                                                                                   
Triglycerides (mmol/L)                                                                             
Geom. Mean (CV)[1]               1.46(58.1)        1.46(57.9)        1.42(43.6)        1.42(50.1)   

Ratio to baseline at week 52 [2]  0.89              0.87              0.87              0.87 
  ETR vs dula [2]                 1.02[0.92;1.14]   1.00[0.90;1.11]   1.00[0.90;1.11]                
  p-value:                        0.7011            0.9623            0.9822     
———————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2]: estimated values. ETR: Estimated treatment ratio. sema: oral 
semaglutide; dula: dulaglutide 0.75 mg, LDL: low-density lipoprotein, VLDL: very-low-density 
lipoprotein, HDL: high-density lipoprotein, SD: standard deviation. 
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—————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema 3 mg Oral sema 7 mg Oral sema 14 mg Dula 0.75 mg
N   (%)      E    R        N   (%)      E    R        N   (%)      E    R        N   (%)      E    R     

—————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects 131 132 130 65
Exposure time (years) - OT 139 138 133 68
Observation time (years) - IT     141 142 140 69

Overview of adverse events
Total number of events - OT 101 (77.1)   330  238 106 (80.3)   350  254 111 (85.4)   324  243       53 (81.5)   178  262     
Serious adverse events - OT 9 ( 6.9)    11    8 4 ( 3.0)     5    4 7 ( 5.4)     8    6 1 ( 1.5)     2    3     
Severe - OT 3 ( 2.3)     3    2 1 ( 0.8)     1    1        1 ( 0.8)     1    1 0
Probable related- OT [1] 16 (12.2)    17   12 16 (12.1)    24   17 23 (17.7)    28   21 13 (20.0)    19   28     
Fatal – IT [4] 0 0 0 0    
Drug withdrawn - OT 4 ( 3.1)     5    4 8 ( 6.1)    11    8 8 ( 6.2)    10    8 2 ( 3.1)     2    3     

Safety focus area
Gastrointestinal disorders - OT     40 (30.5)    65   47       51 (38.6)    89   65      70 (53.8)   108   81       26 (40.0)    40   59    
Renal disorders – OT 0 0 0 0    
Hypovolemia - OT 0 1 ( 0.8)     1     1 0 0
Hepatic disorders - OT               7 (5.3)     9    6        2 ( 1.5)     3    2        3 ( 2.3)     3    2 3 ( 4.6)     4    6    
Gallbladder-related disorders - OT   2 (1.5)     2    1 1 ( 0.8)     2    1 0 1 ( 1.5)     1    1
Pancreatitis - OT 0     0 0 0
Cardiovascular disorders - IT 7 (5.3)    19   13 4 ( 3.0)     4    3 4 ( 3.1)     4    3 2 ( 3.1)   
Neoplasms - IT 11 (8.4)   15   11 12 ( 9.1)    16   11 11 ( 8.5)    11    8 7 (10.8)     9   13    
Malignant neoplasms - IT 2 (1.5)     2    1 2 ( 1.5)     2   1 1 ( 0.8)     1    1 1 ( 1.5)     1    1    
Diabetic retinopathy [3] - IT 9 (6.9)     9    6 12 ( 9.1)    12    8 7 ( 5.4)     7    5 3 ( 4.6)     3    4    
Lactic acidosis - OT 0 0 0 0    
Immunogenicity - OT 4 (3.1)     4    3 5 ( 3.8)     5    4 2 ( 1.5)     3    2 3 ( 4.6)     4    6    
Rare events - IT 2 (1.5)     2    1 1 ( 0.8)     1    1 0 0    
Overdose - OT 0 1 ( 0.8)     1    1 0 0    
Medication errors - OT               1 (0.8)     1    1        1 ( 0.8)     1    1        1 ( 0.8)     1    1 1 ( 1.5)   
Abuse and misuse – OT 0 0 0 0    
Susp. trans. of infect. agent – OT   0 0 0 0

—————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————
[1]: related as judged by the investigator; [2]: based on pre-defined MedDRA searches among investigator reported adverse events;
[3]: diabetic retinopathy and related complications; [4]: One fatal event is not listed in table as the subject had not been exposed to trial 
product. The subject had been randomised to treatment with oral semaglutide 7 mg; 
N: number of subjects with at least one event; %: proportion of subjects with at least one event; E: number of events; R: events per 
100 years of observation (in-trial) or exposure (on-treatment); OT: on-treatment (= treatment emergent); IT: in-trial; 
sema: oral semaglutide; dula: dulaglutide 0.75 mg; susp. trans. of infect. agent: suspected transfer of infectious agent.
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——————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema 3 mg    Oral sema 7 mg     Oral sema 14 mg Dula 0.75 mg 
N (%)  E  R       N   (%)   E   R    N   (%)   E   R    N   (%)   E   R  

——————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects 131 132 130 65
Exposure time (years)     139 138 133 68

Severe or BG-confirmed[1]  3 (2.3) 4  3 3 (2.3) 4 3 4 (3.1) 4 3 0
symptomatic
ADA classification        14 (10.7) 31 22   26 (19.7) 56 41   27 (20.8) 51 38   13 (20.0) 19 28 
   Severe                  0                 0                  0                       0
——————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2]: estimated values; BG-confirmed: hypoglycaemic episode with a plasma 
glucose value <3.1 mmol/L (56 mg/dL);
N: number of subjects with at least one episode; %: proportion of subjects with at least one 
episode; ADA: American Diabetes Association; BG: blood glucose; CI: confidence interval; E: number 
of episodes; R: episodes per 100 years of exposure; sema: oral semaglutide; dula: dulaglutide.
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————————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema 3 mg      Oral sema 7 mg    Oral sema 14 mg   Dula 0.75 mg  
————————————————————————————————————————————————————————————————————————————————————————————————————
Amylase (U/L)
Baseline, geometric mean (CV)[1]    55 (34.8) 54 (35.2) 55 (37.6) 57 (31.2)
Ratio to baseline at week 52 [2]     1.03 1.10 1.11 1.07   
Estimated treatment ratio at week 52 (95% CI)
 Oral sema 3 mg  - Dula 0.75 mg 0.97  [0.91 ; 1.03] p value: 0.2540
 Oral sema 7 mg  - Dula 0.75 mg 1.03  [0.97 ; 1.09] p value: 0.3382
 Oral sema 14 mg - Dula 0.75 mg 1.04  [0.98 ; 1.11] p value: 0.1907

————————————————————————————————————————————————————————————————————————————————————————————————————
Lipase (U/L)
Baseline, geometric mean (CV)[1]    26 (52.2) 26 (56.2) 24 (47.5) 27 (66.6)
Ratio to baseline at week 52 [2] 1.11 1.37 1.38 1.17   
Estimated treatment ratio at week 52 (95% CI)
 Oral sema 3 mg  - Dula 0.75 mg 0.95  [0.84 ; 1.07] p value: 0.3746
 Oral sema 7 mg  - Dula 0.75 mg 1.16  [1.03 ; 1.31] p value: 0.0144
 Oral sema 14 mg - Dula 0.75 mg 1.17  [1.04 ; 1.32] p value: 0.0110

————————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2] estimated values; Ratios to baseline were analysed using a mixed model  
for repeated measurements model with treatment and region as categorical fixed effects and baseline
value as covariate, all nested within visit, and an unstructured residual covariance matrix. The ratio 
to baseline and the corresponding baseline value were log-transformed prior to analysis. CI: confidence 
interval; CV: coefficient of variation; 'p-value': unadjusted two-sided p-value for test of no 
difference from 1; sema: oral semaglutide; dula: dulaglutide 0.75 mg.
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2 4 / 0.75 mg 2 
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2.7.6.34.1 NN9924-4223

2.7.6.34.1.1

Novo Nordisk A/S, Novo Allé, DK-2880 Bagsvaerd, Denmark
Clinical Reporting Anchor and Disclosure (1452); email address: clinicaltrials@novonordisk.com

3 mg/7 mg/14 mg

NNC0113-0217
ID

NN9924-4223
Clinicaltrials.gov identifier NCT02863328
Paediatric status EMEA-001441-PIP02-15

UTN U1111-1176-6006
IND number 114,464
EudraCT number 2015-005209-36

PIONEER-2 vs. SGLT-2 Inhibitor
2

52

108 1
signatory investigator

          , US

12 108
4 4

3 3
5 4

7 7
7 7

6 5
6 6

6 6
5 5
8 8

3 3
48 46

2016 8 10
2017 8 1

3a



 

 

2018 3 8
Cut-off date

2018 7 5 2018 5 2

2018 10 3

2
SGLT-2

2
3a PIONEER

! 2 14 mg
25 mg 1 1

! 2 14 mg
25 mg 1 1

! 2 14 mg
25 mg 1 1

Estimand
2 estimand estimand estimand

estimand
estimand

estimand estimand estimand
estimand

estimand
14 mg vs.

25 mg intention-to-treat ITT estimand

estimand
14 mg 

vs. 25 mg on-treatment estimand

2
1 1 14 mg 25 mg

52

59 2 52
5 14 mg



 

 

25 mg 1:1
0 4

3 mg 4 8 7 mg 8 52 14 mg 1 1

10 mg 1 1 8
25 mg

13 2
1

816 1122 822
95.7%

1
——————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema 14 mg  Empa 25 mg     Total
N (%)            N (%) N (%)

——————————————————————————————————————————————————————————————————————————————————————————————————
Screened 1122
  Screening failures 300 (26.7)   
Randomised 412 410 822
  Exposed 411 (99.8) 409 (99.8)     820 (99.8)  
Analysis sets
  Full analysis set 411 (99.8) 410 ( 100)     821 (99.9)  
  Safety analysis set 410 (99.5) 409 (99.8)     819 (99.6)  
  Per protocol analysis set 362 (87.9) 384 (93.7)     746 (90.8)  
Treatment completers [1] 339 (82.3) 365 (89.0)     704 (85.6)  
  Without rescue medication 310 (75.2) 322 (78.5)     632 (76.9)  
  With rescue medication 29 ( 7.0) 43 (10.5) 72 ( 8.8) 
Trial completers [3] 400 (97.1) 387 (94.4)     787 (95.7)  
Premature trial product discontinuation 73 (17.7) 45 (11.0)     118 (14.4)
  Adverse event(s) 45 (10.9) 20 ( 4.9) 65 ( 7.9)  
  Violation of inclusion and/or exclusion criteria 0 2 ( 0.5) 2 ( 0.2)  
  Intention of becoming pregnant 0 0 0
  Participation in another clinical trial [2] 3 ( 0.7) 0     3 ( 0.4)  
  Calcitonin value >= 100 ng/L 0 0 0
  Subject withdrawal from trial 6 ( 1.5) 7 ( 1.7) 13 ( 1.6)  
  Pregnancy 0 0 0
  Other 18 ( 4.4) 15 ( 3.7) 33 ( 4.0)  
Not exposed

  Violation of inclusion and/or exclusion criteria 0 1 ( 0.2) 1 ( 0.1)  
  Other 1 ( 0.2) 0 1 ( 0.1)   
Withdrawal from trial 12 ( 2.9) 23 ( 5.6) 35 ( 4.3)  
——————————————————————————————————————————————————————————————————————————————————————————————————
[1]: subjects who completed treatment with trial product according to the end-of-trial form;
[2]: simultaneous participation in any other clinical trial receiving an investigational medicinal
product; [3]: subjects who attended the final scheduled visit; 'Rescue medication': use of new    
anti-diabetic medication as add-on to trial product and used for more than 21 days with the
initiation at or after randomisation and before last day on trial product, and/or intensification 
of anti-diabetic medication (a more than 20% increase in dose relative to baseline) for more than    
21 days with the intensification at or after randomisation and before last day on trial product;     
N:number of subjects; %: proportion of randomised subjects except for screening failures where it   
is proportion of screened subjects.
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——————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema 14 mg  Empa 25 mg Total
N   (%)          N   (%)          N   (%)

——————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects 411 410 821   
Sex
  N 411 ( 100) 410 ( 100) 821 ( 100)
  Female 205 (49.9) 201 (49.0) 406 (49.5)



 
 

  
 

  Male                                        206 (50.1)       209 (51.0)       415 (50.5

Age group (years)                                                                                   
  N                                           411 ( 100)       410 ( 100)       821 ( 100)          
  18 <= to < 65                               306 (74.5)       300 (73.2)       606 (73.8)          
  65 <= to < 75                                92 (22.4)        98 (23.9)       190 (23.1)          
  75 <= to < 85                                13 ( 3.2)        12 ( 2.9)        25 ( 3.0)          
  85 <=                                         0                0                0                  

Race                                                                                                
  N                                           411 ( 100)       410 ( 100)       821 ( 100)          
  White                                       355 (86.4)       353 (86.1)       708 (86.2)          
  Black or African American                    26 ( 6.3)        33 ( 8.0)        59 ( 7.2)          
  Asian                                        28 ( 6.8)        21 ( 5.1)        49 ( 6.0)          
  American Indian or Alaska Native              0                0                0                 
  Native Hawaiian or other Pacific Islander     0                0                0                 
  Other                                         2 ( 0.5)         3 ( 0.7)         5 ( 0.6)          

Renal function, eGFR (mL/min/1.73 m^2)                                                              
  N                                           411 ( 100)       410 ( 100)       821 ( 100)          
  Normal                  (90 <=        )     278 (67.6)       268 (65.4)       546 (66.5)          
  Mild RI                 (60 <= to < 90)     130 (31.6)       138 (33.7)       268 (32.6)          
  Moderate RI             (30 <= to < 60)       3 ( 0.7)         4 ( 1.0)         7 ( 0.9)          
  Severe RI               (15 <= to < 30)       0                0                0                 
  End-stage renal disease (         < 15)       0                0                0              
——————————————————————————————————————————————————————————————————————————————————————————————————
                                    Oral sema 14 mg     Empa 25 mg          Total
                                    Mean (SD)           Mean (SD)           Mean (SD)       
——————————————————————————————————————————————————————————————————————————————————————————————————
Age, years                          57 (10)             58 (10)             58 (10)                
HbA1c, %                            8.1 (0.9)           8.1 (0.9)           8.1 (0.9)              
HbA1c, mmol/mol                     65 (10)             65 (10)             65 (10)                
Fasting plasma glucose, mmol/L      9.52 (2.32)         9.66 (2.51)         9.59 (2.42)          
Fasting plasma glucose, mg/dL       171.5 (41.8)        174.0 (45.2)        172.8 (43.5)           
Duration of diabetes, years         7.2 (5.8)           7.7 (6.3)           7.4 (6.1)              
Body weight, kg                     91.9 (20.5)         91.3 (20.1)         91.6 (20.3)            
Body mass index, kg/m2              32.9 (6.3)          32.8 (5.9)          32.8 (6.1)             
Waist circumference, cm             108.6 (14.3)        108.5 (16.7)        108.6 (15.5)           
——————————————————————————————————————————————————————————————————————————————————————————————————
Abbreviations: N: number of subjects, %: proportion of subjects, SD: standard deviation, BMI: Body 
Mass Index, eGFR: estimated glomerular filtration rate, ESRD: end-stage renal disease, FPG: fasting 
plasma glucose, RI: renal impairment, sema: semaglutide.
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———————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema 14 mg Empa 25 mg
———————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects                                    411 410

HbA1c (%) – primary endpoint
Baseline (mean, (SD)) [1] 8.1 (0.9) 8.1 (0.9)

Treatment policy estimand [2]
Change at week 26 (%-points) -1.3 -0.9

  Estimated treatment difference (%-points [95% CI])   0.4 [ 0.6; 0.3], p-value: <0.0001

Hypothetical estimand [2]
Change at week 26 (%-points) -1.4 -0.9

  Estimated treatment difference (%-points [95% CI])   0.5 [ 0.7; 0.4], p-value: <0.0001

Treatment policy estimand [2]
Change at week 52 (%-points) -1.3 -0.9

  Estimated treatment difference (%-points [95% CI])   0.4 [ 0.5; 0.3], p-value: <0.0001

Hypothetical estimand [2]
Change at week 52 (%-points) -1.3 -0.8

  Estimated treatment difference (%-points [95% CI])   0.5 [ 0.7; 0.4], p-value: <0.0001

Other secondary endpoints – treatment policy estimand – week 52
Subjects (%) achieving HbA1c <7% [1] 66.1                     43.2    
Estimated odds ratio [95% CI] [2] 2.71 [1.99; 3.69], p-value: <0.0001

Subjects (%) achieving HbA1c =<6.5% [1] 47.4 21.7



 
 

  
 

Estimated odds ratio [95% CI] [2]                     3.36 [2.43; 4.66], p-value: <0.0001
                       
Subjects (%) achieving HbA1c <7.0% without                                                         
  hypoglycaemia [3] and without body weight gain [1]   55.7                     39.0
Estimated odds ratio [95% CI] [2]                     2.03 [1.50; 2.74], p-value: <0.0001

Subjects (%) achieving HbA1c reduction >=1%-point                                                  
  and weight loss >=3% [1]                             42.7                     26.4    
Estimated odds ratio [95% CI] [2]                     2.10 [1.54; 2.87], p-value: <0.0001

                                                                                                   
Fasting plasma glucose (mmol/L)                                                                    
Baseline (mean, SD)) [1]                               9.52 (2.4)               9.66 (2.2)          
Change at week 52 (mmol/L) [2]                        -2.01                    -2.09              

  Estimated treatment difference (mmol/L [95% CI])      0.08 [-0.20; -0.36], p-value: 0.5759 
                                                                                                   
SMPG – mean 7-point profile (mmol/L)                                   
Baseline (mean (SD)) [1]                              10.2 (2.4)               10.2 (2.2)
Change at week 52 (mmol/L) [2]                        -2.3                     -2.0   

  Estimated treatment difference (mmol/L [95% CI]      -0.3 [-0.5; -0.0], p-value: 0.0328

SMPG - mean postprandial increment over all meals
Baseline (mean (SD)) [1]                               1.9 (1.7)                2.1 (1.8)
Change at week 52 (mmol/L) [2]                        -0.7                     -0.3   

  Estimated treatment difference (mmol/L [95% CI])     -0.4 [-0.6; -0.2], p-value: 0.0003 

Fasting C-peptide (nmol/L)                                                                    
Baseline (mean (SD)) [1]                              0.863 (50.0)             0.902 (39.4)         
Ratio to baseline at week 52 (nmol/L) [2]             1.09                     0.94              

  Estimated treatment ratio (nmol/L [95% CI])          1.16 [1.11; 1.22], p-value: <0.0001 

Fasting insulin (pmol/L)                                                                    
Baseline (mean (SD)) [1]                              81 (68.8)                85 (57.6)            
Ratio to baseline at week 52 (pmol/L) [2]             1.03                     0.79              

  Estimated treatment ratio(pmol/L [95% CI])           1.31 [1.21; 1.41], p-value: <0.0001 

Fasting pro-insulin (pmol/L)                                                                    
Baseline (mean (SD)) [1]                              24.1 (100)               26.5 (85.5)           
Ratio to baseline at week 52 (pmol/L) [2]              0.74                     0.71              

  Estimated treatment ratio (pmol/L [95% CI])           1.05 [0.96; 1.14], p-value: 0.3034 

Fasting glucagon (pg/mL)                                                                    
Baseline (mean (SD)) [1]                              94 (30.6)                93 (31.9)            
Ratio to baseline at week 52 (pg/mL) [2]               0.89                     0.95              

  Estimated treatment ratio (pg/mL [95% CI])            0.94 [0.90; 0.97], p-value: 0.0008 

HOMA-IR (insulin resistance) (%)                                                                    
Baseline (mean (SD)) [1]                               4.6 (73.2)               4.9 (64.3)          
Ratio to baseline at week 52 (%) [2]                   0.81                     0.61             

  Estimated treatment ratio (% [95% CI])                1.32 [1.22; 1.43], p-value: <0.0001 

HOMA-B (beta-cell function) (%)                                                                    
Baseline (mean (SD)) [1]                              40.3 (86.8)              41.8 (76.1)          
Ratio to baseline at week 52 (%) [2]                   1.63                     1.20              

  Estimated treatment ratio (% [95% CI])                1.36 [1.25; 1.49], p-value: <0.0001 
                                                                                                   
Additional anti-diabetic medication – treatment policy estimand                                    
Subjects initiating treatment (N (%)) [1]             52 (12.7%)                   56 (13.7%)       

  Time to initiation (HR, [95% CI]) [2]                 0.85 [0.60; 1.20)], p-value: 0.3552          
                                                                                                   
Rescue medication – hypothetical estimand                                                          
Subjects initiating treatment (N (%))[1]              31 (7.5%)                   44 (10.7%)        

  Time to initiation (HR, [95%CI]) [2]                  0.75 [0.47; 1.19], p-value: 0.2250           
———————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2]: estimated values; [3]: treatment-emergent severe or BG-confirmed 
symptomatic hypoglycaemic episodes; N: number of subjects, %: proportion of subjects, HR: hazard 
ratio.
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———————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema 14 mg Empa 25 mg
———————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects                                    411 410

Body weight (kg) – secondary endpoint
Baseline (mean), SD)) [1] 91.9 (20.5) 91.3 (20.1)

Treatment policy estimand [2]
Change at week 26 (kg) -3.8                     -3.7

  Estimated treatment difference (kg [95% CI]) 0.1 [ 0.7; 0.5], p-value: 0.7593

Hypothetical estimand [2]
Change at week 26 (kg) -4.2                     -3.8

  Estimated treatment difference (kg [95% CI]) 0.4 [ 1.0; 0.1], p-value: 0.6231

Treatment policy estimand [2]
Change at week 52 (kg) -3.8                     -3.6

  Estimated treatment difference (kg [95% CI]) 0.2 [ 0.9; 0.5], p-value: 0.1358

Hypothetical estimand [2]
Change at week 52 (kg) -4.7                     -3.8

  Estimated treatment difference (kg [95% CI]) 0.9 [ 1.6; 0.2], p-value: 0.0114

Other secondary endpoints – treatment policy estimand – week 52
Subjects (%) achieving body weight reduction >=5% [1]  40.4 39.2  
Estimated odds ratio [95% CI] [2] 1.04 [0.78; 1.39], p-value: 0.7801

Subjects (%) achieving body weight reduction >=10% [1] 15.0 7.8  
Estimated odds ratio [95% CI] [2] 2.05 [1.28; 3.28], p-value: 0.0028  

Body weight (% change)



 
 

  
 

Baseline (mean (SD)) [1]                              -0.84 (1.77)             -1.57 (1.72)         
Change at week 52 (%) [2]                             -4.2                     -4.0               

  Estimated treatment difference (kg/m2) [95% CI])     -0.2 [-1.0; 0.6], p-value: 0.6171         
                                                                                                   
Body mass index (kg/m2)                                                                            
Baseline (mean (SD)) [1]                              32.9 (6.3)               32.8 (5.9)           
Change at week 52 (kg/m2) [2]                         -1.4                     -1.3               

  Estimated treatment difference (kg/m2) [95% CI])     -0.1 [-0.3; 0.2], p-value: 0.4894  
                          
Waist circumference (cm)                                                                           
Baseline (mean (SD)) [1]                             108.6 (14.3)             108.5 (16.7)          
Change at week 52 (cm) [2]                            -3.5                     -2.9               

  Estimated treatment difference (cm [95% CI])         -0.6 [-1.4; 0.2], p-value: 0.1488             
———————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2]: estimated values; %: proportion of subjects.
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———————————————————————————————————————————————————————————————————————————————————————————————————
                                                      Oral sema 14 mg          Empa 25 mg          
———————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects                                    411                      410                 
                                                                                                   
Other endpoints – treatment policy estimand
                                                                                                   
Fasting blood lipids – week 52                                                                       
Total cholesterol (mmol/L)                                                                         
Baseline (geom. mean (CV)) [1]                         4.52 (23.5)              4.64 (23.8)         
Ratio to baseline at week 52 [2]                       0.97                     1.02              

  Estimated treatment ratio                             0.95 [0.93; 0.97], p-value: <0.0001          
                                                                                                   
LDL cholesterol (mmol/L)                                                                           
Baseline (geom. mean (CV)) [1]                         2.41 (44.6)              2.52 (36.3)         
Ratio to baseline at week 52 [2]                       0.96                     1.03              

  Estimated treatment ratio                             0.94 [0.90; 0.98], p-value: 0.0015           
                                                                                                   
HDL cholesterol (mmol/L)                                                                           
Baseline (geom. mean (CV)) [1]                         1.14 (22.2)              1.15 (24.1)         
Ratio to baseline at week 52 [2]                       1.01                     1.06              

  Estimated treatment ratio                             0.95 [0.93; 0.97], p-value: <0.0001      

VLDL cholesterol (mmol/L)                                                                           
Baseline (geom. mean (CV)) [1]                         0.79 (48.8)              0.81 (48.6)         
Ratio to baseline at week 52 [2]                       0.90                     0.90              

  Estimated treatment ratio                             0.99 [0.94; 1.05], p-value: 0.8167           
                                                                                                   
Triglycerides (mmol/L)                                                                             
Baseline (geom. mean (CV)) [1]                         1.78 (52.8)              1.83 (52.4)         
Ratio to baseline at week 52 [2]                       0.89                     0.90              

  Estimated treatment ratio                             0.98 [0.93; 1.04], p-value: 0.5379           
                                                                                                   
C-reactive protein (mg/L)                                                                          
Baseline (geom. mean (CV)) [1]                         2.63 (172.4)            2.73 (169.5)         
Ratio to baseline at week 52 [2]                       0.67                    0.91               

  Estimated treatment ratio                             0.74 [0.65; 0.84], p-value: <0.0001          
———————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2]: estimated values; geom: geometric; CV: coefficient of variation
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——————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema 14 mg Empa 25 mg
N   (%)      E    R        N   (%)      E    R

——————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects 410 409
Exposure time (years) - OT 400 420
Observation time (years) - IT 441 439

Overview of adverse events
Total number of events - OT 289 (70.5)  1022  256 283 (69.2)   948  226
Serious adverse events - OT 27 ( 6.6)    41   10 37 ( 9.0)    56   13
Non-serious adverse events - OT 286 (69.8)   981  245 275 (67.2)   892  212
Severe - OT 24 ( 5.9)    34    9 23 ( 5.6)    39    9
Probable related [1] - OT 102 (24.9)   199   50 59 (14.4)    90   21
Fatal - IT 0 1 ( 0.2)     1    0



 

 

Drug withdrawn - OT 44 (10.7)    83   21 18 ( 4.4)    30    7

Safety focus areas [2]
Gastrointestinal disorders - OT 165 (40.2)   339   85 56 (13.7)    90   21
Renal disorders - OT 4 ( 1.0)     4    1 3 ( 0.7)     3    1
Hepatic disorders - OT 9 ( 2.2)    10    3 9 ( 2.2)    11    3
Gallbladder-related disorders - OT 3 ( 0.7)     4    1 7 ( 1.7)     8    2
Pancreatitis - OT 2 ( 0.5)     2    1        1 ( 0.2)     1    0
Cardiovascular disorders - IT 20 ( 4.9)    28    6 31 ( 7.6)    39    9
Neoplasms - IT 24 ( 5.9)    39    9 13 ( 3.2)    18    4
Malignant neoplasms - IT 7 ( 1.7)    10    2 2 ( 0.5)     2    0
Diabetic retinopathy [3] - IT 14 ( 3.4)    14    3 5 ( 1.2)     5    1
Lactic acidosis - OT 1 ( 0.2)     1    0 1 ( 0.2)    1    0
Immunogenicity - OT 10 ( 2.4)    11    3 15 ( 3.7)    18    4
Rare events - IT 8 ( 2.0)    10    2 12 ( 2.9)    13    3
Overdose - OT 2 ( 0.5)     2    1 3 ( 0.7)     3    1
Medication errors - OT 2 ( 0.5)     2    1 3 ( 0.7)     3    1
Abuse and misuse – OT 0 0
Susp. trans. of infectious agent – OT 0 0

——————————————————————————————————————————————————————————————————————————————————————————————————
[1]: related as judged by the investigator; [2]: based on pre-defined MedDRA searches among
investigator reported adverse events; [3]: diabetic retinopathy and related complications
N: number of subjects with at least one event; %: proportion of subjects with at least one event; 
E: number of events; R: events per 100 years of observation (in-trial) or exposure (on-treatment);
OT: on-treatment (= treatment emergent); IT: in-trial; Susp. trans.: suspected transmission.    

14 mg 25 mg
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7
——————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema 14 mg Empa 25 mg
N    (%)    E    R         N    (%)    E    R

——————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects 410   409
Exposure time (years) 400 420

Severe or BG-confirmed symptomatic [1] 7 ( 1.7)   10    3         8 ( 2.0)    9    2
Estimated odds ratio [2] 0.87 [0.34; 2.26], p-value: 0.7764  

ADA classification [1] 45 (11.0)  115   29 39 ( 9.5)   91   22
  Severe                                    1 ( 0.2)    1    0 1 ( 0.2)    1    0
——————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2]: estimated values; BG-confirmed: hypoglycaemic episode with a plasma    
glucose value < 3.1 mmol/L (56 mg/dL); N: number of subjects with at least one episode;
%: proportion of subjects with at least one episode; E: number of episodes; R: episodes per
100 years of exposure; ADA: American Diabetes Association.
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——————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema 14 mg             Empa 25 mg
——————————————————————————————————————————————————————————————————————————————————————————————————
Amylase (U/L) – OT
Baseline (geometric mean (CV)) [1]    52 (43.9) 51 (42.2)
Ratio to baseline at week 52 [2] 1.13 1.11

  Estimated treatment ratio 1.02 [0.98; 1.06], p-value: 0.3563 



 
 

  
 

                                                                                                  
Lipase (U/L) – OT                                                                                 
Baseline (geometric mean (CV)) [1]    33 (67.6)                   34 (55.9)                      
Ratio to baseline at week 52 [2]       1.27                        1.08                          

  Estimated treatment ratio             1.17 [1.09; 1.26], p-value: <0.0001
——————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2) estimated values; Ratios to baseline were analysed using a mixed model  
for repeated measurements model with treatment and region as categorical fixed effects and baseline
value as covariate, all nested within visit, and an unstructured residual covariance matrix. The   
ratio to baseline and the corresponding baseline value were log-transformed prior to analysis.     
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——————————————————————————————————————————————————————————————————————————————————————————————————
                                     Oral sema 14 mg             Empa 25 mg                      
——————————————————————————————————————————————————————————————————————————————————————————————————
Systolic blood pressure (mmHg) – OT                                                               
Baseline (Mean (SD)) [1]             132 (15)                    132 (15)                        
Change at week 52 [2]                 -5                          -4                             

  Estimated treatment difference       -1 [-2; 1], p value: 0.5731
                                                                                                  
Diastolic blood pressure (mmHg) – OT                                                              
Baseline (Mean (SD)) [1]              81 ( 9)                     80 ( 9)                        
Change at week 52 [2]                 -2                          -3                             

  Estimated treatment difference        0 [-1; 2], p-value: 0.5284
                                                                                                  
Pulse rate (beats/min) – OT                                                                       
Baseline (Mean (SD)) [1]              72 (10)                     74 (10)                        
Change at week 52 [2]                  0                          -2                             

  Estimated treatment difference        2 [ 1; 3], p-value: 0.0004
——————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2) estimated values; Changes from baseline were analysed using a mixed     
model for repeated measurements model with treatment and region as categorical fixed effects and  
baseline value as covariate, all nested within visit, and an unstructured residual covariance     
matrix.                                                                                           
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1
———————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema flex   Sita 100 mg    Total
N (%) N (%) N (%)

———————————————————————————————————————————————————————————————————————————————————————————————————
Screened 804
  Screening failures 300 (37.3)  
Randomised 253 251 504
  Exposed 253 ( 100)       250 (99.6)     503 (99.8)  
Analysis sets
  Full analysis set 253 ( 100) 251 ( 100)     504 ( 100)  
  Safety analysis set   253 ( 100) 250 (99.6)     503 (99.8)  
Treatment completers [1] 211 (83.4) 228 (90.8)     439 (87.1)  
  Without rescue medication 203 (80.2) 190 (75.7)     393 (78.0)  
  With rescue medication 8 ( 3.2) 38 (15.1) 46 ( 9.1)  
Premature trial product discontinuation – primary 42 (16.6) 23 ( 9.2) 65 (12.9)  
reason
Exposed

  Adverse event(s) 22 ( 8.7) 10 ( 4.0) 32 ( 6.3)  
  Violation of inclusion and/or exclusion criteria 5 ( 2.0) 1 ( 0.4) 6 ( 1.2)  
  Intention of becoming pregnant 0 0 0
  Participation in another clinical trial [2] 0 0 0
  Calcitonin value >=100 ng/L 0 0 0
  Subject withdrawal from trial 3 ( 1.2) 1 ( 0.4) 4 ( 0.8)  
  Pregnancy 0 1 ( 0.4) 1 ( 0.2)  
  Other 12 ( 4.7) 9 ( 3.6) 21 ( 4.2)  
Not exposed

  Violation of inclusion and/or exclusion criteria 0 1 ( 0.4) 1 ( 0.2)  
Trial completers [3] 241 (95.3)       244 (97.2)     485 (96.2)  
  Completed treatment 211 (83.4) 227 (90.4)     438 (86.9)  
  Discontinued trial product 30 (11.9) 17 ( 6.8) 47 ( 9.3)  
Withdrawal from trial – primary reason 12 ( 4.7) 7 ( 2.8) 19 ( 3.8)  
  Lost to follow-up 7 ( 2.8) 4 ( 1.6) 11 ( 2.2)  
  Withdrawal by subject 5 ( 2.0) 1 ( 0.4) 6 ( 1.2)  
  Other 0 2 ( 0.8) 2 ( 0.4)  
    Died 0 2 ( 0.8) 2 ( 0.4)  
———————————————————————————————————————————————————————————————————————————————————————————————————
'[1]': subjects who completed treatment with trial product according to the end-of-trial form; 
'[2]': simultaneous participation in any other clinical trial receiving an investigational 
medicinal product; '[3]': subjects who attended the final scheduled visit; 'primary reason': 
according to the 
end-of-trial form; 'Rescue medication': use of new anti-diabetic medication as add-on to trial 
product and used for more than 21 days with the initiation at or after randomisation and before 
last day on trial product, and/or intensification of anti-diabetic medication (a more than 20% 
increase in dose relative to baseline) for more than 21 days with the intensification at or after 
randomisation and before last day on trial product; 
N: number of subjects; %: proportion of randomised subjects except for screening failures where it 
is proportion of screened subjects.  
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2 FAS
———————————————————————————————————————————————————————————————————————————————————————————————————
                                               Oral sema flex  Sita 100 mg     Total                
                                               N   (%)         N   (%)         N   (%)              
———————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects                             253             251             504                  
                                                                                                    
Sex                                                                                                 
  Female                                       108 (42.7)      111 (44.2)      219 (43.5)           
  Male                                         145 (57.3)      140 (55.8)      285 (56.5)           
Age group (years)                                                                                   
  18 <= to < 65                                187 (73.9)      180 (71.7)      367 (72.8)           
  65 <= to < 75                                 61 (24.1)       58 (23.1)      119 (23.6)           
  75 <= to < 85                                  5 ( 2.0)       12 ( 4.8)       17 ( 3.4)           
  85 <=                                          0               1 ( 0.4)        1 ( 0.2)           
Race                                                                                                
  White                                        195 (77.1)      186 (74.1)      381 (75.6)           
  Black or African American                     22 ( 8.7)       25 (10.0)       47 ( 9.3)           
  Asian                                         34 (13.4)       38 (15.1)       72 (14.3)           
  American Indian or Alaska Native               0               0               0                  
  Native Hawaiian or other Pacific Islander      0               0               0                  
  Other                                          2 ( 0.8)        2 ( 0.8)        4 ( 0.8)           
———————————————————————————————————————————————————————————————————————————————————————————————————
                                               Oral sema flex  Sita 100 mg     Total                
                                               Mean  (SD)      Mean  (SD)      Mean  (SD)
———————————————————————————————————————————————————————————————————————————————————————————————————
Age, years                                      57  (10  )    58  (10  )    57 (10  )         
Body weight, kg                                 88.9 (19.6)     88.4 (20.1)     88.6 (19.8)         
BMI, kg/m^2                                     31.5 ( 6.5)    31.5 ( 6.1)    31.5 ( 6.3)         
Waist circumference, cm                        106   (15  )    106   (15  )   106  (15  )         
eGFR, mL/min/1.73 m^2                           97.0 (14.4)     95.3 (15.6)     96.2 (15.0)         
HbA1c, %                                         8.3 ( 0.6)      8.3 ( 0.6)      8.3 ( 0.6)         
HbA1c, mmol/mol                                 67.0 ( 6.3)     67.2 ( 6.5)     67.1 ( 6.4)         
FPG, mmol/L                                      9.8 ( 2.4)      9.8 ( 2.6)      9.8 ( 2.5)         
FPG, mg/dL                                     177.3 (42.4)    176.0 (46.1)    176.7 (44.3)         
Diabetes, duration, years                        8.6 ( 6.3)      9.0 ( 6.2)      8.8 ( 6.2)         
———————————————————————————————————————————————————————————————————————————————————————————————————
Abbreviations: N: number of subject; %: proportion of subjects; SD: standard deviation; 
BMI: Body Mass Index; eGFR: estimated glomerular filtration rate; FPG: fasting plasma glucose;
oral sema flex: oral semaglutide flexible dosing; sita: sitagliptin.
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3 FAS
———————————————————————————————————————————————————————————————————————————————————————————————————

   Oral sema flex Sita 100 mg
———————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects                                    253 251

HbA1c <7% (ADA treatment target) at week 52 – primary endpoint

Treatment policy estimand 
Subjects (%) achieving HbA1c <7% [1] 58.3                     25.2
Estimated odds ratio [95% CI] [2] 4.40 [2.89; 6.70], p-value: <0.0001

Hypothetical estimand 
Subjects (%) achieving HbA1c <7% [1] 62.8                     28.3
Estimated odds ratio [95% CI] [2] 5.54 [3.54; 8.68], p-value: <0.0001     

Other secondary endpoints – treatment policy estimand – week 52

Subjects (%) achieving HbA1c =<6.5% [1] 33.0                     12.2
Estimated odds ratio [95% CI] [2] 3.82 [2.32; 6.28], p-value: <0.0001

Subjects (%) achieving HbA1c <7.0% without
  hypoglycaemia [3] and without body weight gain [1]   45.2                     14.7
Estimated odds ratio [95% CI] [2] 5.12 [3.21; 8.18], p-value: <0.0001

Subjects (%) achieving HbA1c reduction >=1%-point
  and weight loss >=3% [1] 34.8                     10.5
Estimated odds ratio [95% CI] [2]   4.70 [2.82; 7.84], p-value: <0.0001

HbA1c (%)
Baseline (mean, (SD)) [1] 8.3 (0.6) 8.3 (0.6)
Change at week 52 (%-points) [2] -1.3 -0.8

  Estimated treatment difference (%-points [95% CI])   -0.5 [-0.7; -0.4], p-value: <0.0001

Fasting plasma glucose (mmol/L)
Baseline (mean, (SD)) [1] 9.84 (2.35) 9.77 (2.56)
Change at week 52 (mmol/L) [2]    -2.22 -1.44

  Estimated treatment difference (mmol/L [95% CI])    -0.78 [-1.20; -0.37], p-value: 0.0002

Additional anti-diabetic medication – treatment policy estimand
Subjects initiating treatment (N (%)) [1] 22 (8.7%)                47 (18.7%)    

  Time to initiation (HR, [95% CI]) [2] 0.58 [0.37; 0.91)], p-value: 0.0175

Rescue medication – hypothetical estimand
Subjects initiating treatment (N (%))[1]               8 (3.2%)                 40 (15.9%) 

  Time to initiation (HR, [95%CI]) [2]                  0.18 [0.09; 0.39], p-value: <0.0001
———————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2]: estimated values; [3]: treatment-emergent severe or BG-confirmed 
symptomatic hypoglycaemic episodes; N: number of subjects, %: proportion of subjects, HR: hazard 
ratio.
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4 FAS
———————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema flex Sita 100 mg
———————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects                                    253 251

Body weight (kg) – confirmatory secondary endpoint
Baseline (mean, (SD)) [1] 88.9 (19.6) 88.4 (20.1)

Treatment policy estimand [2]
Change at week 52 (kg) -2.6                     -0.7

  Estimated treatment difference (kg, [95% CI]) 1.9 [ 2.6; 1.2], p-value: <0.0001

Hypothetical estimand [2]
Change at week 52 (kg) -2.9                    -0.8

  Estimated treatment difference (kg, [95% CI]) 2.2 [ 2.9; 1.5], p-value: <0.0001

Other secondary endpoints – treatment policy estimand – week 52

Subjects (%) achieving body weight reduction >=5% [1]  27.0 12.1
Estimated odds ratio [95% CI] [2] 2.71 [1.65; 4.45], p-value: <0.0001

Subjects (%) achieving body weight reduction >=10% [1] 6.4 2.1
Estimated odds ratio [95% CI] [2] 3.63 [1.28; 10.31], p-value: 0.0156

Body weight (% change)
  Change at week 52 (%) [2] -2.9 -0.7
  Estimated treatment difference (kg/m2), [95% CI])    -2.1 [-2.9; -1.4], p-value: <0.0001

Body mass index (kg/m2)
Baseline (mean (SD)) [1] 31.5 (6.5) 31.5 (6.1)
Change at week 52 (kg/m2) [2] -0.9 -0.3

  Estimated treatment difference (kg/m2), [95% CI])    -0.7 [-0.9; -0.4], p-value: <0.0001

Waist circumference (cm)
Baseline (mean, (SD)) [1]                            105.8 (14.6)             105.9 (14.6)
Change at week 52 (cm) [2]                            -2.4                     -0.7

  Estimated treatment difference (cm, [95% CI])        -1.7 [-2.6; -0.8], p-value: 0.0003
———————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2]: estimated values; %: proportion of subjects.
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———————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema flex Sita 100 mg     
———————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects                                    253 251

Other endpoints – treatment policy estimand

Fasting blood lipids – week 52
Total cholesterol (mmol/L)
Baseline (geom. mean, (CV)) [1] 4.50 (24.6) 4.40 (23.5)    
Ratio to baseline at week 52 [2] 0.96 1.00

  Estimated treatment ratio 0.96 [0.93; 0.99], p-value: 0.0111

LDL cholesterol (mmol/L)
Baseline (geom. mean, (CV)) [1] 2.43 (40.2) 2.36 (39.8)     
Ratio to baseline at week 52 [2] 0.97 1.03

  Estimated treatment ratio 0.94 [0.89; 0.99], p-value: 0.0259

Triglycerides (mmol/L)
Baseline (geom. mean, (CV)) [1] 1.73 (52.8) 1.78 (50.8)
Ratio to baseline at week 52 [2] 0.89 0.91

  Estimated treatment ratio 0.97 [0.91; 1.04], p-value: 0.4301

HDL cholesterol (mmol/L)
Baseline (geom. mean, (CV)) [1] 1.13 (24.2) 1.10 (23.3)
Ratio to baseline at week 52 [2] 1.00 1.01

  Estimated treatment ratio 0.99 [0.97; 1.02], p-value: 0.6181
———————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2]: estimated values; geom: geometric
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6 SAS
——————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema flex Sita 100 mg
N   (%)     E    R        N   (%)      E    R

——————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects 253 250
Exposure time (years) - OT     238 247
Observation time (years) - IT 259 257

Overview of adverse events
Total number of events - OT 197 (77.9)   768  323 172 (68.8)   519  210   
Serious adverse events - OT 24 ( 9.5)    28   12 24 ( 9.6)    30   12
Non-serious adverse events - OT 194 (76.7)   740  311      168 (67.2)   489  198  
Severe - OT 16 ( 6.3)    31   13 18 ( 7.2)    20    8    
Probable related [1] - OT 66 (26.1)   151   63 7 ( 2.8)     9    4
Fatal - IT 0 2 ( 0.8)     2    1
Drug withdrawn - OT 22 ( 8.7)    35   15   8 ( 3.2)    13   

Safety focus areas [2]
Gastrointestinal disorders - OT 111 (43.9)   246  103 45 (18.0)    77   31    
Renal disorders - OT 1 ( 0.4)     1    0        1 ( 0.4)     1    0
Hepatic disorders - OT 12 ( 4.7)    13    5        6 ( 2.4)     6    2   
Gallbladder-related disorders - OT 4 ( 1.6)     5    2 1 ( 0.4)     1    0
Pancreatitis - OT 0 0
Cardiovascular disorders - IT 10 ( 4.0)    13    5       14 ( 5.6)    17    7 
Hypovolemia - OT 0 1 ( 0.4)     1    0
Neoplasms - IT 19 ( 7.5)    21    8 8 ( 3.2)     8    3   
Malignant neoplasms - IT 8 ( 3.2)     8    3 2 ( 0.8)     2    1   
Diabetic retinopathy [3] - IT 6 ( 2.4)     7    3 6 ( 2.4)     6    2
Lactic acidosis - OT 0 0
Immunogenicity - OT 12 ( 4.7)    13    5       10 ( 4.0)    10    4
Rare events - IT 3 ( 1.2)     4    2        5 ( 2.0)     7    3
Overdose - OT 0 0
Medication errors - OT 0 0
Abuse and misuse – OT 0 0
Susp. trans. of infectious agent – OT 0 0

——————————————————————————————————————————————————————————————————————————————————————————————————
[1]: related as judged by the investigator; [2]: based on pre-defined MedDRA searches among
investigator reported adverse events; [3]: diabetic retinopathy and related complications
N: number of subjects with at least one event; %: proportion of subjects with at least one event; 
E: number of events; R: events per 100 years of observation (in-trial) or exposure (on-treatment);
OT: on-treatment (= treatment emergent); IT: in-trial; Susp. trans.: suspected transmission.    
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7 on-treatment SAS
——————————————————————————————————————————————————————————————————————————————————————————————————
                                          Oral sema flex             Sita 100 mg                  
                                            N    (%)    E    R         N    (%)    E    R         
——————————————————————————————————————————————————————————————————————————————————————————————————
Number of subjects                        253                        250                          
Exposure time (years)                     238                        247                          
                                                                                                  
Severe or BG-confirmed symptomatic [1]    14 ( 5.5)   34   14        14 ( 5.6)   22    9         
Estimated odds ratio, [95% CI] [2]          1.02 [0.47; 2.18], p-value: 0.9647                   
                                                                                                  
ADA classification [2]                     51 (20.2)  242  102        53 (21.2)  195   79         
  Severe                                    0                          0                          
——————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2]: estimated values; The binary endpoint (if achieving treatment-emergent 
severe or BG-confirmed symptomatic hypoglycaemic episodes) was analysed using a logistic    
regression model with treatment, strata, and region as categorical fixed effects and baseline value 
as covariate. BG-confirmed: hypoglycaemic episode with a plasma glucose value < 3.1 mmol/L 
(56 mg/dL); N: number of subjects with at least one episode; %: proportion of subjects with at 
least one episode; E: number of episodes; R: episodes per 100 years of exposure; ADA: American 
Diabetes Association; CI: confidence interval; 'p-value': unadjusted two-sided p-value for test of 
no difference from 1.                                                                               

100 mg
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8 SAS
——————————————————————————————————————————————————————————————————————————————————————————————————
                                      Oral sema flex              Sita 100 mg                      
——————————————————————————————————————————————————————————————————————————————————————————————————
Amylase (U/L) – OT                                                                               
Baseline (geometric mean (CV)) [1]   54 (46.6)                   55 (43.8)                         
Ratio to baseline at week 52 [2]      1.13                       1.08                          

  Estimated treatment ratio            1.04 [0.99; 1.09], p-value: 0.1015 
                                                                                                  
Lipase (U/L) – OT                                                                               
Baseline (geometric mean (CV)) [1]   35 (69.5)                   35 (64.4)                      
Ratio to baseline at week 52 [2]      1.21                       1.13                          

  Estimated treatment ratio            1.07 [0.98; 1.17], p-value: 0.1283
——————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2) estimated values; Ratios to baseline were analysed using a mixed model 
for repeated measurements model with treatment, strata and region as categorical fixed effects and 
baseline value as covariate, all nested within visit, and an unstructured residual covariance 
matrix. The ratio to baseline and the corresponding baseline value were log-transformed prior to 
analysis.

100 mg
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9 SAS
——————————————————————————————————————————————————————————————————————————————————————————————————

Oral sema flex             Sita 100 mg
——————————————————————————————————————————————————————————————————————————————————————————————————
Systolic blood pressure (mmHg) – OT
Baseline (Mean (SD)) [1]             132 (15)                    133 (17)
Change at week 52 [2]                 -4                          -2

  Estimated treatment difference       -2 [-5; 0], p value: 0.0598

Diastolic blood pressure (mmHg) – OT
Baseline (Mean (SD)) [1] 80 ( 9) 81 (10)
Change at week 52 [2] -1 -1

  Estimated treatment difference   -0 [-2; 1], p-value: 0.7563

Pulse rate (beats/min) – OT
Baseline (Mean (SD)) [1] 74 (10) 77 (11)
Change at week 52 [2] 2 1

  Estimated treatment difference 1 [-0; 3], p-value: 0.1312
——————————————————————————————————————————————————————————————————————————————————————————————————
[1]: observed values; [2) estimated values; Changes from baseline were analysed using a mixed     
model for repeated measurements model with treatment, strata and region as categorical fixed 
effects and baseline value as covariate, all nested within visit, and an unstructured residual 
covariance     
matrix.
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