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AACE : American Association of Clinical Endocrinologists (K& [ fifi /R PN /3 WA 2S)
ADA : American Diabetes Association (CK[EME R F2
AE : adverse event (HEF4)
ANCOVA : analysis of covariance (F:/3HK#T)
BG : blood glucose (I AEA)
BMI © body mass index AR EFE : hE(ke), & E(m)?)
BP : blood pressure (IfiL/T:)
CI : confidence interval ({5#EX i)
CRP . C-reactive protein (C-FUtMES > 737)
CTR : clinical trial report (JRERRFGHEE)
CVv : Cardiovascular (0AfL%E)
CVOT : cardiovascular outcomes trial COMILE 7 7~ 7 L5KER)
DPP-4 . dipeptidyl peptidase 4 (T F VN TF X —E 4)
DTSQ : diabetes treatment satisfaction questionnaire CH¥ R 973 115 &% A2 & /& ] 22)
EASD : European Association for the Study of Diabetes (R FR I 72
eGFR . estimated glomerular filtration rate ($£5 R ER (RIS 163 1)
EMA :  European Medicines Agency (B [ 3K 5)T)
ETD :  estimated treatment difference (75D HEEMHE)
EU : European Union (BRM HE 5
Exe ER : exenatide extended release (FffitE—*xt&FF )
FAS . full analysis set (Fz K DOREHT*FG4E])
FDA : Food and Drug Administration (CK[E £ dn =3 R)
FFA : free fatty acids GEEBfERE L)
FPG . fasting plasma glucose (%2 & ¥ I bEfE)
GI . gastrointestinal (F %)
GIP g]is)tric inhibitory peptide (7' /L — A {EK{FMEA L A Y A3 AIRKA U~ 75
GLP-1 . glucagon-like peptide-1 (7 V71 T kR~ TF R-1)
HbAlc : glycosylated haemoglobin (7' U a~E2/ 1t )
HDL . high-density lipoprotein (%Y AR & 2 /37)
HOMA-B :  homeostatic model assessment of B-cell function
HOMA-IR . homeostatic model assessment of insulin resistance
ICH internationa.l conference on harmonisation of technical r:equirementsAfor registration of
pharmaceuticals for human use (H 2K EU [ 38 5t B 5 Fn [E R 23 58)
IGlar :  insulin glargine (A > AU > 7T )LF )
Japan diabetes clinical data management study group (MERIFT — X~ R A b
JDDM
F7Es)
JDS : Japan Diabetes Society (HAHEIRIFFZ)
JP : Japan (HA)

LDL . low-density lipoprotein (fX& Y AR & L /37)
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major adverse cardiovascular event (FZE/2.0 M A X2 )
missing-at-random

Markov Chain Monte Carlo (~ /L2 7 #§{E T h/L 1)
modification of diet in renal disease

mixed model for repeated measurements (8 ¥ i LI EIZxH S 2IRAET V)
New York Heart Association (= =— = — 7 DMilH%)

oral antidiabetic drug (% 1 ## /R P 3E)

once-daily (1 H 1 [H])

once-weekly (G 1 [a])
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Pharmaceuticals and Medical Devices Agency (JSZATEE A 3E 5L =R AR O
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standard deviation (FE¥E(R£)
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Sitagliptin (3% 7'J 7 F )
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type 2 diabetes mellitus (2 4 /R Jp5)

thiazolidinedione (7 >V 22 3K)

United States (CK[E])

very-low-density lipoprotein (K U R & > /3 7)
a-glucosidase inhibitor (a-7" /L 23 % —EHEIK)
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FOEME L & bic, DREROMATOERD ) R HER L 2o TWDY, 2 BRI EREICB
DMIET T N AOUGER, M, JBE A MFEE A G tke 72 ) A7 BRICHHLT 5 Z &2k
THERESNDHE,

K

12

TNATUOBRTF K (GLP-1)
TNT) T ERTF R-1 (GLP-1) 1%, /MO LN NG INHA 7 VT URALESTHY .
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BEIN S5 A9% 2016 4EICAR SN2 T — & TIREERRBRICH O T 3ER OB GIC L > TLE T v
N LADOWENB SN, UEDZ L2vh, GLP-1 ZAMIE#IHE 2 T GLP-1 AR ATELT 5
TR LmEY AT PR T T HAREMENH D Z LRI,

mf1&UGm1§@¢¢@£i2ﬂ% WRROER O S EIREDO X —Fy e LTWb, i

iZmpE=a o b e — VR OMREBD DN E END R, LIIE Y A IR T OIREY —5 v R &7 b AHeE
WD, BN GLP-1 IR (FRIRNE 5% 1.5 0K0) oo OBRIEE LTEE L

WEIEE 272\, GLP-1 BFF IR EOWIERE ) & Hr IO R S H 5 720121, S BhgE Kk O )+
MIVEF ORGP EN LB L 72 5,

R CHH STV DRt 2 A9 5 GLP-1 X IRMEEHE OB E LT, /&R JvT7 4 27405 1 H
1 FRZTHERGHELTHBLEY Z7VvF Kb b, VI 70T RIZENAT 2 BUERIFETGER M OMRE
BH (ENARER) ODOIEA L U TR S, Victoza (B2 b —H) KT Saxenda D4 CTliie
STV 5

T IILFF
B~ IANF RiE. SR T 4 A7 K BT ORMAR GLP-1 ZFRFEE TH D, T OMIE
iU?ﬁw%F:*ULTv%ﬁ T VT FITEREEZ L RS adictkBanizd o
1 EHREICE LTV, B 7 0F FOFRHIIER X, £I2 26 (Lo U ¥ UITHEG Lo RN
@&“EHEEOMK%%JE Lo TRESNDIT AT I VHAICE D DO TH D, 0 TNORERBERMIXKRD
ERVTHDEY 1) VT FOANNTF L —F 4 (DPP-4) ICxITHLEMEE S LICH ESEHZH0
RTF REHAN 8 (DT 2 VOB (77 =2 2.7 A VEER) . ROESIFOU 2 0%k
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ZAEORETDHIEDD 34 AMLOY VDT A= ~OER, 2) 26 DV ¥ ERREESFEA L T
WDy FVHE I UL ORICIFET D@ BRI v —, 3) Kk G354 7 2T H ",
INHD D B%RE 2 DOBMNIT VT I UG OHINCT S L, gt~ 7 VT ROo k2 B IE S
. #%%’W7U7?Vx%ﬁTé&éo:m EV e~ 7 F FO¥RMIGHN 1| @R E TERS
. B~ AT REE 1 ER THRGICHELZHDIZLTWVD,

T~ 7T FOWBRKE EOARMEICOWTI KRR R 7 1 7T AT S v, —@Eo 2 BIFER
1R¥R 218 U CHOMUETE L O RIE ORBR DN i S L7z, &~ 27T RO 3a tHERIR %%7m77A
O HEBE, 2 BPERFAER OB B K ORI T & 21 OB IS\ T, BUEER Y 2~3 Al
OOFREEICB T 28~ 7 0vF K (H 1 BIETEE) OFMERONZEEEZTMET 52 & Tholz,
F7-. KEEMLERKNLE (FDA) OHA RI7 A4 AHSNT, DIEA XV R 27 BNEVER A 2
PEIRGEBF Xt & L& 7 v M 2388k (CVOT) 3L, FER0MmE A~ & (MACE)
DELGTZ U RERA Y bEHANWTES AT ROLME Y A7 IZkT 2 EEEFM L, 7k, B
(EU) KUSKE (US) Tk, A CVOT Moo T —HXICESE, (D& R BICxT 2 5% B
BT B OHEIRGNAGE G IRGER T RE R Lz,

27312 ERERBEFE TR 5 L

JO—NIIVEERRAFKET0Y S 4
2@%R%Kﬁ¢é?77w?Fﬁ1@&?&5®7D~N»%%%%7n7?Afi 25 S BR DN 5E
TLTEBY, & 1 HEREHRRO 16 35, 5 2 HAEHRERBRO 138k, 725 ONTH 3a iy (&
AERRRER K ORI 2R ER) © 8 MBS SND, &L, B VT KET 2T LT RE
Lol 9™ 5 5 3b AHERER O 1 3BRAY, 2016 -4 A 18 H (cut-off date) Wi R CHEITH TH o7, B~ LTF
RO 7 a— VBRI 7 0 7 F AO#E 2% 2.7.3.1-1 lIZR7,
B 7T R, 2 BBERFICRT 508 1 B TG ORFITNZ T, o717 77 A28 T,
1 H 1A &G, O RO 2 #ISEICR L THORE ST
o 2 BIBERIFICHK T HE~Z/VF KD 1 B 1 [HEFHEE (NN95S35) : 2 2 M4 FEhE
(KT7ar7Zro7av=r NE, 2BBERBICRHT 28~ 270 Rl 1 BE PG 7Tae 7o 8k
MU NN9535 Th D23, Z D22 35EDOHE T2 7T LA THD, )
o 2HUNMEIRIFIZX T D~ AF RO 1 H 1EREOFKS (NN9924) : 55 3a tHAER & F i
o KEFHICKT LB~ AF RO 1 H I EIETFHEE (NN9536) : 2 2 FHEKER 2 5
o FET V= NAENRIAERFR (NASH) (Zk9 58~ 4F Ko 1 B 1 B F&ES (NN9931) : HEK
AR R S

KEGRME I, FEEE~7 VT N 1 B THREGEO T v Z A (NN95S35) %= <27 K
BRI s h| LR#iTbH, B~ AVF REE T 7T AMIEENIEERRARIL, TnY s VB
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TH D NNI535 LEAD AMTDOFZITTRET D (B : NN9535-3623) , fHERIZT D72, AR
TITERRBRIZ A HTOEA DOF S TXXXX] #HWT IXXXX#Er] LT 5,

4 N\ B e ~N
Phase 1 / Clinical pharmacology trials Phase 2 trial Phase 3a trials
Healthy subjects 1821-Dose finding 3623 vs Placebo (Mono) (SUSTAIN 1)
1820—Firsthuman dose 3626 vs Sita (OADs) (SUSTAIN 2)
3679—Equivalence — product strength oot TTTTT T T ™1 | 3624 vs Exe ER (OADs) (SUSTAIN 3)
3687 - Equivalence/bioavailability I Phase2 trial 1| 3625vs 1Glar (OADs) (SUSTAIN 4)
4010-Bioequivalence — manufacturing process |1 NN9924-3790—oral ODvss.c. OW 1] 3627 vs Placebo (Insulin) (SUSTAIN 5)
3633 —Multiple dose — Caucasian/Japanese : : 4092 vs Sita (Mono), JP (SUSTAIN-Japan
3634 —-PK/PD— Caucasian/Japanese N o o 7 | monotherapy)
8 3789 —Metabolism 4091 vs OAD (OAD), JP (SUSTAIN-Japan OAD
5 9 ||3652-arc combination)
i < Special populations \. J
= fE 3616—Renal impairment 4 N\
8 3651 —Hepatic impairment Phase 3a trial
Drug-drug interaction Long-term outcomestrial
3817 —DDI - metformin and warfarin 3744 vs Placebo, CVOT (SUSTAIN 6)
3818—DDI - atorvastatin and digoxin . J
3819-DDI - oral contraceptives
Pharmacodynamics
3635 —Beta-cell function
3684 —Hypoglycaemia
3685 —Energy intake
\ J L J
. Y ~
2 ) : Phase 1 / Clinical Pharmacology trial I Phase 3b trial
g < | Healthy subjects : 4216 vs Dula (OAD) (SUSTAIN 7)
z ﬁ i NN9535-4215—s.c. ODvs s.c. OW :
\o_/ A 4

Notes: Semaglutide s.c. OW trials (solid dark blue); Supportive data trials comparing different administration routes
and dosing intervals of semaglutide (dashed light blue). Data from the supportive data trials were relevant for the safety
evaluation in Module 2.7.4, but not for the efficacy evaluation in this document. For the phase 3a trials, background
antidiabetic treatments are indicated in parentheses.

Trials including Japanese subjects are highlighted in grey.

Abbreviations: CVOT: cardiovascular outcomes trial; DDI: drug-drug interaction; Dula: dulaglutide; Exe ER:
exenatide extended release; IGlar: insulin glargine; JP: Japanese; Mono: monotherapy; OADs: oral antidiabetics; OD:
once-daily; OW: once-weekly; PD: pharmacodynamic; PK: pharmacokinetic; s.c.: subcutaneous; Sita: sitagliptin.

2.7.3.1-1 JO—NIIVERRAKE TOY S LICEFN SERKRRBROBIER

BRIZE T RHEBERT—2/\vr—>

7a—VRIRBRFE 7 0 7T Kb BARANEERE 25T 2 DORRIEHEER (3633 35 & O 3634
HBR) | IERAARANMERE RIS L Lz 1 D0 QT/QTc ik (3652 #Br) . AAAWRE 2 &1 3 DD
[ERR A FARFERT R (3623 3ABR. 3626 ABR M (N 3627 ikBR) . HARABRE 255 L Lz 2 >4t
B (4091 FRBR L O 4092 FRER) MOGERARABEEBRE ZXRE L 1| DOLMET U A LRER
(CVOT) (3744 #BR) 23, HARTOFEKNABHFE OO OFHHEE L LT, BIKT—# v/
—VICED bl (¥2.73.122H1)
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Semaglutide clinical trials
Clinical pharmacology trials Dose-finding trial Therapeutic efficacy and safety trials
Evaluation data Evaluation data Evaluation data
3633,3634, 3652 None 3623 (SUSTAIN 1),
Reference data Reference data 3626 (SUSTAIN 2),
1820, 3616, 3635, 3651, 3679, 3684, 1821 3627 (SUSTAIN 5),
3685, 3687, 3789, 3817, 3818, 3819, 4092 (SUSTAIN-Japan monotherapy),
4010 4091 (SUSTAIN-Japan OAD combination),
3744 (SUSTAIN 6)
Reference data
3624 (SUSTAIN 3),
3625 (SUSTAIN 4),
Trials including Japanese subjects are presented with bold and grey highlighted.
Abbreviations: OADs: oral antidiabetics
27312 EBET—2/\vr—JIt8FhEERR GHEANRUSERS)
HARNIZKT 28~ 7 VT ROFMEL LM (Z E B FRRFERI B T 5 3623 FER,

3&6ﬁ%&0&&7ﬁﬁ\@%U;!W§é¢ﬁ%?%é4w2ﬁ%&04wlﬁ% THS XM L=,
IHRHORBRITVTRG BEAARE 25 A TND, REEBE CIE, 2 BERBEEE LRI~
NF ROffE=a s b — VAR L7c, BAN 2 BBERFEE DS LT 5 D0 3a HRERO A0
T BT,

MEBRIL TR BRI %?é%$%%iﬁ:omf1(u? ERRILFBBRAT A BT A ) H*ROPMSAT
B NE SR L R AR AR (PMDA) & DA EICHS & | 2 B RS 268 & LI MarAgaER
(3623 3kBR, 3626 FER & O 3627 3BR) (X, HKA%%%%aUI@%H%%&LT%mént(ﬁﬁ
I% Module 2.5.1.1 &8) , EBREFEIEBRATA K74 2ht-> T, BANER & 2ENICE T 549K
DL EMEORERO—EMEZFM Lz GEIT 2.73.1.6 228) . < ORFli R 2 AR ICiRR T
Al

AN & G Te5F 3a AHEBRCIE, AV 2 BB RFBEEFICB W T~ VT ROF ML
O ZeMEZaMii L7z, 20D OBR T, BMPERE R OFERIFTERIE L OO RE (FICLLTo 1 Al
EDOUFHEE AR = Lo L THE (SU) . Z V=R, a-Zvar A —ElHEK (o-G) . FT7 VY
VU (TZD) . A MFRAIXTA AV V) EFMEI L7z, TR O MR R 3RO RN 71512 B
THHARTA ] P CUF, BROEREET A R4 ) KO PMDA OBISIZHES X, BA AR
FIZBIT DR ARSI A 2 LD T TR~ ZVF RORMZL RN OF 24 et
L7 GEANZ 2.7.3.1.7 BR) . ZOFE#ERICOWT & AR ISR T 5, 4 3a fHIRBR Cldk~
INTF K&, 77 vRIH 3a 70 7T ARMGRICE S — AN STV BRI &tz L
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7o (¥2.73.1-3) . TRTCOHF 3aflRBRICE N T, B~ZAF Ko 2 HE (0.5 mg XN 1.0 mg) 23&
aani,

HAA 2 BURERIFIRE BN L7z 3 0% 3a RO EEAMIL, MpFa b o — okt 51~
INTF ROMRAETMT 5 2 & Thorz (EBRIEFRRIEDRE (3623 #Br, 3626 AL 3627 &
B) ). AEAREEETIE. “hb 3 R/ — SRR L T 5, BN 2 TR R A R
L LT, B~ I AT ROREMATN L1250 0 2 50 % 3a kB (ENZ2ERE (4092 f O 4091
A ) ZENABRE R 2. ENRBROEEANEFZEMRECH -7 b OO, HEEHIRER & [
BTy A o CEHEIS b, B S,

ARG TN 7 7 — UV, i CENRBROIE TR 5, 71— LB Ofi#
MEFFI, PSR G I O BE PRI OHEFTEE (DFASEO A B ONBIR S 7= s RS S0 Coki) (o8
SNTWD, BlxIE, 3623 KBy (77 BARRHR, HARRE) 13, 3627 B (77 wRxE, 2V
YEOA PAI L OBA) L0 RICERT 5, ENRER 2 RBIC OV T L RO AT, RAIC
4092 FBR, HET 4091 ABRONETRHT 5, % O 3a HHRBRICIS 1T 5 %t RS K 0P E O 2
(42.7.3.1-3 127577,

(4092 (SUSTAIN-Japan ) (" 4091 (SUSTAIN-Japan OAD )
monotherapy) combination)
vs. sitagliptin (DPP-4 inhibitor), JP vs. OAD, JP
\ Monotherapy ) L Add-on to OADs )
( 3623 (SUSTAIN 1) ) ( 3626 (SUSTAIN 2) ) 3627 (SUSTAIN 5)
vs. placebo vs. sitagliptin (DPP-4 inhibitor) vs. placebo
L Monotherapy ) L Add-on to OADs ) Add-on to basal insulin + met

Drug naive patients Add-on to OAD Add-on to basal insulin

Notes: Trial 3626 primarily included subjects (94%) receiving metformin as only background treatment. Trial 4091
included subjects treated with diet/exercise therapy (28.5%) or OAD monotherapy (71.5%; either of SU, glinide, a-GI
or TZD).

2.7.3.1-3 % 3a HARICH T HHBMERUHRAE

AARDER T — & "= — 2%, ZEMFHMEO B TIHERARN 2 BUBERFEE 23R L Lz 3744
ABR (CVOT) ZeHBEEIE L TEDT, ARBR T, 3000 FILLEOLME A X2 R Y 27 B3@EWIE
BASN 2 BUBERFEBE ICB VLT, DIERICKHT 2 EH (104 8H) ZEMEROEIMEEZRHME L2, &
FEEMIE TlZ, 258 L LT, ARBROOEONMEF = > b o — L R OMEEBD OFFEIC >N T
273512, BEKORIBEEZATHWRE BT = Fa—/LiZoWT 2.7.33.2.53 1277,
ARRER DO Z 2O RIT. Module 2.7.4 (Z7RF, 3744 R ORBRT A o L ORBR T IEIZHOWTIX
2.7.3.1.8 [T,

Zofh, 2EEE (¥ 2.73.1-2) ORBRT YA . BRBRGE, AR ORZEMEORRIL. Module
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2.7.6 DAE % OIREREEL K O Module 5 D IEBRATEHREELZBZROZ L,

2.7.31.3 E3aMABROEWEUVIY KR4 >k

% 3a tHRBR TR SN cm v RARA U POl A K 2.7.3.1-1 1ITRT, 7 r—VULBRO 77 1~
—Z 2V RARA 2 ME, HbAle DRX—RA T A Uinb B GETIRFE TOELETHY . Mitlt £V
—Z U RRA LV MIKEOR=ZF A4 UL EGETRRETOLLETH 72, Mt &) —
T RARA > ML, KEBERFESS (ADA) @ HbAlc @ HIEE 7%Ai5 (DS @ [AHHETH D=
DOHKE] THdH D) ZER LIRS OEIS K OKERKRN S WFES (AACE) @ HbAle ® HiZfE
6.5%LL T & 3R LI E OFIG . 70 b ONCEGHETREZ 5%L0 B3 10%2L EORERAD 37 Hiviz
WERE OBIGNE ENT, MOHEHED X —x2r RARA VML, ZofoffE=a ha—L
B RT A —& (B MIBASEE R O o R U ARFIEDIREE ChH D HOMA & 5ie) OR—RAT A b
B TRE COBLRICI A, RERE T A —&  mPigE, mE, C-sHES 737 (CRP) &
CREHRET V7 F LA (PRO) BEENT, C-XTF KRNI NAD I 2ETeA A Y Vo2 BE
THZL RARA L ME, SMNRPEA AV AT D52 RET 72D, A A 20T 5 3627 &
BRICIZE RN o T, PRO ICBIH L= Rl A > b CBERIE IR 2 B2 (DTSQ) X1 SE-36
(23D < TR B R OMEREIRAE) 13, 3623 3BR CIIMit L7z o 72,

ENRBOFEEHIL, HA KT N T2 BRAEBRE IZB T 52~ 7T ROREMEFHN T
HY . AREFHIITEIK B E Lz, BIRBBMIZBW T ERo 7 e — LB & Ak O A 2hiE =
Y RARA L MERE LN, 4092 RERTIXE D D WAEIE= Y AR A FRRE S, ENRER
TI% PRO ORFHIA TR o T,
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* 2.7.3.1-1 E3aRARICETHIEMMET Y FARA b

Global trials Local trials
Endpoint® 3623 | 3626 | 3627° | 4092° | 4091°
Glycaemic control
HbA . x° x° x° X X
HbA,, targets X X X X X
FPG X X X X X
7-point self-measured plasma glucose X X X X X
Fasting insulin X X X
Fasting C-peptide X X X
Fasting proinsulin X X X
Proinsulin/insulin ratio X X X
Fasting glucagon X X X
HOMA-B X X X
HOMA-IR X X X
Body weight-related parameters
Body weight X x° x° X X
Weight loss responses X X X X X
BMI X X X X X
Waist circumference X X X X X
Cardiovascular risk-related parameters
Fasting blood lipids
Blood pressure X
CRP X X X X
Patient-reported outcomes
DTSQ X X
SF-36 X X

Notes: “All endpoints but the HbA, treatment targets and the weight loss responses are change from baseline to end-of-
treatment. "primary endpoint. “primary endpoint is safety related (number of treatment emergent adverse events).
dincluding an endpoint on change from baseline in insulin dose. secondary confirmatory endpoint.

Abbreviations: FPG: fasting plasma glucose; HOMA-B: homeostatic model assessment-f-cell function; HOMA-IR:
homeostatic model assessment-insulin resistance; BMI: body mass index; CRP: C-reactive protein; PROs: patient
reported outcome; DTSQ: diabetes treatment satisfaction questionnaire; SF-36: short form (36) health survey.

27314 % 3amRBOTHA v
% 3a MR OREBRT VA O F AR 2.73.122 [Z/R L, PLTICZEDORFIZ DWW THRRIZIR R 5,
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% 27.3.1-2 % 3a MEHBROTH A > D ELTEFH
Bk ID FEHP D 3Bk R4 DWRBRIE « HERE R (N9 e
PIRIE S TIA <) =2 RRA Vb D5 PRI IR PRI DR IRSE  MERFFR R (N
(DFRFRE) DE Y AT B RRE
(BEFr)
7 v — LG
3623 FHEEAR - BERIFTIRRIERM A O 2 BIGERPEE ZxIG L L. 1) ZEE A7 V—=7H/i90 |1) E~-ZAFF:05mg (128 30 FH R
vs 77 &R BG4 30 EOIMPE= Y hr—onT, B AF K 2QH H AN IZ mpERE F3EIZ K 2R %) . 1.0mg (130 %)
(HAhRE) &, B 1 EEG) OFF 2RI HEENEEREET 5, FaZ TRV, HbAle  [2)  7F&E8 : 05mg K00 1.0 mg
(SUSTAIN 1) TIARY—Z L RRA bt R=2F5 A UL FR5% 30 7.0%24 - 10.0%LLF, eGFR 23 (129 i)
T HbAle DL 30 mU/min/1.73 m BLED 27 |3y 90110~ FE
W PRI BT
3626 FEHP : 5% S6e oMy ha— T 5~ 0F (1) ZEEE : HbAlc 7.0%LL = ) E'<Z/LFFK:05mg (409 56 ]
vs E 7V TF N QHE, B1ERE) OBRE, &7 Y7 (100mg, 1 10.5%LL T, eGFR 7% 60 %) . 1.0mg (409 f51])
(R PpERpEE | B 1ERE) & Bt 2, mL/min/1.73 m* DLEO 258 0y o7 7 ) FF L c100mg +E =
DO RFE) TG )= RBRA VU bt R—=2 54 b5 56 % PRIF A INF R7 TR 05mg (203
(SUSTAIN 2) T? HbAlc DE{LE 2) A RARLI L TZD O Hh H) . vH 7V 7T 100 mg +
gk, b L IxF o gt ARk v/ NVF KT TEHR 1.0mg
W2 L BLETE LT TaH (204 f31))
3) 22:1:/EEHR X TAEI
3627 TEHA : Basal f > AV o TIRET O 2 RBEREE 2SR L () £ EE - HbAle 7.0% Ll B[y k&= ZAFF:05mg (132 30 A
vs 77 R L. fpay ba—rickid e~ 1F K QA& : 05mg & 10.0% 2L T . eGFR 7% 30 ) . 1.0mg (131 %)
(A2 lo [R1.0mg, #1EEE) OFFERICHT HEBMELHRRES mL/min/1.73 m?* BLEO 2 B D) 5458 0.5 mg T8 1.0 mg
B R % PRI A (133 f4i)
(SUSTAINS) | 7FA4~ V=T FRA L b R=R T Uik 30 E [2)  Basal A XU VHMBHENI ) 901/~ &Sk

T® HbAlc DLV E

Basal f AU b A RARL
VEDOBFRBIEIC L DEEL
716
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Rk D FHEH D 5B e G4 DBRR - MEREAE (N9 e
POicE S T4 =)=z RRA b DBEPRIF IR PRI DRPIRSE  MERFFR R (N
(OFAEE) DE Y £ BRI
(W& #4%)
ES[as
4092 FEHM : AARAN2BPHRFEE ZXRE LT, B~ ZAFF 1) HA:HbAlc6.5%LL 1 9.5%LL[1) v ZZ7 V7S :05mg (103 (3038
vs VAT UTF | (05mg BTN 1.0mg) OB 1 [E[#EE (FpEE) ROV % 7Y T X% HbAlc 7.0%LA 1 10.5% ) . 1.0mg (102 %)
(B YE) 7Fr (100mg) ®1H 1[E#HS (BEE) o 30 BEOZ4 LUF, eGFR 2% 60 mL/min/1.73 |2) < # 27U 7> : 100 mg (103
(SUSTAIN-Japan |MEZ R4 %, m? DA_b o> 2 BB PR IR B 1)
monotherapy) 705/1)"\7 U —x l\ﬂf% b ]\ . 30 J@Fﬁﬁ@(ﬁ%ﬁ&’é“l\—f%ﬁb 2) %&D*Eﬁfﬁﬁéﬁﬁﬂ (WVCE( 3) 1:1:1/#%1‘9’%
A EREROREBUER REN TV D EEHAED 5
LIF) ICEDEELITRE
(HbAlc 6.5%LL 1 9.5%LL
) . bLIFLELE
- EDEE (HbAlc 7.0%L4
- 10.5%LLF)
4091 FEHY : BF - EEFE UL R RFEEA] (SU, 7V = |1) HA:HbAlc7.0%LL 1 105% (1) E~ZAF K :05mg (239 %1) (568
Vs RROBERIIE | R, -Gl UL TZD OWFhdy) 12 L A1+ mpE= s k LLF. eGFR %% 30 mL/min/1.73 ) . 1.0mg (241 {5)
GR% DB R 3E L 2= REF LTV EARN 2 RIBERISEFE xR E L, & m’ YL o 2 BUER R E 2) BRI PR © (120
OOFAREEE) ~ZAF R (05mg KU 1.0mg, # 1 [#E) OFMBERT 2)  Z2E L-Asis R OSEshk 1)
(SUSTAIN-Japan |itk FUBEIRIEEHA] (SU, 77U = F| o-GI XI& TZD DUV b LIEROBEREE  [3) 221 /3SH
OAD combination) | & PPFRIEIED 56 WDz EME% | #8 AR HNRE & Holds (SU. 7 U=F. a-GL. TZD

w5,
FIA =) — RRA k56 BRI OIEERER G T THREL
T~ EEZOREBRER

DT ID) 1T & D BEIRTE
(AARTOARAEHEICHE
<)

Note: Placebo controlled trials: volumes equivalent to the applied semaglutide doses were used for the placebo treatment groups. °N is the FAS (Section 2.7.3.1.5.1) *Due
to escalation of semaglutide, the maintenance dose was reached after 4 weeks for 0.5 mg, and after 8 weeks for 1.0 mg (Section 2.7.3.1.4.3). Escalation treatment and
maintenance dose treatment are both included in the duration of treatment; ‘Comparator pooled in analyses to support an equal distribution across treatment groups;
Abbreviations: a-GI: a-glucosidase inhibitor; eGFR: estimated glomerular filtration rate; N: number of subjects randomised; SU: sulfonylurea; TZD: thiazolidinedione
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273141 HEBHMREFAORR
2731411  EEvERE

% 3a MHRBRIZTRTC, 2 BRI ERE Z xR E LCEiSN, Zo—ULRBRICiE I —a v X,
TYT (BARZEGT) . 77 VA, AKKROEXE GRS ORI D g 2 BIERFEE E T,
AARAKROIEAARN 2 BBERIFEZICB VTR E R REZEIT WS L2 2 Eonh (2 BURERG B
D RIEZDRFHE Module 2.5.1.4 #ZRDOZ L) | BARN 2BPERIFGEE S 7 v — LRSI LT,
KT 7T ML, EYIGREO 2O . B OFERFIEIC L 2 CHoakifEay s a—an
DRV KO Basal A > AU K DIBFECTHoRbEa Yy b o —An3ME b WIBRE 2 5
O (K2.7.3.1-3) o BAEETHER LTS BERIGIEERIEIC B 2 B rEEEA R & | kPO KR
W7 m—rOLERER L ONENRBR A2 L CRBE Ch o 7, mkstERE, R o — B2 L
20, AW E T DIBEMBENZRFET DHRE ZMAAND L D ITRIRE T,

55 3a FHERBRIC 1T 20 AT (AL CIE 18 ART) OBRE ITMAAN NI o7, —H, 65i%LL
FoOREBRE T, WA IR SN D EIRSOBRFMIEICET 2 Ak BU 3556 FE R E B
(ICH) A RTA Nhto THAAN B,

95 3a FHRRBR I 51T 23BN IR HE Iy NN R HE OB A 2% 2.7.3.1-3 K OE 2.7.3.1-4 [TRT,
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%+ 27.31-3 % 3a AEHERICH (T 5B IRE%E
Trial
YL (fRIgHRR) 3623 | 3626 | 3627 | 4092 | 4091
HbAlc 7.0%LL E. 10.0%LL T X X
HbAlc 7.0%LL E. 10.5%LLF X 2 X
HbAlc 6.5%LL E. 9.5%LLF :
;;U —=27® 30 BLL LRI B EE - EERIEE ST T D 2 BRI X
A7V —=27® 90 HLLERIS A MRV T TZD OHEBRED 5
WIEZOGHINC & 5208 LIt 2 2 1 T D 2 BRI X
A7V —=27® 90 BLLLR[IE Basal A > AV OHIMEES DT
Basal £ > AU & A MKRAIOUFHIRIEIZ L DLE LIZIEERE I T X
% 2 TR B
A7) —=270 30 AL LRI SR -« EEREEMB IR - SERRE
W2 TR DBERIRIRHEANC X A ZE LTIRIREZ T QOB HAN 2 B X
PRI R
AZV—=27® 30 HLLERINDLE LI-BH - EEHEREEM A ST
HXEIAZ YV —=27D 60 HLL LRI GRS « BEIHRIEICINZ TR OBER
FEEHA (SU. 7V =R, a-GI it TZD OWFND) 12k BRIE LI-16% X
BT T D HAN 2 RS R B
TRBRICBEH S B0 & 2D FMEE FEHiT DN, KIBBR~DOBINT VT
BIC LD RENE LTV B HRE X X X X X
PERARRT, & 18 0L E (AADEL 1 2000 ) (REBUESEER) X X X X X

Note: "HbA |, in the interval 7.0—10.5% (both inclusive) for subjects treated only with diet and exercise therapy at

screening; HbA . in the interval 6.5-9.5% (both inclusive) for subjects treated with OAD monotherapy in combination
with diet and exercise at screening. For subjects treated with OAD monotherapy, their pre-trial OAD was washed out

before the randomisation.
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#*27.3.1-4 B 3aAERICH 1T HRNEE

Trial
brohEEE (FEREIR) 3623 | 3626 | 3627 | 4092 | 4091
Eﬁﬁﬁé%éwﬂéeﬁ@@ﬁwzﬁ L CHBBUE 2 H 9 5 XILZF DEVD H 5 R N N N N N
WEICARIBRICBINULI-Z LR HH5RE X X X X X
I, ilim, IR E AL LTV D gk . IR FTHE TR BRI
HC ) 2 AT % B2 AL B U R X X X X X
A7V —=27RHi190 HEAWIZ, 0] & DOIRBRIKO B G- %52 T Iy X X X X X
WBRE DREZGN LY, IRBRERGHE SO M2 N Lz 357
BEMEND D M SNT-RBEH T 54050F (TR ETER O W & X X X X X
%)
27 ) —=2 7R 90 HLWIZ, i@ 1A% 50 GLP-1 ZHRIEEEROE 5%
T TR x x
A7 Y —=27H{i 90 HLAWNIZ, I SOMpER: F3 (72721, BRAMET 1 1
B ST MRS T AR <) OB EEZ T TR X X X X X
A7) == 7R 6 » AU, ERREMEEE 3R E, RO/ 3ER
VRS IR 2 F6 30 L 7= e X
18 ST R R AR OB 2 T B gRE X X X X X
AP V== TR I N h = RED 50 ng/L (pg/mL) LA ETH 255
% X X X X X
ARNSNIFRED, FURIREEE XX 2 RN o BT et 2 B OB %
BT B HRE X X X X X
AR RE e x* x° x* x° x?
HIEZAEZN 0 AHTRT 90 B LINIC, SMEEEIRE ESUIMIM E R R 2 BB L
%Ezsﬁ% X X X X X
DAL (ma—3—20EHES (NYHA) 227 5 A V) 25T A58 X X X X X
BRBOE & B3 2 HFEREBUE X EBE 2 A T AR (RBRER(LER
DY £ 5) ) * * * *
B 5 E AN BRI O 2T & TR X X X X X
KRR IRBRB I~ ORI T S EOREIC L v . RBRFIEO 572
B OSHSTIC WSS 8 % R X X X X X

Note: ' 4092 KX X 4091 RERTIZ A2 V—=> 7160 HEAN & L=,
%GFR <30 mL/min/1.73 m% ’eGFR <60 mL/min/1.73 m?

2731412 LR Fa1—aROEE

TRTCOE 3a fHBRClEL, FRTE RV EMEEZ R L7 ot LT, KIERERFEES (ADA) /
RN BEFRIF 74 (EASD) DA A R A AU T, IBBRETEROHEHIZ B W TIREO L (L2
Fa—HREOE,E) Z1TH 2L L LT,

LA 2 —IGHIEIT. LR ORI > TERIEABI D 1 SHERISBI L CTOG Shi, #5
HITIRBR IR A E R E Sk a ik T2 2 L & Lz,

o MEVEAEID AT SEHOKKHE £ T 228 MBHE A 270 mg/dL (15.0 mmol/L) #4
o 6IHEND 111 HDORAAH E T« ZZMERFMFEEAS 240 mg/dL (13.3 mmol/L) ##
o 12AAMNSLHEBRIC T £ T« 22 MBEIE.S 200 mg/dL (11.1 mmol/L) #8 (7233, 3626 iBR Cldze
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JE R I A 200 mg/dL (11.1 mmol/L) X% HbAlc A% 8.0%7#4)

2731413 #H50®it

FTRTOH 3a fHRBRICE VT, TRBREEL O 4091 3R5R CxREE & LTl 72180 oo b fR s 38
(Z A5 OFEANTIEBR T/ FH B FINE > CIREBRIE L Lo) 13, HREDHFE L LA UILL TR
EDONTNNZY T E L LEICEENF IS,

o JRBRIRICBIE T 2 RO S UTZ T AN T2 WIERFEMEN B DT 56

o I FRAMEEDO VT NNTIER L CRERICH A AL DIV 5E

o MIRNITITIRZ AL LT

2731414 FREROFPIE

TRTOHE 3a HHRABR T, #RE TS THHHERICK VRO T ILZERT 2 Z &N TE T, #
BREICIE, BEAEARD T SATIERICKT 2 RESF, PE SIEORBEIC T 5 RESE, KRBl BE
FRICE DRI G oL (ERSR) | EREZZT ANV, G OHEOET K O R ICBE D
57, RBRAMGET 2 X O ICHESE L7, E7o, BBRE IR, BB TORBEICHE U2 FIRE FElid 2 &
INTHELE L 7=,

OIMET T b LROMD T RARA b ORI BE S 2 1 2 3R T IR I3 2 2 &2
BELEHBREICOWTE, RBE2T Lz 3AhShhotz, o, RBRICBET 2 3572535k
EREFEHE EDa 27 b e—UHESAR L, ZUZE - T, DIET Y P LA RO KRR A >
N ORI BEE T DM 2 R TRICHE T2 2 2 G LIgE oA, RBREPIE Lz & Ak
L7,

273142  HBE

AT RiE, Zu—VRBBRo 5 h 2 BT AR i Ls (1 BT EAMRE (3623 R
Br) . 13ABRIT Basal f 2 U EOPFHEE 3627 BR) ) . 3626 R Cld e~/ LT N&a, Ius
T LDOFHERF R T HARDBRBEGIZB O TH —BIRIEL L TR K< HWHIL T2 DPP-4 BHEZET
HoHyE 7Y TFr U, ENRER 2 3B, ENOEAERRBERFIRREZT> T D RED
BEMT =25 D LT A v Eaniz, ZO/RE., B  EERKIEOL IR F - EERIEICR
ORI 2 N 2 T2 IRIR EATRIR E L, RIS % 70 7 F o L ONBIIOR OB REIER 1 Al L,

273143 HBESRUVAEHEE

T _NTOHF 3atiiBRICB VT, B~ 271 F R 0.5mg KO 1.0 mg D 2 DO [EE S - #ER &2 R
Sz, BBEEORWERZ®RET 5720, B~ VT ROEEZ5%1T 5T X CTOMBREITHRE I
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T RAEWIE -T2, B~ F ROBIBAEIT 025 mg & L7z, 0.5 mg OMERFHE~IX, 0.25 mg
Z 4 (48 H5 LBICHEE L, 1.0 mg OMEFFFAE~Z, 025 mg % 4[] (43#R) | #\T
0.5 mg#% 40 (4FM) BhH L% E L, HEBEREORIUZOWT 2.7.341 12777, —&A972
95 3a fHRBR O T A > O A [ 2.7.3.1-4 [T,

Semaglutide 1.0 mg
0.5 mg

Semaglutide 0.5 mg

Comparator
|<. ............. i ................ AN >| ............... |
Dose escalation Treatment maintenance Follow-up
4-8 weeks 22-52 weeks 5 weeks

2.7.3.1-4 % Sa AR —BRHE TS v

273144 EBERIYFTRUERE

7a— VBRI, SHTREEOPEEICESWCHIRB R FI CE Mk S vz, 7T B AR REBRIT VT
NHR—ERNFENT EHERL SN (3623 BB N 3627 3lR) . 3626 sl (22 77U 7F xR,
ROFERFIE L OOFH) TIlE, #7001 —EIcky “HEERfbEhz, BENRER 2 Bk, v
NHREMRBRTH D Z & KO 4091 FRERO RN BFEORE DFERFEIE GEMORE D FERFEIK) &5
tel=, FERT VA BHNLN,

FTRTOE 3a HRBRIZBW T, #BRE T~ 7T R U RO WIS BIEAE Y i & h
oo Zu—r Lo " EERRE (3623 B (77 BRI, BEMRE) | 36260 iR (&) TF
R ROBERBER E OPFH) KO 3627 R (77 B RXM, A2V E00tH) 1 Tk, B~
TR 2 HEICKHET D 2 DOXBELT T R EGRNR T 5Nz, 202 2OxBELT T+
REERIL, BRBEERFELCTHLZ LN, MITICBWTHAG SN, 2o ORBRTIE, K5
FICHBRE A L 572012, B ZF K05 mg, BT K 1.0 mg KO 2 ORI L
7T v AR BRI 2:2:1:1 OFIEG TEELEI A1 Uiz, EWNEER 2 3B Ci, Bl Lo BREIE %
7o KO ITHEAEAEID AT 35 S 4L7z, 4092 BABR (2% 77V Ukt HOERIE) Tk, #kBRE
IS EGHICE LWEIE (1:1:1) TEEREID T S7es, 4091 38R GBI 1ObE IR IR L
R OBERFREOOM) TiE, BRA2HEE (2:2:1) TEEZRIVHTEN, 22k, BROH A
RT A2 PIChEV, ROBERBE 1 AL O BEICBIT 58~ 7 VT NOREL +0ICHRTE S
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oz,

=)k
7 —N L RBRICBW T, EBRE X IEMEAE 0 TR LT O LB Y @Rl & iz,

e 3627 R (FT7vARKE, A AV L) #ERE L. A2 U —="JF®D HbAlc (8.0%LL
TXIE 8.0%H8) KONA R UAMEH (B0 XUIEL) k- TEhlan,

ENRBRUICIBW T, FREFITEIEAE O (TR LL T O L B0 ERl ST,

o 4092 RBR (V& 7V FF Ui, HMEE)  EBREIIA 7 Y —= 0 JREORNER (K% - EER
VE AR OB PRIGIRIC X 2 HRIE) (2 X - TRl & iz,

o 4091 R CEIMORDFERIFEHG IR, B ARERFEOOH) - #ERFIIA 7 UV — = T REORTAR
(&% - EHRIE, SU, 7V =F, a-GI XL TZD) (2L > TERl &z,

273145 ERHART

ra— ) kR 2 3R (3623 BB (777 AR, BUMREE) KO 3627 B (77 ARk, A
2V EOfFH) ) ROENRER 1 3B 4092 R (¥ 7V FF ot BUMEE) ) 3G HIH
Z 30 E Lz, fiRE LT, IRHEOMERHE (0.5 mg) 1% 26 HE A OEHNEOMER A& (1.0 mg)
I 22 RG-S, ST, fikEa s b e —lick T A~ ST FORKIEED REEZRL, B~
JNVF ROLREMRHE 21T 5 OIZE D) e i &2 2 biv7c, HbAle D LEITKT 5 2R O Fifetkl
OWTHEMIT D L & bic, KREBDLKOEYLZEEOERE XHT 572012, 3626 kg (27U
F Uk, RRABERFEE L OO KO 4091 R GEINORE AR RFF IR, & ARERF O D)

TlIEE G HIME Se M & Lz,

273146 HBEFERVERKS

FTRTCOHE 3a HRABRICB T, HlRARA L LTPESND B~ Z AT FEA (1.34 mg/mL) A
WhHhie, B 70T i, PDS290 NUREAZR (15 mL 71— MU v UN PO I NN ETT
L7 4V RARURTEARR) ROy =— RV L TR T S (Rr=—Rug, fitffc
ERENTEY, /A T 4 A7 OEHORETHEH I TND) |

VE T TTFUUNOIRIIL, ARAE - HRICESWTRE SN, VHX U TTFUOHRIC

BUOLHE - HEICESE, U7V TFFU0L@E 50 mg oG ERB L, Mz hr—iZ
KT DENPAF 725 E 100 mg ~ET L2 LN TE DL, BHNORE - ARTE, V2TV TTF
1L 100 mg THEEHATHESINTNDEZ L, KO~ I IVTF RO T a— VR T — % /Ny r— 0
EARMEOBUS D, 3623 BB N 4092 RERTIZT ¥ 7 ) FF o 0BE% 100 mg OB L, Zh
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[Z DWW TCIERBRBEAERTIC PMDA O T g% 15T\ 5,

27315 et Fi&

T OWEIZB W THGGHFEOBBLZ R, I RENOER, ALK DT —F OER, 250
(ZHR ZBEHE ORI ONWTRET D, I~V =2 FNRA MRS F Y =22 RR
A > MBS D HERNCHUE L7CfT, 72 b TNIHGEER) = & RANA & MCBIT D ZHBRIED FEIZOW
THA W TRRERIT > RARA > MO L TIT ORI EE ST OV T~ 5, & 512, AR
i AT NI 7 70— TR O ORI T iR 2733 BEGEHEIT OFERNC SV TR, il ORBR D
RIS EEZ RO Z &,

2.7.3.1.51 T REMDEE

fAT %545 & ICH B9 125t > THANICHE L7z,

7a— LB K OENRERICEB W T, I RO (full analysis set (FAS) ] M OVZ4ME
T Xt E M (safety analysis set (SAS) ) OWERMICIL, BAEAEI O 1T &, 1BREOR G 27
< LY 1 BT ETRTOWERENEENTZ, LIEN-T, ZTDO 2 DO RIGEMIIFE—O#ERHE
B ZETen3, FAS OWBRE 1T [EAEAKID 1SNz L5V (as randomised) | DOFHMIZ, SAS O#
Bt B SN/=EB0 (astreated) | ORHEIZE G L7,

273152 BIFICETEEBRERVT —2 DER

FENTIZ N D BRSOV — 2 1L LA T O 2 BEE TR S T,
1. SFANCHE S VTN RN LD & il 23R %,
2. IT, 1 BERECRIRS NI HBRE OFT — 2 005 FRNCHE SN BEHH (ULTOEREZSH)
IZESE T — X ZRIRT 5,

2.7.3.1.5.2.1 BRIMOES

5 3a HRBR 2R 2 LT, FRBROMATEHEE (SAP) ([28W T 3 SOBIZMR] (in-trial #[#. on-
treatment H[E] 2 OV A 2 o — 1B & 15720 on-treatment H[H]) S FHIIZHLE ST,

Mn-trial AR 13, EAELAE D 4100 SR TREO FE R K (BBRELNFRE A2 /A L=, B
BARRE L 7r o7, BT L7 a13R<) EToBEHMEZRT, #REIL. IBRE~DOT R T 7
YA (BIzIE, RHOREGRIEX L AX 2 —GRORM) ICBEbLT, T—XIIFHE L,

[On-treatment HI#] 1%, in-trial HIFO—EHTH 5, Z OBIEHIMITHLERFE DSIEBRIEITRE S v Tn
LEEZLNLHMZRT, T2R0L, WREOHRERERND, = FRA U P T EICLITICESR
SNHET HETOHEZRT -
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o FfDTEREN FHMANRDE TRBREEKE G A 5 HEM% (7 B ORI L 50, &E
T 42 %) ([ZFE ) ThH.O0EK, 20 NIHBMIF K48 L THldG S, fiES A~
b AFEFEZKLOMEMFEICOWTIL, FEAEWM A on-treatment HIHOHTIZED 5, bbb, U
TOWTID S HLEHIOH % H - T on-treatment HF DK T &35

o TREINI-FEHKMAENRLH
o RO R A+ 1% A I
o In-trial IO T H

o ARMMET L RARA b, RN EM, HIE SN A N2 b AEFEG LK Z bk < 22tk

x> KA > hTlE, on-treatment HIFIZLL FOWT D S LERHIOHEZ S > TR T L35,
o IABEEDOREIS A+7 H
o In-trial IO T H

[V A% o — (B2 £ 72\ on-treatment Hi[H]) X, on-treatment IO —ETH 5, Z DELEHIF T
XL A ¥ 2 —1REBAMAHE O A2 BRI LTz, MEHTIZIE on-treatment W] OBRLAE H 226 BLF DWW e
DI HLEMJIOHET (FOHEZET) OBIIEZ DT,
e On-treatment H[H DT H
o LAFa—InKOBRMA

273153  AMMEFHEICALSBRELM

Ja— LR 3 BB L ONENRER 2 BRI W T, L AF 2 —I5E A D22 on-treatment H ] A3
BTy RARA N OFHEO 72 O FEBIEMIM Th o7, HbAle K OMEEDIKE ST EE D, A
BhE DA R HIEAT A in-trial BIRIZEE S W T - 72,

AREGFEMEIZRBNT 5K TR W) HFET. lx olBRoBEGEHR oK TRZHE L CTHWT
WD T2, GBI 30 M OER & 56 IHHOFRER TITRAR 5 Z LICHET DL ENH D,

273154 TS5A4RY—IURRA LV MRUEAVE) TV RRA Y FMZEFRFRIICEESH
T-fiR%T

2.7.3.1.5.4.1 FE estimand RUBMET > KR4 > DOfET

7a—LVRRICB T L5774~ — 0 RARA > MME HbAle DRX—RA T A U1 LG T I
(3623 BB K OF 3627 7k TlIf% 514 30 B, 3626 BR ClI 5% 56 ) £ TOLE{LBETH -T2,
TRBRSEMFHEE O RO Sttt & HioE, EERA RN estimand (de jure ZhR) Z{EH % O 7 o — Lk
BROMENTH B EICB W TERHE Lz, £% estimand %, MIEAE Y 1T ST X TOHERE S L
A% 2 =R AT D 2 L R B TR £ TIRBEE DR G- 2 fkee L 72 L RE L7286 HbAlc O
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R=ATA N HEREGEETHRHE TCOZIEDE~ T NVTF RERBIORR AL ERX L, ZOEHE
estimand Tl, AR CHE SNTFMHLFAKORET T 7 AT FROIEEDOE 52 B L, fike

L7cHmals, BEDNER LG EH/ Sz b e — Il T 27 1 v b &FHET 2,
BE estimand (X, BFEKOERMORGIZH LT, B~ 7T FOELGERIG L, Mk L7I-5EA 0%
R pEERERERMT L EZBNEY,

BB E R EE CHANCERZR SN, HbAle (Zu— " LRBOT I 4~ —z> KBRS ) | K
H (o=l BRORGENE D o F Y —x 0 RiRA Vb)) RO OO REFHFHE 23T i 5
BEDE N o H ) =2 RARA S OFERHTFIEZ, #0 R LHEICHT HRGET /L (MMRM)
Tholz, MMRM TIE, 16, EH (Fem—SLilBos) KOREBRRA O@RIK % B EDR, ~—
ATA VEEIEREL LTED, TXTIZOWTRFENTAIL T (nested) 12 L7, [Rl—#ERE PN OHI
EMEIC U, RS BATH A E LT, fTIE. LA 2 — IR & 72\ on-treatment HifH] %
WTC FAS (M3 & T o7, BHPIEZ XTIV AT 2 —IREOBAZRICIUE ST — 2%, BT
BN OFERIFIRIFIEIC K D2/ 2 0T 7212, KM E L TR o7z, BT TIX. 200 OfERE
KO R T RBED T — 2 D3I LT D #E5RE D IE T — A |2 missing at random (MAR) Z{E7E L
Too DFEV ZOJEIR, FEE estimand (Z1EV, HERE DN VAT 2 B AT 5 2 L < TRBRK
DEGEMGE LT EVHIRED FT, RICHENERM SN L TR THAIINET — 4 %
HEHRLTWDS, ROV TIE, B~ 7T R eI L OEOHEEME I OHEEM %,
J5T D 95%IEHEK M & & bITIRRT D,

TR ERE L ZEERAER (3623 BMEBRA DN 3627 BRER) KON F T U TTFUERRE Le s
TNH IR (3626 W) (2RI D AMMEORT TIX, B’ESNDH T T BARDHE L HbAle DZML
BT 22BN 2N EAE L, 2 2OXIREE (77 &R 0.5 mg LT 7R 1.0 mg #)
AT L FANCHE LT,

EWNRERIZI T 5 HbAle OfifTIL, 7 v — iR & A U MMRM E7 /L& VW TIT 572, 4091 3K
BRClX. HbAlc, IARHEE K ONVEfE IR MAEE D2V BTk 28T & LT, BB L ERIIRF (22 ) —
=V TR ORNRE) ORAERZBEEHE L L TEM L MMRM €7 V% FW 2T 217 - 72,

WIZRT = RARA 2 MO CIE, 7—F 2 ERSMIGEL S E LTI AR LT A A
Vo, CXTF R, TRy Taf A /420 sk, 702 HOMA-B,
HOMA-IR, [MLHNEE N CRP, Z D78, RN ROHEEMITREF O & U TIRR Lz,

PR TRFICE T % HbAle HARME R OMAERD OEAMIZEE T2 2 iD= RABA » MZOW T,
1R (ZFm—rVRBo ) | RBRAORENKRFZEENRELTED, X—=XT7 40D
HbAlc (HbAle HAEfED = RARA > MIXLT) KOR—RAT A L ORE (KEBADOT S FRA
YRMZHLT) ZEEREELTEDER VAT 4y ZERET LV Z W TN Lz, #aTr
RARA N TIEMFEZEEREE LTED, BEKTRORRAT —Z 20T, T b=y RRA
voh GHfEE) 2k L THV e MMRM I SWTHiTE L. £ D% 2fE{k L7=, HbAlc HAEME XITAHE
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W DERIZONWT, =7 AF K (0.5 mg % 1.0 mg) ORI D4 X7 6 NS/
% 95%[E /X [H 2 HEE L7z,

2.7.3.1.55 BRI FRA U FESEM

F—REOIRRAZ RS CHIE T 5720 (W 5%) I A4~ U —x22 RRA v b RORRGEE D v &
V= RARA » MIX LT, FENIEE LB R FIEEZ O TRBLOBRAEZIT> T, 77 'R
ZxtMRIE L L7e 7o — LB CITEBMEORGEE 1T o 7o, FEIRZRIK L Lz 7 v — Ll

(3626 #BR) Tix, HbAlc (TR HIELMEDORFEZE JEITITV, FeW TEBIMEORGEE FE L7z, =
RARA > b, B AF FOEEE (05 mg XX 1.0 mg) . IELPE (HbAle DA) M OMEBIMEIZI T
HRENEFTFRRE SN, =2 RARA > MNT, B ZAF K05 mg LVIEICE~Z LT R 1.0
mg DFRE DT,

HHNCEUE LI Z2 FIRICIS W T, BTO TR TR REE S L5 G . LT OBUEICE> T
FELPE R OB 2N RFE S U7z, HbAle DZELEICHOWT, =7 LT R EFBIRDOBEZED MR 95%
X B O LIRS 03% (HONEILT (EMA) )00 FDA"ORERIFIGHRIEICBET 5 A Z v 212
ST~ —T V) R CThoTLAIC, FELMEEMm ST 52 & L Lz, HbAle XITEREDZEAL
BEIZOWT, BEZED 95%IEHXE O LR ENZEI 0% T 0 kg Kiii O SIE - w52 &
L7z,

273156 BRESHRUOXET—42 OEY KL
AT, FER LTI R O HRATI2 381 5 RIF — & OB T DN TR 5

2.7.3.1.5.6.1 % 3a HHEER

HbAle (77 A~V —x2 FARA ) KOMKE (BFENED o Z U —2 0 RARA ) ORGERIF
b bni-fEmoR et M 5720, SOIEKRMT—FOFE 775 MMRM 128155
MAR DRE DS Z2 BRETT 2720, 1RBRERGHHEFIZ BV TV DD A FRNCHE S
72

KPT— 21, Bl 2 ITHERE DR A F Ik Uiz, KBEL7ehodo, MEMBICI T 2 0023 ki L
T WO TG EITRAET D, S HIT, FEDOHFHENTICIK W TIE, £ DM W 2 BIEHIRIZE S
BRNT—HERAELTRYVEY ZERH D, HlziX, 2.73.1.52.1 THRREZ L ST, LAF 2 —J5K
D72y on-treatment #H 2 WS 5A. LV AX 2 —IBEOMBRZICINESINT-T—% 2 Kl & LT
B, #x OBEBRBIEHREEICBW T, 3 SOBIZEMIBIIE LT HbAle K UOMKE O KT — & 3
= HPFRD LI K Y RYPT — X OETEEEZ ISR LT D (27321 8)

In-trial MMRM #4713, FAS K& U8 in-trial IS W TIT 72, Z ORESHTICIE, #BRE N #E 5%
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ZTTWENED, FRVAX 2 —{REZZ T ENIEb LT, BIELE VT RICINE SN
TRTOT—FNEENT, RENTIX, RROMEHTEHEE CEFR S L7 F 2 estimand  (de jure ) 12
OWTHEE SN B A2 AN (de facto) DFEHE LT D& b ¥, BT /WL
M &[T MMRM T o7z, 0 ORESHTIE, FEMTLFE L VAF 2 —1REZED720 on-
treatment BT DSV,
AT ORREE 30T % F2hi L 7=,
e In-trial MMRM fi#4f
o JE T B DfEHT
e Last observation carried forward (LOCF) {5235 < gt
o B I NTF G T X TORIZEW TR RBEEFOBIEICESW T RAMEZ 7S T 5. xR
(ZHS < S EAM TR
o LUFORREESHTIZ. HbAlc (28T 2IEHEDRFEICK L TOHRITbIT,
o TRERFENFIHEIE I G L 72 /AL M T O
o hRDZEMFEMMT (7272 L, B~ 7T REETIEL, TG TREOMTE SN IEIZIELTE

Vv EMAT) 2

IR DK SATIZ N T, IRBRFEM G EICE S Lot EM . 52 THI &Y LOCF (265 < Sy
W EORREE~ 7 NVTF RICE > TRRNZR 0% 7 i+ 5 Z L IXRE#ETH 5, LOCF JEIZES < fi#fT
TiX. GLP-1 ZAKRIFEBHIE T AON D BHREEDOAFHERICL R OKGFILIC LY B~
INF RICARRNCe b B2 b5, KlT—2IZk LT LOCF EIC L D27 7 —F 258Dk,
F & U THAR O GLP-1 ZAAEEFEOZIROGHR (B CEE) L RRRERECEMLET 720 TH
ST, ZNHLDREDSHNOGLNTAER & FEMANT O RICBHEREN AN HE, KT —%#
BT DEICOWTE LR IR KNETH D Z L BRI END,

RRRBEICEE D S ZEMTMTIZ, KT =2 2 AT 2HBE BN TE~Y 7 VTF FORRER %I
WO ZEIzE D, BT RICARFNZ /2D KO ITHR ST\ D, FIREEZIE-S < fiseDRiic,
B RKT — 2 R — 2 557010, ~/va7gETE 7 e (MCMC) 5% VW CTRIREY 7R
KRPMEZ B GRE T L Iise Ly 100 HOBEET —2 & v b &4 LT-, SIREHCIES S fissid, T
OEHREO RPN T — % %, ®EREZ AV CHIZET 5 2 Ll XL v iThbhi,

N—=2 T A EDYPEDREEN S MTELZBRIE L, K TREEE THIT 2 AT v 7 U A XiExE i,
FRBEDORKPMEDOHFZIZH N =TT ML, B (Fa— Lo i) K ORERFE ORERIK Y-, 7
BN R—RA T A VEKROHZEN R KO E TIZHF LN —AT A VB DOEEE DT, k.
100 DT =%+t v NENEIUZOWT, BEKTROT =% 15K, B (Fe—Lilliron) |
R A OJERIK A R — A T A VMl EE DT 8N (ANCOVA) % VW CTHgHT L 7=, Rubin
DIFER % O TIRITHE R 280 L, #EE1T o 72, ELMEORENH Tl B~ 7 F FEEOE G
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TEEOHFEMEICIEL M E~— v BNz T,

273157 S IOIWN—FIZB T 3BT

BT T N—TRENTO BIIE. R TR LN~ AT ROBERY 7 7 —F12B 0T Ak
WZEDLNAD, THROLAERTRD LIt~ T ROREN ., 2 BRI BE LM TR < 1@
SNHENEIDEHMIT A ETHD,

2.7.3.1.5.7.1 IO —FIZB T AMmEED Y fO—) )LD

NR—=2 7 A BT D FERNOMEHFRVRME L OB T 2 BRI DWWk x e 7 71—
7 (F£ 273.1-5) IZBWT, B~ LF K 05mg KOk~ Z/LF K 1.0 mg O)[ﬁlﬁi:/}\m»—ﬂ/
(HbAlc OZEALE) (2T 22 M L=, V77 v —FCombiar ha— B+ 27500
ﬁ%ikﬂmmw®m~274/#6&5%7%&?@%%@;%wa\uTuowTﬂﬁLt:
o B NT REMEEXBEORZE (HEEM)

o WEREZTLDR—=RT A b OYEHE R (HEEM)

RIEHNT 1L, L AF 2 —1REZ LD 72\ on-treatment HAH 2 FHV T FAS IS W T Tz,

T RARA > b OfENTIZ MMRM Cf7fo72, MMRM TlX, _"—2 7 A VEZILEE IHELOY T
IN—TRETENR., SHITHRREYS T IV —F L OREEREZED, TXTITHOWTKRBENTAR
- (nested) (Z L7z, ARFENTCTlIEL, &V T 7N —TNOREZEDHEEME L OXINT 5D 95%EHEHXE 72 H T
IZ HbAlc D=2 T A N DAL ED R OHEEMZ IR L, 7 7 —7RTENRRN &

BT E (T722bb, 77— THEZEIGEWIZRW & W O IRERFUCT T 2E) &,
FH (B~ 7V F FEHE L RRIE) 2o\ T To 7z, XFIRIECOFHEEIZ L - T HbAle ~DR 8T
B0 | WEROMIREGHCT DR NH D Z b, RO 1T -7, 1| RERCTOE
DAREMED & DT (FRIZH 7 7 N —T OB D 7200 GE) 12 X0 2RO %7 6)%7%&@
T 50, 2B A w L CO/EEICEESW T, AR R 2 E T,

BHHEREDOY 7/ —FICB T sy b e — L ORMBICBE LT, E~ LT R T e ST
LOHFT CVOT DA NEEDBHREREE K OCKMEIREZ AT 5HRE A MAANTZZ LD KEf
EEEZEIZ BT CVOT DR 2B E IR T 5,

T T TN TR ORERE 2.7.3.32.5 I”T, o, X—RT A D HbAlc DI ha—iZ
*T B EEIZOWTIE, 2.7.3.3.2.1.1 TEMET 5,

TT TN —TRRITICEE L, e — L aRER (3623 AABR. 3626 aRER M Y 3627 #ABR) @ B A APEER
FIZHIT D HbAle BALEDORFHI DWW TIL 2.7.3.1.6 &, 3626 iR, 3627 R & Y 4091 3lBRIZHES<
AARAGERE OOFHZE (SU, 77U =R, a-GI, TZD, A hHLI U IA AV Y) ZTL O HbAle &
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{LBEDOKENC O WTIL 27317 2BROZ L,

% 2.7.3.1-5 SIOI—FIZHIT5MmEED Y fO—)LOEE

Factors Category Subgroups

Demographic factors Sex Male
Female

Age (years) <65
65 — <75
>75

Disease factors Diabetes duration (years) at baseline <10
>10

BMI (kg/m’) at baseline <25
25-<30
30 -<35
>35

Body weight (kg) at baseline For all phase 3a trials including
local trials:
<70
70 —<90
90 —<110
>110
For local trial, further
investigation is done with use of
the following subgroups®;
<55
55-<70
70 —<90
90 —<110
>110

Renal function at baseline (eGFR, Normal (= 90)

based on MDRD) Mild (60 — < 90)
Moderate (30 — < 60)
Severe (15 —<30)
End stage (< 15)

Notes: Subjects with severe and end stage renal impairment were combined to allow for statistical evaluation
Abbreviations: BMI: body mass index; MDRD: modification of diet in renal disease

a: For the local trials, a cut-off point of 55 kg was added with consideration of distribution of body weight in each trial
in Japanese subjects. For the global trials, the cut-off point (55 kg) was not included.

2.7.3.16 BAAKH L EKAN o HFON-BEMNEDHERO—EHICET SR

273121 R LIZEBY . HEEFERBRATA R4 v M 2it-> T, REMORE B2 B A A
T 2720l BARNEH E REFHOE MR L EMEDOFRE RO —EMEIZHOWNWT 7 1 — LR
(3623 3R, 3626 BRI N 3627 3R) T &I L7z, REERBEZE TIX, ITO= L RARA > MZo
WT, ECHARANEAROREMIIB T2~ VT ROKHEEMRIEOREZOHEEMIZIESINT
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—BEMAE R L,
o I A~V —x L RARA Lk :HbAlc (%) DR—RAT A GOV E
o MEEHIE A XU —=> RiRA > b fKE (kg OX—RAT A4 b DOELE

N=2A T A BT D ARANEREDREN L VBN b, KEON—AT A nbOLK
EEIZB LTI EZEE (%) IO W THMERT Lz, S 6I1C, BRAEMERERH L DR TX—XF
A VRER OB E S . (N— A T A ONKME R USRI RIEFIER) OFEIMEIZ DWW T HRFTL
7

At ORERE 273326 1077, BAANEHRORERICK T 26 EHFR (ABEEOAEELEE
) O—HMEIZOWTOMFHERIZ, Module 2.7.4 5D Z &,

7a— LR 3 REBRIC T D B ARNER & BER DA Mk OV 2 ORER O — B MEOFHmIZ >
WTOFEMIIEZ, Module 5.3.5.4 O & E [Justification of use of global trials | Z#ZMWDOZ &, Z DOHEE
IZIE, N—RA T A U R ORERE Y 5 (N — R T A OWNIKINE K ORI M RERZER) O FEEPED
P OFER S Z O TN D,

27317 BEAZDOERRABRRELOHBABEERCEB T2 ILF FOESHEDEDEET

ROBERIFIETA RT A PICHESE B~ AF FEEAEFEORR 2R OMERFER (SU, 7V
=K, a-GI, TZD kA AN V) LEOUFECBIT 52~ VT ROEMZEMER OH S,
3626 AR KL TN 4091 FRERICSIN L7 AR ABERET ICB W TR Lz, £72, ERNOERKIZBANT, &
~ 7 VF K& Basal 1 2 AU O BENRE SN D720, 3627 RBRICSIN L7- B AR ABEERE 2B
T, E~vZ AT RF& Basal f v R U » OOFIFEED R EVER OEIMEZ BRFT 5, RERBEZEICES
WT, BERBEOAIEDOBRENL, IS LI FON—Z T A 2 in b OZLEO T (i E)
(SN T T 7=,

o X—RTAUNBO HbALe (%) DE(LE
o X—=ZATAULOKRE (kg DE(LE

BEtORRE 2.7.3.32.7 177, fFARIEORMZ 2N (BRSO EEZLRMLELET) O
FREHERIZ oW TIX, Module 2.7.4 &M Z &,
OFRIEIC BT 28~ 7 VT FOFDEROLZEMEOR R OFEAMIL, Module 5.3.5.4 O #H &
[Evaluation of efficacy and safety of semaglutide in combination therapy | ZZM D Z &,

2.73.1.8 744 REBDTH A V RUAEDE

3744 RBR (CVOT) 1%, B (104 W) . Zhtisk. ZEEE. WIELE VT, —EHEK., WITHE
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KEERBRTH Y | LlEA N N R BEWVIERARN 2 BIFERISEE 2R L LT, EERRICE
~ I NVF REBMLTZGGOE~ 7 0F ROLMERICHT H2LZEMEROR]T U N L% 77 1R
EHRET T 2 7D I S e, ARBRIL. BARNCRIT 2 LM 22 T 272012 HARDE
IRT —H RNy r—ICEd bz, 3744 RERIT, B~V F RO 7o — L7 a 7T Ah TR 5
WA EE 24 (104 #HFE) ) THhy, EEXOCKNBEEZH T 2HBE L0 —-0RBRTHD
e, RREBROAMIEDOFERIZ, B~ NVTF ROMROFHHE (2.7.3.5) K OEERERES 243 5 ik
TOAEDME (27.3.3.2.53) IZOWVWTOERICBWTEEICIRT 5,

CVOT DEFEHMNE, A 2BBERIFRE 251G L LT, 77 BRI L T~/ LT ROELIC
LIVHFRTEXRVLMEY A7 O EARALNRN L 2HERTHZETho7z, BRIZIZ, CVOT
1T FDA HA RT A PHCHE SRR OEREEHIHE > T, LIEY 227 O 80%Lh LD EH %27
ETDHEIICHE SN, BIRMENE LT, C-XFF RETN DI ZREMO 7 a— )Ll &
W CAMET Y RARA b (HbAle KOMEEZFTr) et Lz, ABRIZB W THKEOR—2 T 1
UINHEGETRFE COBMEIZ, MR ED XY —2 0 RARA v N ThoTe,

CVOT DisstEFENEIT, BB RER S, DlE A X2 b U 27 BREWERORFE 2D L9105
RENTz, MABANDIT-HEERE L, 2 TERE & ZWr S, 50 bl E TR 7 U —= 0 JR D E
REBOBRFTRR S 5, b LIXFH 60 Ll E TR 7 U —= 0 FRHIOIE R B OWEIERIFT R
N HERE CTh -T2,

CVOT TiL, E¥ERET T~ LT K (05mg KO 1.0 mg) ERICKED T 7R L TEH
0. BEBRE D RERMIE AR A U Gl M e — A 2SR5 L DI, BINMOERF IR
DI GO BT, ARER T, mo%%mﬁ%kﬂbﬁgﬁ%%ﬂ%w%hko

CVOT TlE, #BRE IIAB GRS LWES (1H1:1:1) TEEABEV TSR, Zhicky, &<
TNTF ROFERER O 7 B ROFARHCE S, FATHE SN/ MACE =2 RARA > NIk LTAT >
AD LN AEETH -7,

RERT A v HIEL O REM OFEHIZ DUV Tid Module 2.7.6 %, AZMEDREROERIIZ OV TIL,
273216 %O &,
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2.7.3.2 L DHBRERDER

ARETIX, B~ 7T FOEIMETHIIC AW BARN 2 BIUBERFEE NS LTz 5 DDH; 3a FHRER

(3623 7R, 3626 B, 3627 kBR, 4092 #BR, 4001 ABR) K OFERAANERE 255 L Lz CVOT
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fEHTT — 2120 T4 H MMRM & AW TR s HIRNT IZ X 0 B SIS OREEM CRd, BGH T
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27321 % 3atEFER
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El:g)
FEHMIL, FERFIERIEREMN O 2 MEERFEE 25 & L, &E5#% 30 Boffi= > hr—ri
ONWT, B AF R QHE, B 1EEYE) OFT7vRICHT 8B MEEZRGET D2 THhoT2,
REGARNT, 5% 30 WOREBD OFE R OHER . 25 NTADME, ZaEMMOIRTECET 2%
DD /INT A =ZNKT D8~ I NVTF ROMRE, 77 vREHBHRFTLZ L ThHoT,

HEBRTYA O RUEREEE

AlBRIZ, A7V —=2 7 OFET 30 B E&F - EEEEL T TW DR 2 BUEEIRIR B 2%t
LU, WEABIY M, HER, WITHE. 77 BRI, ZEE, Sk, 4 AR Th-o 72,
AL 2 W@xﬁ)~ IR, 30 O MMELEN D 1T SN IEBREE OB IR RO 5
DHEHHEHE TR S, RUHENICBOTOAR _HEHERILS T, & 388 BlogBRENR <
JNVF R05mg, BEvZ AT K1.0mg, B~ AVF R0S5mg 77 8RNI EYIZ AT R1.0mg 77k
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SWTIE 2.7.3.143 BRR) , BITICHT-0 . 2 DOF I REIIHFE SN (7T BRSO
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3623 FRER DOYERE DGR OR— R T A > O N AFFHFRIRE R £ 2.7.3.2-1 O 2.7.3.2-2 (Z3H)
T 5,

# 2.7.3.2-1 HEREDMWER (3623 FHER)

Semaglutide Semaglutide Placebo Total
0.5 mg 1.0 mg
Full analysis set (number of subjects) 128 130 129 387
Premature treatment discontinuation (%) 133 12.3 10.9 12.1
Pregnancy (%) 0.0 0.0 0.8 0.3
Protocol violation (in- or exclusion criteria) (%) 3.1 1.5 0.8 1.8
Gastrointestinal adverse events (%) 23 23 0.0 1.6
Pancreatitis (%) 0.0 0.0 0.0 0.0
Other adverse events (%) 3.9 3.1 2.3 3.1
Other reasons (%) 3.9 5.4 7.0 5.4
Withdrawals in relation to or after treatment discontinuation (%) 7.0 5.4 7.8 6.7
Withdrawing after treatment completion (%) 0.8 0.0 1.6 0.8
Completed trial (%) 92.2 94.6 90.7 92.5
Completed treatment (%) 86.7 87.7 89.1 87.9
Completed treatment without rescue medication (%) 82.0 83.8 69.0 78.3
Completed treatment with rescue medication (%) 4.7 3.8 20.2 9.6

Notes: Withdrawals in relation to or after premature treatment discontinuation and include withdrawal by subject, lost
to follow-up and missing follow-up information; completed trial includes subjects with a follow-up visit.
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#&27.3.2°2 N—R 54 2O AOfEHERFE (3623 55R)

Total
Sex, men / women (%) 54 /46
Age (years [min-max]) 53.7 (18-88)
Race, White / Black or African American / Asian (%) 64/8/21
Ethnicity, Hispanic or Latino / not Hispanic or Latino (%) 30/70
HbA,, (% [min-max]) 8.05 (6.40-10.30)
Diabetes duration (years [min-max]) 4.18 (0.10-34.50)
Body weight (kg [min-max]) 91.93 (39.80-185.3)
Body mass index (kg/m® [min-max]) 32.93 (16.35-71.80)
¢GFR (modification of diet in renal disease, mL/min/1.73 m? [min-max]) 99.02 (31.00-218.0)
Normal renal function eGFR >90 (number of subjects [%]) 247 (63.8)
Mild renal impairment eGFR 60—<90 (number of subjects [%]) 121 (31.3)
Moderate renal impairment eGFR 30—<60 (number of subjects [%]) 19 (4.9)

Notes: Data are based on FAS. Data for age, HbA ., diabetes duration, body weight, body mass index and eGFR are
presented as means.
Abbreviations: eGFR: estimated glomerular filtration rate; FAS: full analysis set.

1 B (0.3%) OHERE CTHERIFIZ T 2 0FHEROME AN HME Sz, 3623 RABRIT BEIEE DO RER C
HoTold, HFHEOER G 25217 T\ D 1 FIRGR- TEEAEID (i Sz (F£2.7.33-3)

BEORHER

KRB TIL, 5% 30 HofbEa s ho—ZonT, B< 7 AF RO T T B RITKT HERPEN
BEEsn, ETEAMEZERLE, £/, KEBVICBIT 28~ 7 0F RO 77 v RICHHT 5 E-EN
RRRE S V72, 3623 ABR O E2RAANMEDRE R A4 2 2.7.3.2-3 IZERIT 5,
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%+ 27.3.2-3 #5#% 30 BDHEX

tDFER (3623 FHER)

Parameter Sema Sema PBO Sema 0.5 mg vs PBO Sema 1.0 mg vs PBO
0.5 mg 1.0 mg
(n=128) (0=130) (n=129)
Estimated change from baseline Estimated treatment difference at week 30 [95% CI]
at week 30
HbA,*, %-points -1.45 -1.55 -0.02 -1.43 [-1.71 5 -1.15]*° -1.53 [-1.81; -1.25]**
Body weight®, kg -3.73 -4.53 -0.98 -2.75[-3.92 5 -1.58]** -3.56 [-4.74 ; -2.38]*°
FPG®, mmol/L -2.51 -2.34 -0.55 -1.96 [-2.49 ; -1.43]* -1.79[-2.31; -1.26]*
(mg/dL) (-45.20)  (-42.09)  (-9.92) (-35.28 [-44.87 ; -25.70]%)  (-32.17 [-41.71 ; -22.64]%)
7-point self-measured plasma -2.35 -2.65 -0.67 -1.68 [-2.18 ; -1.18]* -1.99 [-2.48 ; -1.50]*
glucose mean, mmol/L (-42.30)  (-47.83)  (-12.03) | (-30.27[-39.22;-21.32]*)  (-35.80 [-44.62 ; -26.97]%)
(mg/dL)
7-point self-measured plasma -0.75 -1.08 -0.34 -0.41 [-0.87 ; 0.05] -0.74 [-1.19; -0.29]*
glucose increment, mmol/L (-13.50)  (-19.51)  (-6.13) (-7.37 [-15.65; 0.91]) (-13.38 [-21.52 ; -5.23]%)
(mg/dL)
Diastolic BP, mmHg -0.50 0.18 0.40 -0.89 [-2.81; 1.02] -0.21[-2.12; 1.69]
Systolic BP°, mmHg -2.58 -2.74 -1.72 -0.86 [-4.15 ; 2.43] -1.03 [-4.29 ; 2.24]
Proportion (%) of subjects Estimated odds ratio at week 30 [95% CI]
achieving the target at week 30
HbA|. <6.5%, % 59 60 13 15.99 [7.82 ; 32.68]* 18.34 [8.96 ; 37.54]*
HbA. < 7.0%°, % 74 72 25 16.92 [8.44 ; 33.89]* 15.70 [8.00 ; 30.83]*
HbA,, < 7.0% without severe or BG 66 65 19 12.69 [6.57 ; 24.52]* 12.45 [6.46 ; 23.99]*
confirmed symptomatic
hypoglycaemia and without weight
gain®, %

Notes: Data are based on FAS. Data collected after subjects initiate rescue medication or prematurely discontinue
treatment are treated as missing (see trial 3623 [M 5.3.5.1], EOT Tables 14.2.221 to 14.2.226 for overview of missing
HbA, and body weight data for the 3 observation periods in-trial, on-treatment and on-treatment without rescue
medication); *primary endpoint; "confirmatory secondary endpoint; °key supportive secondary endpoint; superiority
was confirmed; *p < 0.05.

Abbreviations: BG: blood glucose; BP: blood pressure; CI: confidence interval; FAS: full analysis set; FPG: fasting
plasma glucose; n: number of subjects; PBO: placebo; Sema: semaglutide.

TBBRFE WX, 3623 3Bk (Module 5.3.5.1) Z&MoD = &,

273212 SUSTAIN 2 : 3626 Bk (4245 ) TFoxtiR, BOMKRRELOHA)
23]

ARBRNIRTTFTT VY P IO ML D D\ OOFRIEZ I o 2 BRI B &%t
LU, ¥~ AFFOB 1 ERE L2 7V 7F 01 A 1RSI X 200K OO BE!
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FEHOIX, 5% s6 HoMi=y he—ixd 28~ 27 0F K Q2 A&, # 1 FEE) Oh%
., UH7UTFy (100 mg, 1 H 1 [EEE) LHERGTTLZEThoTe, BIRIBEME, H51%
56 WORERD OFE R OHERF, 70 b NCHEIME., MR OREMECET 520D /ST XA —H I
WML~ INTF ROMREE, VA7) TF o RRTTS 2L Thotz,

HEBRTYA O RUEREEE

KRBT, A FAL T TZD OEMEELED 5WVITZO0FRABEIC I Y Hokmia s o —L
DIFHI TR 2 BUBERIGBE 25t g & Uiz, BEAEID T, “HEMR, ¥ 77— 3kt
ML OIATRE, ZHiak. ZEEE, 4T CTh o7, ARBRIT 2EMDO A7 U —= 7, 56 B DG
BRIROB WML O 5 HEOFERENR R Ih, AUHAENICBWTCoAZEE RSN,
1231 BlOBERE S, B~ VT R 0S5 mg+ v X 7V TFF o7 T78AR, B LF R 1.0mg+v %7
VIFFoTT8R, VHETIVTFo+EvIVF RTT7ER 05 mg XIFTVHF 7V TFTF o+~ LT
R7Z7®AR 1.0 mg % 56 WG T HEEOWNTNMNIC 2:2:1:1 OFIE TEELE Y 1 v HEE
HOFEMIZ oW T 2.7.3.1.43 Z) . #RE X, RBROSHIM 28 L CRiEE (1~2 ok D FER
W) kTS L a&NnT, BATICHTE0, VE TV TF U+~ NTF KT T RO 2 BEIOE
HENT (7T ERPEEBEOEATKIC SV TITf 81 2.7.3.6.2, [X2.73.629F8)

AERDWERE
3626 RERDOYKERF DGR ONR— R T A O NAFFHFERIREE £ 2.7.3.2-4 O 2.7.3.2-5 [Z3H)
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% 2.7.3.2-4 HEREDMNER (3626 FHER)
Semaglutide Semaglutide  Sitagliptin Total
0.5 mg 1.0 mg
Full analysis set (number of subjects) 409 409 407 1225
Premature treatment discontinuation (%) 13.0 14.9 7.9 11.9
Pregnancy (%) 0.0 0.0 0.0 0.0
Protocol violation (in- or exclusion criteria) (%) 1.0 1.0 1.5 1.1
Gastrointestinal adverse events (%) 4.6 7.6 0.2 4.2
Pancreatitis (%) 0.5 0.2 0.7 0.5
Other adverse events (%) 2.9 2.2 2.0 2.4
Other reasons (%) 3.9 3.9 34 3.8
Withdrawals in relation to or after treatment discontinuation (%) 5.6 5.1 5.6 5.4
Withdrawing after treatment completion (%) 0.0 0.2 0.0 0.1
Completed trial (%) 94.4 94.6 94.4 94.5
Completed treatment (%) 87.0 85.1 92.1 88.1
Completed treatment without rescue medication (%) 81.7 82.9 72.5 79.0
Completed treatment with rescue medication (%) 5.4 2.2 19.7 9.1

Notes: Withdrawals in relation to or after premature treatment discontinuation and include withdrawal by subject, lost
to follow-up, death, missing follow-up information and other; completed trial includes subjects with a follow-up visit.

% 2.7.3.2-5 R—R54 0O ANOFEFA4EHE (3626 HER)

Total
Sex, men / women (%) 51/49
Age (years [min-max]) 55.1 (23-83)
Race, White / Black or African American / Asian (%) 69/5/25
Ethnicity, Hispanic or Latino / not Hispanic or Latino (%) 17/83
HbA,, (% [min-max]) 8.07 (5.90-11.40)
Diabetes duration (years [min-max]) 6.58 (0.30-39.20)
Body weight (kg [min-max]) 89.48 (43.60-167.0)
Body mass index (kg/m® [min-max]) 32.46 (19.00-56.44)
¢GFR (modification of diet in renal disease, mL/min/1.73 m® [min-max]) 99.96 (53.00-317.0)
Normal renal function eGFR >90 (number of subjects [%]) 803 ( 65.6)
Mild renal impairment eGFR 60—<90 (number of subjects [%]) 418 (34.1)
Moderate renal impairment eGFR 30—<60 (number of subjects [%]) 3(0.2)

Notes: Data are based on FAS. Data for age, HbA ., diabetes duration, body weight, body mass index and eGFR are
presented as means.

Abbreviations: eGFR: estimated glomerular filtration rate; FAS: full analysis set.
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BERFRIZOWNT, 94.2%DHERE N A /LI v OBMIEETH 72, 02%DWHERE TA AL I v
ESU Z0FH LT, F£72. 5.6%D#BRE IIHEIRIBICKT 2 Z0MOOFHIEZFEH L T (£
2.7.3.3-3) .

BEEDIER
BE#% 56 o=z ha— L R OYRERDICHOWT, B2V F RO Z 7 FPF A5t H1E
BEDSRRRE S T2, 3626 iR D L/ HIMEDRE R A £ 2.7.3.2-6 IZEHT 5,

#*2.7.3.2-6 ’E®& 56 BDOEMNMEDIER (3626 HER)

Parameter Sema Sema Sita Sema 0.5 mg vs Sita Sema 1.0 mg vs Sita
0.5 mg 1.0 mg
(n=409) (n=409) (n=407)
Estimated change from baseline Estimated treatment difference at week 56 [95% CI]
at week 56
HbA,*, %-points -1.32 -1.61 -0.55 -0.77 [-0.92 ; -0.62]**° -1.06 [-1.21 ; -0.91]**
Body weight®, kg -4.28 -6.13 -1.93 -2.35[-3.06 ; -1.63]** -4.20 [-4.91 ; -3.49]*°
FPG®, mmol/L -2.07 -2.59 -1.10 -0.97 [-1.26 ; -0.69]* -1.49[-1.77 ; -1.21]*
(mg/dL) (-37.38)  (-46.72)  (-19.85) | (-17.53[-22.62;-12.45]%) (-26.87 [-31.95 ; -21.79]%)
7-point self-measured plasma -2.06 -2.41 -1.08 -0.97 [-1.23; -0.72]* -1.33 [-1.59; -1.07]*
glucose mean, mmol/L (-37.07)  (-43.51)  (-19.54) | (-17.53[-22.14;-12.92]%) (-23.97 [-28.58 ; -19.36]*)
(mg/dL)
7-point self-measured plasma -0.80 -1.00 -0.62 -0.18 [-0.39; 0.03] -0.38 [-0.59 ; -0.17]*
glucose increment, mmol/L (-14.48) (-18.09) (-11.22) (-3.26 [-7.07 ; 0.54]) (-6.87 [-10.68 ; -3.06]%)
(mg/dL)
Diastolic BP, mmHg -2.01 -1.91 -1.11 -0.90 [-2.10; 0.30] -0.80 [-2.00 ; 0.40]
Systolic BP®, mmHg -5.07 -5.61 -2.29 -2.78 [-4.59 ; -0.97]* -3.32[-5.13 ; -1.52]*
Proportion (%) of subjects Estimated odds ratio at week 56 [95% CI]
achieving the target at week 56
HbA|. <6.5%, % 53 66 20 4.39[3.15; 6.12]* 8.99 [6.36 ; 12.72]*
HbA. < 7.0%°, % 69 78 36 4.16 [3.02; 5.74]* 7.92 [5.59; 11.22]*
HbA,, < 7.0% without severe or 63 74 27 4.84[3.51; 6.68]* 9.52[6.75; 13.43]*
BG confirmed symptomatic
hypoglycaemia and without
weight gain, %

Notes: Data are based on FAS. Data collected after subjects initiate rescue medication or prematurely discontinue
treatment are treated as missing (see trial 3626 [M 5.3.5.1], EOT Tables 14.2.234 to 14.2.239 for overview of missing
HbA, and body weight data for the 3 observation periods in-trial, on-treatment and on-treatment without rescue
medication); *primary endpoint; "confirmatory secondary endpoint; “key supportive secondary endpoint; superiority
was confirmed; *p < 0.05.

Abbreviations: BG: blood glucose; BP: blood pressure; CI: confidence interval; FAS: full analysis set; FPG, fasting
plasma glucose; Sema: semaglutide; Sita: sitagliptin.
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+&2.7.3.27 WEREDMAER (3627 FHER)
Semaglutide  Semaglutide Placebo Total
0.5 mg 1.0 mg

Full analysis set (number of subjects) 132 131 133 396
Premature treatment discontinuation (%) 10.6 12.2 9.8 10.9

Pregnancy (%) 0.8 0.0 0.0 0.3

Protocol violation (in- or exclusion criteria) (%) 0.8 0.0 1.5 0.8

Gastrointestinal adverse events (%) 1.5 3.8 0.0 1.8

Pancreatitis (%) 0.8 0.0 0.0 0.3

Other adverse events (%) 23 3.8 0.8 2.3

Other reasons (%) 4.5 4.6 7.5 5.6

Withdrawals in relation to or after treatment discontinuation (%) 3.0 3.0 53 3.8

Withdrawing after treatment completion (%) 0.8 0.8 0.0 0.5
Completed trial (%) 96.2 96.2 94.7 95.7
Completed treatment (%) 89.4 87.8 90.2 89.1
Completed treatment without rescue medication (%) 87.1 87.0 75.9 83.3
Completed treatment with rescue medication (%) 23 0.8 14.3 5.8

Notes: Withdrawals in relation to or after premature treatment discontinuation and included withdrawal by subject, lost
to follow-up and missing follow-up information; completed trial includes subjects with a follow-up visit.

% 2.7.3.2-8 R—R54 0O ANOHFEF4EHE (3627 FHER)

Total
Sex, men / women (%) 56 /44
Age (years [min-max]) 58.8 (19-86)
Race, White / Black or African American / Asian (%) 78/5/17
Ethnicity, Hispanic or Latino / not Hispanic or Latino (%) 12 /88

HbA,, (% [min-max])

Diabetes duration (years [min-max])

Body weight (kg [min-max])

Body mass index (kg/m® [min-max])

¢GFR (modification of diet in renal disease, mL/min/1.73 m? [min-max])

Normal renal function eGFR >90 (number of subjects [%])
Mild renal impairment eGFR 60—<90 (number of subjects [%])

Moderate renal impairment eGFR 30—<60 (number of subjects [%])

8.37 (6.80-11.10)
13.32 (0.44-39.58)
91.70 (47.50-165.6)
32.18 (19.48-51.64)
91.30 (36.00-187.0)
201 (50.8)

160 (40.4)
35(8.8)

Notes: Data are based on FAS. Data for age, HbA ., diabetes duration, body weight, body mass index and eGFR are

presented as means.

Abbreviations: eGFR: estimated glomerular filtration rate; FAS: full analysis set.
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#* 27329 #5#% 30 BDHEX

tDFER (3627 FHER)

Parameter Sema Sema PBO Sema 0.5 mg vs PBO Sema 1.0 mg vs PBO

0.5 mg 1.0 mg

(n=132) (@=131) (n=133)

Estimated change from baseline Estimated treatment difference at week 30 [95% CI]

at week 30
HbA,*, %-points -1.45 -1.85 -0.09 -1.35[-1.61 ; -1.10]** -1.75 [-2.01 ; -1.50]**
Body weight®, kg -3.67 -6.42 -1.36 -2.31[-3.33;-1.29]** -5.06 [-6.08 ; -4.04]**°
FPG®, mmol/L -1.62 -2.35 -0.47 -1.14 [-1.75 ; -0.54]* -1.88 [-2.48 ; -1.28]*
(mg/dL) (-29.14)  (-42.38)  (-8.51) (-20.62 [-31.45 ; -9.807%) (-33.87 [-44.69 ; -23.06]%)
7-point self-measured plasma -2.52 -3.04 -0.76 -1.76 [-2.32 ; -1.19]* -2.28 [-2.84 ; -1.72]*
glucose mean, mmol/L (-45.42)  (-54.81)  (-13.77) | (-31.65[-41.81;-21.48]%) (-41.04 [-51.16 ; -30.91]%)
(mg/dL)
7-point self-measured plasma -0.83 -1.18 -0.17 -0.66 [-1.10 ; -0.237* -1.01 [-1.44 ; -0.58]*
glucose increment, mmol/L (-15.01) (-21.25)  (-3.10) (-11.92 [-19.75 ; -4.081%) (-18.16 [-25.93 ; -10.38]%)
(mg/dL)
Diastolic BP, mmHg -1.84 -1.50 -2.17 0.33[-1.80; 2.45] 0.66 [-1.47 ; 2.80]
Systolic BP®, mmHg -4.29 -7.27 -0.99 -3.31[-6.92; 0.31] -6.29 [-9.91 ; -2.66]*
Proportion (%) of subjects Estimated odds ratio at week 30 [95% CI]

achieving the target at week 30
HbA, <6.5%°, % 41 61 5 15.61[6.47 ; 37.64]* 35.84 [14.72 ; 87.27]*
HbA, <7.0%°, % 61 79 11 14.68 [7.43 ; 29.02]* 34.28 [16.59 ; 70.83]*
HbA,, <7.0% without severe or 54 67 7 17.90 [8.26 ; 38.78]* 29.93 [13.65; 65.61]*
BG confirmed symptomatic
hypoglycaemia and without
weight gain, %

Notes: Data are based on FAS. Data collected after subjects initiate rescue medication or prematurely discontinue
treatment are treated as missing (see trial 3627 [M 5.3.5.1], EOT Tables 14.2.214 to 14.2.219 for overview of missing
HbA, and body weight data for the 3 observation periods in-trial, on-treatment and on-treatment without rescue
medication); *primary endpoint; "confirmatory secondary endpoint; “key supportive secondary endpoint; superiority
was confirmed; *p < 0.05.

Abbreviations: BG: blood glucose; BP: blood pressure; CI: confidence interval; FAS: full analysis set; FPG, fasting
plasma glucose; PBO: placebo; Sema: semaglutide.



Module 2.7.3

47 of 149

5% 30 BMIZEB T, A RAY UEEREITE-ZAF R 0.5 mg BEADY 1.0 mg BEOWTHIZIBNT
b7 T RAREEL R L CHEICEA L (3627 &R (Module 5.3.5.1) . EOT Table 14.2.206) . £7z,
B 5% 30 O DTSQ £IEHHIZHOWTC, TRTOERERTUENRD bz, 1HEEMEEDORA T X
TIERFLHBR L T AF RIHABHETAEICELS, 77 8AHE O EDOHEMITE~ 7L
F K 0.5 mg BET 1.48 (95%(E#HIXMH : 0.14;2.82) . B~ Z/LF N 1.0 mg BFT 2.22 (95%(EHIXH :
0.87; 3.56) Td > 7= [3627 #Bk (Module 5.3.5.1) ., EOT Tablel4.2.188, EOT Figure 14.2.189 ~
14.2.190) ,

BRI, 3627 iR (Module 5.3.5.1) 2o = &,

273214 4092 ER (V425 TFURER, BEMEE)

EE
AARAN 2TBUBERIFABEZ R E Lz, B~ A0F FOBE 1 ERELKPT X7 ) 7Fo0 1 1 EES
O BREIEZ B 1T D 24 e OE 20 O Heis kst

B#Y

FEHOIL., BAAN 2 BBRBREZ S E LT, B~ ZLF K (0.5 mg &Y 1.0 mg) D 1 [H#
B (FARE) KO H 7 ) FFr (100 mg) @ 1 B 1EES (BAEE) o 30 B 02242
Bttt 52 & Thotz, BIREBANL, &E5#% 30 HombE= > bo—/L, KERED OFE K OHERE,
ROCIZAHNMECET 2 Z2OMDNRT A =2 IIxT o8~ 7 VTF ROYRE, 27 ) TF L
Bttt ThoTm,

HETH A U RUIREEE
AGAER T HKAZﬂﬁ RMABRE XIS E Ui, BAEAEI 1), FEEM. WATAE, FEEM, 1 »
EH (AAR) | Zhik, 3ERABRThH-o7-, KBBRIXZ., A7V —=" 7 ¥, 8 FM D wash-out HIH (&

W%E®F%D% ﬁﬁ K DHMBEE L ZIT TV D) 2l 3R 1) SUx 2 HEoZ 27 Y
—= U W GEIREMED TR - EERIEDOLEZZIT TS Al THEBRE ICEA) | EIESH
DAHT SRR 30 WF O 5 HIM L O 5 HEOEEFER DS Tz, G 308 Bl O#ER
FN, B ZF R (05mg L 1.0 mg) OB 1[G LT #7 Y 7FF 2 (100 mg) 1 H 1 [A#E
HBOWFhniz, 1:1:1 OFG CTEELEID 1 Sz (HEEEOFEMIC OV T 2.7.3.1.43 )

AERDWERE
4092 HER DOPERE DWNFR L ONR— AT A O N OMatFR R 2 3¢ 2.7.3.2-10 K OVR 2.7.3.2-11 (23
9D,




Module 2.7.3

48 of 149
% 2.7.3.2-10 BEREDMNER (4092 FHER)
Semaglutide  Semaglutide Sitagliptin Total
0.5 mg 1.0 mg
Full analysis set (number of subjects) 103 102 103 308
Premature treatment discontinuation (%) 2.9 14.7 2.9 6.8
Pregnancy (%) 0.0 0.0 0.0 0.0
Protocol violation (in- or exclusion criteria) (%) 0.0 1.0 0.0 0.3
Gastrointestinal adverse events (%) 1.0 9.8 0.0 3.6
Pancreatitis (%) 0.0 0.0 0.0 0.0
Other adverse events (%) 1.9 1.0 1.9 1.6
Other reasons (%) 0.0 2.9 1.0 1.3
Withdrawals in relation to or after treatment discontinuation (%) 0.0 2.9 1.9 1.6
Withdrawing after treatment completion (%) 0.0 0.0 1.0 0.3
Completed trial (%) 100 97.1 98.1 98.4
Completed treatment (%) 97.1 85.3 97.1 93.2
Completed treatment without rescue medication (%) 96.1 85.3 92.2 91.2
Completed treatment with rescue medication (%) 1.0 0.0 4.9 1.9

Notes: Withdrawals in relation to or after premature treatment discontinuation and included withdrawal by subject and
missing follow-up information; completed trial includes subjects with a follow-up visit.

% 2.7.3.2-11 R—R54 O ANOHFEF4EHE (4092 SHAER)

Total
Sex, men / women (%) 76 /24
Age (years [min-max]) 58.3 (22-83)
Race, White / Black or African American / Asian (%) 0/0/100
Ethnicity, Hispanic or Latino / not Hispanic or Latino (%) 0/100
HbA,, (% [min-max]) 8.15 (6.70-11.20)
Diabetes duration (years [min-max]) 7.97 (0.15-41.89)
Body weight (kg [min-max]) 69.34 (39.10-129.4)
Body mass index (kg/m® [min-max]) 25.43 (17.15-42.89)
¢GFR (modification of diet in renal disease, mL/min/1.73 m? [min-max]) 99.28 (60.00-178.0)
Normal renal function eGFR >90 (number of subjects [%]) 202 (65.6)
Mild renal impairment eGFR 60—<90 (number of subjects [%]) 106 ( 34.4)

Notes: Data are based on FAS. Data for age, HbA ., diabetes duration, body weight, body mass index and eGFR are
presented as means.
Abbreviation: eGFR: estimated glomerular filtration rate; FAS: full analysis set.
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+*2.7.3.2-12 BOMEOHENEA VA —IT U FRA 2 FOFER (4092 HER)
Parameter Sema Sema Sita Sema 0.5 mg vs Sita Sema 1.0 mg vs Sita

0.5 mg 1.0 mg

(n=103) (@=102) (n=103)

Estimated change from baseline Estimated treatment difference at week 30 [95% CI]

at week 30

HbA,*, %-points -1.87 -2.18 -0.74 -1.13 [-1.32; -0.94]* -1.44 [-1.63 ; -1.24]*
Body weight®, kg -2.21 -3.87 0.02 -2.22[-3.02 ; -1.42]* -3.88 [-4.70 ; -3.07]*
FPG?®, mmol/L -2.81 -3.33 -1.34 -1.47 [-1.78 ; -1.16]* -1.99 [-2.30 ; -1.67]*
(mg/dL) (-50.72)  (-60.01)  (-24.18) | (-26.54[-32.13;-20.96]*) (-35.83 [-41.53 ; -30.13]%)
7-point self-measured plasma -3.60 -4.18 -1.94 -1.66 [-2.09 ; -1.23]* -2.24 [-2.68 ; -1.80]*
glucose mean, mmol/L (-64.86)  (-75.34) (-3497) | (-29.89 [-37.58;-22.20]%) (-40.37 [-48.24 ; -32.50]%)
(mg/dL)
7-point self-measured plasma -1.85 -2.51 -1.07 -0.78 [-1.27 ; -0.29]* -1.44 [-1.95 ; -0.94]*
glucose increment, mmol/L (-33.35)  (-45.32) (-19.29) (-14.06 [-22.91 ; -5.207%) (-26.03 [-35.14 ; -16.92]%)
(mg/dL)
Diastolic BP?, mmHg -1.48 -3.59 -1.61 0.12[-1.97 ; 2.21] -1.99 [-4.13 ; 0.16]
Systolic BP?, mmHg -5.32 -8.78 -2.77 -2.54 [-5.64 ; 0.55] -6.01[-9.16 ; -2.85]*

HbA, <6.5%", %
HbA, <7.0%°, %

HbA,. <7.0% without severe or
BG confirmed symptomatic
hypoglycaemia and without
weight gain, %

Proportion (%) of subjects
achieving the target at week 30

71 87 16
84 95 35
72 84 18

Estimated odds ratio at week 30 [95% CI]

18.70 [8.73 ; 40.04]*
16.53[7.39 ; 36.99]*
14.78 [7.15 ; 30.58]*

45.19 [19.36 ; 105.47]*
43.66 [15.67 ; 121.62]*
28.43 [12.93 ; 62.54]*

Notes: Data are based on FAS. Data collected after subjects initiate rescue medication or prematurely discontinue
treatment are treated as missing (see trial 4092 [M 5.3.5.1], EOT Tables 14.2.232 to 14.2.234 and 14.2.67 to 14.2.69 for
overview of missing HbA . and body weight data for the 3 observation periods in-trial, on-treatment and on-treatment
without rescue medication); “key supportive secondary efficacy endpoint; *p < 0.05.
Abbreviations: BG: blood glucose; BP: blood pressure; CI: confidence interval; FAS: full analysis set; FPG, fasting
plasma glucose; Sema: semaglutide; Sita: sitagliptin.
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% 2.7.3.2-13 HEREDMWER (4091 FHER)
Semaglutide  Semaglutide Additional Total
0.5 mg 1.0 mg OAD

Full analysis set (number of subjects) 239 241 120 600

Premature treatment discontinuation (%) 6.3 14.1 5.8 9.3

Pregnancy (%) 0.0 0.0 0.0 0.0

Protocol violation (in- or exclusion criteria) (%) 0.0 0.0 0.0 0.0

Gastrointestinal adverse events (%) 2.9 7.5 0.0 4.2

Pancreatitis (%) 0.0 0.0 0.0 0.0

Other adverse events (%) 2.9 33 33 32

Other reasons (%) 0.4 33 2.5 2.0

Withdrawals in relation to or after treatment discontinuation (%) 2.5 4.1 4.1 3.5

Withdrawing after treatment completion (%) 0.0 0.0 0.8 0.2
Completed trial (%) 97.5 95.9 95.0 96.3
Completed treatment (%) 93.7 85.9 94.2 90.7
Completed treatment without rescue medication (%) 93.7 85.9 88.3 89.5

Completed treatment with rescue medication (%) 0.0 0.0 5.8 1.2

Notes: Withdrawals in relation to or after premature treatment discontinuation and included withdrawal by subject,
death and missing follow-up information; completed trial includes subjects with a follow-up visit.
Abbreviation: OAD: oral antidiabetic drug.
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+®2732-14  R=R54 0OAOFFFHRE (4091 HER)
Total

Sex, men / women (%) 71.5/28.5
Age (years [min-max]) 58.5 (26-83)
Race, White / Black or African American / Asian (%) 0/0/100
Ethnicity, Hispanic or Latino / not Hispanic or Latino (%) 0/100
HbA,. (% [min-max]) 8.09 (6.70-13.10)
Diabetes duration (years [min-max]) 8.85(0.13-41.71)
Body weight (kg [min-max]) 71.53 (39.50-142.0)
Body mass index (kg/m® [min-max]) 26.41 (16.31-53.47)
¢GFR (modification of diet in renal disease, mL/min/1.73 m® [min-max]) 101.6 (44.00-210.0)
Normal renal function eGFR >90 (number of subjects [%]) 412 (68.7)
Mild renal impairment eGFR 60—<90 (number of subjects [%]) 176 (29.3)
Moderate renal impairment eGFR 30—<60 (number of subjects [%)]) 12 (2.0)

Notes: Data are based on FAS. Data for age, HbA ., diabetes duration, body weight, body mass index and eGFR are
presented as means.
Abbreviations: eGFR: estimated glomerular filtration rate; FAS: full analysis set.
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#£2732-15 HYIMOWMRMEHLFTY—I U FRAS 2 FOFER (4091 HER)
Parameter Sema Sema  Additional Sema 0.5 mg vs Sema 1.0 mg vs

0.5 mg 1.0 mg OAD Additional OAD Additional OAD

(n=239) (n=241) (n=120)

Estimated change from baseline at Estimated treatment difference at week 56 [95% CI]

week 56
HbA,*, %-points -1.74 -2.03 -0.67 -1.08 [-1.24 ; -0.917]* -1.37[-1.53 ; -1.20]*
Body weight®, kg -1.43 -3.18 0.41 -1.84[-2.67 ; -1.01]* -3.59[-4.43 ; -2.75]*
FPG?®, mmol/L -2.35 -2.72 -0.69 -1.66 [-1.94 ; -1.38]* -2.03 [-2.32; -1.75]*
(mg/dL) (-42.30)  (-49.02) (-12.39) | (-29.91 [-35.02 ; -24.79]%) (-36.63 [-41.79 ; -31.46]%)
7-point self-measured plasma -3.28 -3.72 -1.68 -1.60 [-2.01 ; -1.19]* -2.03 [-2.44 ; -1.62]*
glucose mean, mmol/L (-59.17)  (-66.98) (-30.36) | (-28.81 [-36.15; -21.47]%) (-36.63 [-44.00 ; -29.25]%)
(mg/dL)
7-point self-measured plasma -1.29 -1.53 -0.84 -0.44 [-0.88 ; -0.017* -0.68 [-1.12; -0.25]*
glucose increment, mmol/L (-23.21) (-27.52) (-15.21) (-8.00 [-15.81; -0.197%) (-12.32 [-20.17 ; -4.46]%)
(mg/dL)
Diastolic BP?, mmHg -0.76 -1.02 -0.56 -0.20 [-1.88 ; 1.48] -0.46 [-2.16 ; 1.23]
Systolic BP?, mmHg -1.95 -3.70 0.17 -2.12 [-4.81; 0.57] -3.87[-6.59 ; -1.15]*
Proportion (%) of subjects Estimated odds ratio at week 56 [95% CI]
achieving the target at week 56

HbA, <6.5%", % 71 80 15 17.76 [9.64 ; 32.72]* 35.76 [18.66 ; 68.50]*
HbA, <7.0%", % 84 91 42 9.42[5.39; 16.46]* 23.06 [11.99 ; 44.36]*
HbA,, < 7.0% without severe or 62 74 20 7.63 [4.40 ; 13.25]* 15.79 [8.84 ; 28.21]*
BG confirmed symptomatic
hypoglycaemia and without
weight gain, %

Notes: Data are based on FAS. Data collected after subjects initiate rescue medication or prematurely discontinue
treatment are treated as missing (see trial 4091 [M 5.3.5.1], EOT Tables 14.2.59 to 14.2.61 and 14.2.117 to 14.2.119 for
overview of missing HbA 1c and body weight data for the 3 observation periods in-trial, on-treatment and on-treatment
without rescue medication); “key supportive secondary efficacy endpoint; *p < 0.05.

Abbreviations: BG: blood glucose; BP: blood pressure; CI: confidence interval; FAS: full analysis set; FPG, fasting
plasma glucose; OAD: oral antidiabetic drug; Sema: semaglutide.

BB FE A X, 4091 3Bk (Module 5.3.5.1) ZZ&WoD = &,

273216 SUSTAIN 6 : 3744 HER (T 5 EARXE. LDIET 2 ~H LKER)

]
2 BPEIREFE 2R L LT, B~ AF FOLMERKOZOMOR T 7~ 71 2250 TEuBHE
Ao, BEIERG BEREI0 S, CEER, 7 BRI ZEEE, SR



Module 2.7.3

55 of 149

S]]

EEHMZ, 2 BBERFEEEGRE L, YT BR R L T~ VT RORGIZL VR TSR
VLILE Y A7 DEIIN AR ONRNT EEGET H Z & Thoto, RIRIAMIL, LIIE A <> R
A7 N 2 BBEIRI R xR L LT, FEREICE~Y 74T R 0.5 mg KOV 1.0 mg O 1 [E1#5)
ZEMLE EEORMNARLEMEROEINEEZ 77 8RB L GHET 2 Z & ThoTe,

HEBRTYA U RUEEEE

ARERERIL, OIMEA X MU A7 REW 2 BPERFEE 225G L Lie, BHI%E., Sk, ZEEE.
BEREIO T, ZEER, WATE., 77 AR Ch o7, KRBT 2 BEOR 7V —=7
WM, MEMEAEND AHTOkEE. 104 B OIRBRIEOE G L O 5 HE OFERA IR cER Iz, §
3297 BIOWERE D, B~ F F05mg, B~ /LF K1.0mg, E~ZLF R05mg 77 BRTt
~JNF R 1.0mg 778AREHE | BEGTIHEONTINT 1:1:1:1 OFIE TEELE Y (1 ST
(HEMHE ORI OV TIE 273143 THBW) . 774~ —=x 2 RKRA Vv hOfFTICiZE~ 7 VT
RFEEEL O T 7 v RIFATEOT — 2 BNAW LN, BT v 2 ) —xz > RRA > b O
X778 ROFEREDT — 2 e~ 7T REHER L ST,

AERDWERE
3744 FRER OYERFE DRI OR— R T A > O N OFEEHFRIREZ R 2.7.3.2-16 L TOVE 2.7.3.2-17 |3
9D,




Module 2.7.3

56 of 149
% 2.7.3.2-16 EREDMWER (3744 FHER)
Semaglutide Semaglutide Placebo Placebo Total
0.5 mg 1.0 mg 0.5 mg 1.0 mg
Full analysis set (number of subjects) 826 822 824 825 3297
Premature treatment discontinuation (%) 19.9 22.6 18.3 19.3 20.0
Gastrointestinal tolerability (%) 5.7 9.4 1.2 1.0 43
Withdrawal of informed consent (%) 0.1 0.1 0.1 0.1 0.1
Adverse events other than related to 6.2 5.0 4.6 6.7 5.6
gastrointestinal tolerability (%)
Introduction of disallowed medication 0.4 0.4 1.0 1.0 0.7
Suspicion of placebo (without disallowed 0.4 0.4 1.8 1.2 0.9
medication) (%)
Randomised in error (%) 1.5 1.6 1.9 0.7 1.4
Resistance to injections (%) 0.2 0.0 0.2 0.0 0.1
Trial fatigue (%) 0.6 0.6 1.8 1.3 1.1
Other reasons (%) 4.8 5.2 5.6 7.3 5.7
Withdrawals (%) 0.2 0.6 0.5 0.5 0.5
Subjects lost to follow-up 1.5 0.7 1.9 1.9 1.5
Completed trial (%) 98.3 98.7 97.6 97.6 98.0
Completed treatment (%) 80.1 77.3 81.7 80.7 80.0

Notes: Withdrawals in relation to or after treatment discontinuation and included informed consent; completed trial
includes subjects who died during the trial and subjects who attended visit 26.
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+®2732-17 R—=R54 O ADOFFFHRE (3744 HER)

Total
Sex, men / women (%) 61/39
Age (years [min-max]) 64.6 (50-89)
Race, White / Black or African American / Asian (%) 83/7/8
Ethnicity, Hispanic or Latino / not Hispanic or Latino (%) 15.5/84.5
HbA,. (% [min-max]) 8.70 (5.90-17.90)
Diabetes duration (years [min-max]) 13.89 (0.03-53.92)
Body weight (kg [min-max]) 92.09 (40.70-216.82)
Body mass index (kg/m® [min-max]) 32.80 (17.63-77.66)
¢GFR (modification of diet in renal disease, mL/min/1.73 m? [min-max]) 76.13 (8.00-198.00)
Normal renal function eGFR >90 (number of subjects [%]) 990 (30.0)
Mild renal impairment eGFR 60—<90 (number of subjects [%]) 1368 (41.5)
Moderate renal impairment eGFR 30—<60 (number of subjects [%]) 832 (25.2)
Severe renal impairment eGFR 15—<30 (number of subjects [%]) 95(2.9)
End stage renal impairment eGFR <15 (number of subjects [%]) 12 (0.4)

Notes: Data are based on FAS. Data for age, HbA |, diabetes duration, body weight, body mass index and eGFR are
presented as means.
Abbreviations: eGFR: estimated glomerular filtration rate; FAS: full analysis set.
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% 2.7.3.2-18 ') —IT 2 FiRA > b (3744 KER)
Parameter Sema Sema PBO PBO Sema 0.5 mg vs Sema 1.0 mg vs

0.5 mg 1.0 mg 0.5 mg 1.0 mg PBO 0.5 mg PBO 1.0 mg

(n=826) (n=822) (n=824) (n=825)

Estimated change from baseline at week 104 | Estimated treatment difference at week 104 [95% CI]
HbA,, %-point -1.09 -1.41 -0.44 -0.36 -0.66 [-0.80 ; -0.52]* -1.05[-1.19; -0.917]*
FPG, mmol/L -1.75 -2.11 -1.02 -0.88 -0.72 [-1.06 ; -0.38]* -1.22 [-1.56 ; -0.88]*
(mg/dL) (-31.45)  (-37.95) (-18.40)  (-15.92) | (-13.05[-19.17 ;- 6.94]*) (-22.03 [-28.15;-15.91]%)
Diastolic BP, mmHg -1.37 -1.57 -1.42 -1.71 0.04 [-0.83; 0.92] 0.14 [-0.74 ; 1.03]
Systolic BP, mmHg -3.44 -5.37 -2.17 -2.78 -1.27[-2.77 ; 0.23] -2.59 [-4.09 ; -1.08]*

Notes: Data are based on FAS using the in-trial observation period; *p < 0.05.
Abbreviations: CI, confidence interval; FAS: full analysis set; FPG, fasting plasma glucose; BP: blood pressure, PBO:
placebo; Sema, semaglutide.

# 2.7.3.2-19 FLHENEORIM LA F ) —T Y FRA U+ (3744 HER)

Parameter Sema 0.5 mg Sema 1.0 mg PBO Sema 0.5 mg vs PBO Sema 1.0 mg vs PBO
(n=826) (n=822) (n=1649)

Estimated change from baseline at week 104 Estimated treatment difference at week 104 [95% CI]

Body weight’, kg 3.57 -4.88 -0.62 .95 [-3.47 ; -2.44]%° 427 [-4.78 5 -3.75]%°

Notes: Data are based on FAS. For overview of body weight data for the 2 observation periods in-trial and on-treatment,
see trial 3744 (M 5.3.5.1), EOT Tables 15.2.572 to 15.2.573; *confirmatory secondary endpoint; *superiority was
confirmed; *p < 0.05.

Abbreviations: CI: confidence interval; FAS: full analysis set; PBO: placebo; Sema: semaglutide.
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% 2.7.3.3-1 % a HRERIZH T HHEBREBFDAR
Trial / Subjects Global trials

3623 3626 3627 4092 4091

Total Total Total Total Total

Sema 0.5 /1.0 mg / PBO

Sema 0.5 mg/ 1.0 mg/ Sita

Sema 0.5 mg/ 1.0 mg/ PBO

Sema 0.5 mg/ 1.0 mg/ Sita

Sema 0.5 mg/ 1.0 mg/ OAD

FAS® 387 1225 396 308 600
128/130/129 409/409/407 132/131/133 103/102/103 239/241/120
Premature treatment 12.1 11.9 10.9 6.8 93
discontinuation (%) 13.3/12.3/10.9 13.0/14.9/7.9 10.6/12.2/9.8 2.9/14.7/2.9 6.3/14.1/5.8
- GIAEs 1.6 42 1.8 3.6 42
2.3/2.3/0.0 4.6/7.6/0.2 1.5/3.8/0.0 1.0/9.8/0.0 2.9/7.5/0.0
- Other AEs 3.1 28 25 1.6 32
3.9/3.12.3 3.4/2.4/2.7 3.0/3.8/0.8 1.9/1.0/1.9 2.9/3.3/3.3
- Protocol violation (in- or 1.8 1.1 0.8 0.3 0.0
exclusion criteria) 3.1/1.5/0.8 1.0/1.0/1.5 0.8/0.0/1.5 0.0/1.0/0.0 0.0/0.0/0.0
- Other reasons 5.7 3.8 5.8 1.3 2.0
3.9/5.4/7.8 3.9/3.9/3.4 5.3/4.6/7.5 0.0/2.9/1.0 0.4/3.3/2.5
Withdrawals (%) 6.7 5.4 3.8 1.6 35
7.0/5.4/7.8 5.6/5.1/5.6 3.0/3.0/5.3 0.0/2.9/1.9 2.5/4.1/4.1
Completed  treatment 9.6 9.1 5.8 1.9 1.2
rescue medication (%) 4.7/3.8/20.2 5.4/2.2/19.7 2.3/0.8/14.3 1.0/0.0/4.9 0.0/0.0/5.8
Completed treatment without 78.3 79.0 83.3 91.2 89.5
rescue medication (%) 82.0/83.8/69.0 81.7/82.9/72.5 87.1/87.0/75.9 96.1/85.3/92.2 93.7/85.9/88.3
Completed treatment (%) 87.9 88.1 89.1 93.2 90.7
86.7/87.7/89.1 87.0/85.1/92.1 89.4/87.8/90.2 97.1/85.3/97.1 93.7/85.9/94.2
Completed trial (%) 925 945 95.7 98.4 96.3
92.2/94.6/90.7 94.4/94.6/94.4 96.2/96.2/94.7 100/97.1/98.1 97.5/95.9/95.0

Note: Withdrawals in relation to or after premature treatment discontinuation include withdrawal by subject, lost to follow-up and missing follow-up information;
completed trial includes subjects with a follow-up visit. *A total of 9 randomised subjects (similarly distributed across trials) were not exposed to trial product and thus
not included in the FAS. Events of pregnancies (<1 per trial) and pancreatitis (<6 per trial) are included under other reasons and other AEs, respectively.
Abbreviations: FAS: full analysis set; PBO: placebo; Sema: semaglutide; Sita: sitagliptin; OAD: oral antidiabetic drug; AE: adverse event; GI: gastrointestinal.
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+* 2.7.3.3-2 EHRRICHE T 5 ANOMEAPHFERVRN—R T4 UH5E
Trial/ Characteristic Global trials Local trials

3623 3626 3627 4092 4091
Sex (%, men/women) 54/ 46 51/ 49 56/ 44 76/ 24 71.5/28.5
Age (years) 53.7 55.1 58.8 58.3 58.5
(min-max) (18-88) (23-83) (19-86) (22-83) (26-83)
Race (%, White/ Black or Afr.Am/ Asian) 64/8/21 68/ 5/25 78/ 5/ 17 0/0/ 100 0/ 0/ 100
Ethnicity (%, Hisp or Lat/ not Hisp or Lat) 30/ 70 17/ 83 12/ 88 0/ 100 0/ 100
HbA. (%) 8.05 8.07 8.37 8.15 8.09
(min-max) (6.40-10.30) (5.90-11.40) (6.80-11.10) (6.70-11.20) (6.70—-13.10)
Diabetes duration (years) 4.18 6.58 13.32 7.97 8.85
(min-max) (0.10-34.50) (0.30-39.20) (0.44-39.58) (0.15-41.89) (0.13-41.71)
Body weight (kg) 91.93 89.48 91.70 69.34 71.53
(min-max) (39.80-185.3) (43.6-167.0 (47.50—-165.6) (39.10-129.4) (39.50—-142.0)
BMI (kg/m®) 32.93 32.46 32.18 25.43 26.41

(min-max)

¢GFR (MDRD, mL/min/1.73 m?)
(min-max)

Normal renal function; eGFR >90 (N (%))

Mild renal impairment; eGFR 60—<90 (N (%))

Moderate renal impairment; eGFR 30—<60 (N (%))

Severe or end-stage  renal
eGFR <30 (N (%))

impairment;

(16.35-71.80)

99.02
(31.00-218.0)

247 (63.8)
121 (31.3)
19 (4.9)

NA

(19.00-56.44)

99.96
(53.00-317.0)

803 (65.6)
418 (34.1)
3(0.2)

NA

(19.48-51.64)

91.30
(36.00-187.0)

201 (50.8)
160 (40.4)
35(8.8)

NA

(17.15-42.89)

99.28
(60.00-178.0)

202 (65.6)
106 (34.4)
NA

NA

(16.31-53.47)

101.6
(44.00-210.0)

412 (68.7)
176 (29.3)
12 (2.0)

NA

Abbreviations: Afr. Am: African American; Hisp or Lat: Hispanic or Latino; BMI: Body mass index; eGFR: estimated
glomerular filtration rate; MDRD: Modification of diet in renal disease; N: Number of subjects; NA: Not applicable.
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#*2.7.3.3-3 % 3a HRERICH T S HEARE

trial/subjects N No treatment Metformin Metformin SU Insulin +/- Other

monotherapy +SU monotherapy OADs

trial 3623 387 99.7% 0% 0% 0% 0% 0.3%
trial 3626 1225 0.1% 94.2% 0.2% 0% 0% 5.6%
trial 3627 396 0% 0% 0% 0% 100% 0%
trial 4092 308 100.0% 0% 0% 0% 0% 0%
trial 4091 600 28.5% 0% 0% 28.3% 0% 43.2%

Notes: Trial 3623 was a monotherapy trial, and the one subject (0.3%) receiving background treatment was randomised
in error. In trial 3626, ‘other’ includes metformin + TZD (5.1%), combination drug (metformin + TZD) (0.1%) and
TZD (0.4%). Two subjects (0.2%) on SU were randomised in error. One (0.1%) subject discontinued metformin before
randomisation. In trial 4091, ‘other’ includes glinide (14.5%), a-GI (14.5%) or TZD (14.2%).

Abbreviations: N: number of subjects; SU: sulfonylurea; OADs: oral anti-diabetic drugs; TZD: thiazolidinedione; a-

GI: a-glucosidase inhibitor
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DEH R T,
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K OENREBROEH o H ) —x 0 RARA b e LTz,

5008 Ja iR T X TIZB W T, B~ AT R 0.5 mg XiZtE~27/vF R 1.0 mg DEHIL, b=
/%m—w@%bwﬁmm&%%%t%bto&@%4L I% HbAlc O LMK T8 b, &
5% 16~23 BIZITR R R LT-, HbAle DIX FIE, HEGHIMEER Bk 56 #R) (27> CTHERF
éﬂt(!zlmJ)oik%@%%i%g%ﬁ%f%é&%z%hko&EﬁTﬁifK\ﬁvﬁw
F K 1.0 mg Tl 1.55~2.18%1% F L HbAlcfEiX 5.97~6.52%IZE LT~ F/=. B~ /LF F 0.5 mg Tl
1.32~1.87%1X F L. HbAlc fiEiiE 6.28~6.92%IZ L7z, HbAlc D_X—R T A b OVEHEbE (HEE
) ORIFHERZX 2.7.3.3-1 12, FHETRIZE TS HbAle DR—RA T A b OVEE{LE (HEE
fill) #[x2.733-21R8F, 5K TRO HbAlcEIZ DWW TIEE 27334 2B = L,

7a—VERBRTCTH D 3623 AERA TN 3627 AER T, HbAle DX FIZH>W TR~ 7 AF Rl &
R (77 'R) 1CxT 2EBESREES N, 3626 RBRTIL, B~ AT RiliHED VX 7Y 7F
NCxHT D IELENREES L, S DICEBMESREES -, 5 DO 3a RBRT X Tick T, &~
T Rl (7788 (3623 HBA O 3627 ER) | &7V 7F L (3626 REREL Y
4092 #ER) K ONBINOR ABERFEIE (4091 38k) ] L H L THREICKE 2 HbAle IR T A2 H72H L
oo BT RIZEDMBEa Y b e — L OWEIL, RSN T X ToOEL ik (EMEE L O

OB RIFE T A A Y > E OO BV TR bz (DFREIEOFEMIZ OV T Section
3273 %2R &) , WA ORI R &2 K 2.7.3.3-4 177,
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Sema: Semaglutide. OAD: Oral anti-diabetic drug.
On-treatment without rescue medication data is presented. Estimates (+/- error bar) are from the mixed model for
repeated measurements with treatment, trial-specific stratification and country (global trials) as fixed factors and

baseline HbA . as covariate, all nested within visit and adjusted according to observed baseline distribution. Error bars

are +/- 1*SEM.
2.7.3.3-1
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3623 3626 3627
30 weeks 56 weeks 30 weeks
Baseline Baseline Baseline
HbA1c (%) HbA1c (%) HbA1c (%)
8.05 8.07 8.37
Sema  Sema Sema  Sema Sema  Sema

05mg 10mg FBO
P S E— N—

————

0.0 1 =

-0.02
-0.5

-0.55
-1.04
-1.32
-1.45
-1.55
-1.61

05mg 1.0mg  Sita

-1.54

-2.0

HbATc (%-point) - change from baseline

-2.5-

05mg 10mg FBO

-0.09
-1.45
-1.85
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4092 4091
30 weeks 56 weeks
Baseline Baseline
HbA1c (%) HbA1c (%)
8.15 8.09
Sema  Sema Sema  Sema

05mg 1.0mg  Sita 05mg 10mg OAD

N W W W—
I -0.67
-0.74
-1.74
-1.87
-2.03
-2.18

Sema: Semaglutide. PBO: placebo. Sita: Sitagliptin. OAD: Oral anti-diabetic drug.

On-treatment without rescue medication data is presented. Estimates are from the mixed model for repeated
measurements with treatment, trial-specific stratification and country (global trials) as fixed factors and baseline HbA,,
as covariate, all nested within visit and adjusted according to observed baseline distribution.

2.7.3.3-2
(% 3a fHEAER)

HbAlc DR—X S A4 UMb DFEHELLE (%)

(EEMB) —HEBIT—HI57



Module 2.7.3

67 of 149
% 27.3.34 R—XZAUNLEERTHETOD HOAIc DELLE (%) DOIFEHEMT
FAS N Estimate SE 95% CI p-value
HbAlc (%)
Trials with HbA;. as the primary endpoint
Trial 3623 vs Placebo (Mono)
Mean at visit 10 (week 30)
Sema 0.5 mg 128 102 6.60 0.10
Sema 1.0 mg 130 104 6.50 0.10
Placebo 129 84 8.03 0.10
Change from baseline at visit 10 (week 30)
Sema 0.5 mg 128 102 -1.45 0.10
Sema 1.0 mg 130 104 -1.55 0.10
Placebo 129 84 -0.02 0.10
Treatment difference at visit 10 (week 30)
Sema 0.5 mg - Placebo -1.43 -1.71 ; -1.15] <.0001
Sema 1.0 mg - Placebo -1.53 -1.81 ; -1.25] <.0001
Trial 3626 vs Sita (OADs)
Mean at visit 13 (week 56)
Sema 0.5 mg 409 328 6.76 0.05
Sema 1.0 mg 409 331 6.46 0.05
Sitagliptin 407 285 7.53 0.05
Change from baseline at visit 13 (week 56)
Sema 0.5 mg 409 328 -1.32 0.05
Sema 1.0 mg 409 331 -1.61 0.05
Sitagliptin 407 285 -0.55 0.05
Treatment difference at visit 13 (week 56)
Sema 0.5 mg - Sitagliptin -0.77 -0.92 ; -0.62] <.0001
Sema 1.0 mg - Sitagliptin -1.06 -1.21 ; -0.91] <.0001
Trial 3627 vs Placebo (Insulin)
Mean at visit 16 (week 30)
Sema 0.5 mg 132 111 6.92 0.09
Sema 1.0 mg 131 108 6.52 0.09
Placebo 133 94 8.27 0.09
Change from baseline at visit 16 (week 30)
Sema 0.5 mg 132 111 -1.45 0.09
Sema 1.0 mg 131 108 -1.85 0.09
Placebo 133 94 -0.09 0.09
Treatment difference at visit 16 (week 30)
Sema 0.5 mg - Placebo -1.35 -1.61 ; -1.10] <.0001
Sema 1.0 mg - Placebo -1.75 -2.01 ; -1.50] <.0001
Abbreviations: CI: Confidence interval; Mono: monotherapy; Semaglutide; Sitagliptin:

Sitagliptin; OADs: oral antidiabetics; JP: Japan;
On-treatment without rescue medication data is presented. Estimates are from the mixed model for
trial-specific stratification and country (global trials) as

repeated measurements with treatment,

fixed factors and baseline HbA;. as covariate,

according to observed baseline distribution.

all nested within visit.

Mean estimates are adjusted
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& 27334 R=AFA UM RERTHRETOHD HPAIc DELLE (%) DFFEHEHR (FE)

FAS N Estimate SE 95% CI p-value

HbAlc (%)

Trials with HbA,;. as a secondary endpoint
Trial 4092 vs Sita (Mono), JP
Mean at visit 12 (week 30)

Sema 0.5 mg 103 98 6.28 0.07
Sema 1.0 mg 102 87 5.97 0.07
Sitagliptin 103 95 7.41 0.07

Change from baseline at visit 12 (week 30)

Sema 0.5 mg 103 98 -1.87 0.07
Sema 1.0 mg 102 87 -2.18 0.07
Sitagliptin 103 95 -0.74 0.07

Treatment difference at visit 12 (week 30)
Sema 0.5 mg - Sitagliptin -1.13 [-1.32 ; -0.94] <.0001
Sema 1.0 mg - Sitagliptin -1.44 [-1.63 ; -1.24] <.0001

Trial 4091 vs OAD (OAD), JP
Mean at visit 18 (week 56)

Sema 0.5 mg 239 220 6.35 0.05
Sema 1.0 mg 241 204 6.06 0.05
Additional OAD 120 106 7.43 0.07

Change-from-baseline at visit 18 (week 56)

Sema 0.5 mg 239 220 -1.74 0.05
Sema 1.0 mg 241 204 -2.03 0.05
Additional OAD 120 106 -0.67 0.07

Treatment difference at visit 18 (week 56)
Sema 0.5 mg - Additional OAD -1.08 [-1.24 ; -0.91] <.0001
Sema 1.0 mg - Additional OAD -1.37 [-1.53 ; -1.20] <.0001

Abbreviations: CI: Confidence interval; Mono: monotherapy; Sema: Semaglutide; Sitagliptin:
Sitagliptin; OADs: oral antidiabetics; JP: Japan;

On-treatment without rescue medication data is presented. Estimates are from the mixed model for
repeated measurements with treatment, trial-specific stratification and country (global trials) as
fixed factors and baseline HbA;. as covariate, all nested within visit. Mean estimates are adjusted
according to observed baseline distribution.

HbAlc D=2 T A b DEBEORESMEEDO 7 vy ME, T X TORBIZIB W THERE O
KREK N~ 7 LF RICLY HbAle NMETFTL7ZZ &R LTWS, WFhoRRICBWTHE~ /L
F RO i3 REE O #iAR 6 L AN TREIL TR Y, T XTORMBRT—H L T, HbAlc MK
T L72WRE OBIG I R L I L Ce~ 7V F R CTED -2 ((F8£2.7.3.6.2, [X2.7.3.6.2.19)

R AT
WTFNORBRIZBWN TS, Mfﬁﬁ®%%mkmmMK;éiﬁ%ﬁﬁ%%%hk%%%i%bfm
7o 77— VBT, M=y he— LT 2 EMEICE T A~ 7T il EO %R %Kﬂ

T HERMERTRD B &) Rl #«fwufﬂﬁfﬂﬁf@ﬁ%@%m1ﬂ%%nt_
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% 27335 HbA1c — B R DEBRRIEREE~NDSRL

Trial Sensitivity analyses and missing data assessments
3623 Trial 3623 (Module 5.3.5.1), Section 11.1.2

3626 Trial 3626 (Module 5.3.5.1), Section 11.1.2

3627 Trial 3627 (Module 5.3.5.1), Section 11.1.2

4092 Trial 4092 (Module 5.3.5.1), Section 11.2.1.2

4091 Trial 4091 (Module 5.3.5.1), Section 11.2.1.2

I TILF FOMRIZHT HR—X T4 2~ HbAIc [EDFE

{2 DFERIZIBNTN—=R T A D HbAle DFEMEITRGFHEM TR TH o 7223, BRI T 3623
RERTD 8.1%0 5 3627 R TD 84%FE T1EVRAHIL (£ 2.7.3.3-2) | iR 5 2 BIFE R EH
NRERIZEO O &ML TV,

NR—=2F A4 O HbAlcERFEWIEE, B~ 7T RIZL D HbAle DIR T OREITRE D o7, 2
BROTXTOR—=2F A D HbAlec X3 ZBE LT, 7T R TEGFHIE L g L T~ 7 LF RiZ
BWTEYKRE72 HbAle DI IR b (fHEk 2.7.3.62, £ 2.7.3.6.2.13 LUk 2.7.3.6.2,
2.73.62.14~[% 2.73.62.18) , ¥ X7 U TFr (3626 RERL TN 4092 iABR) LHBL T, "—RT A~
@ HbAlc EREL 2B~ 7 /LF RO HbAle DK TFRIVRITKEN-72 (T8 27362, £
2.73.62.13) . &KL LT, T XTCOR—=RZAF 42D HbAlc K3Zi@E LT, E~7 1T FMEHE (05
mg) CHEL TE~7F REHE (1.0 mg) TLY KE7 HbAlc DI FARD BT, A DO ER
DT T 7 28k 2.73.62, [X2.73.62.14~[%2.73.6218 277, £z, _X—RAFA D HbAlc X453
EDN—=AT A UMD DELEZ AR 2.7.3.62, & 2.7.3.623~3 2.73.62.712, X—ZX T A N HDOE
b ER—=2 T A MEOHAN %K 6.2.8~6.2.12 12, FMTHE R 423 6.2.13 1R,

IR — SO BRIEHTICB W T H ., HbAle DR—R T A b DEfLEA~DR—ZF A > HbAlc D
WENWRI N, N—AT A O HbAle WEWIEE HbAle DELEN LV K&, ZORER, &~
TNTF RIgEEE ROV KX < 72 - 72 [Global modelling report (Module 5.3.3.5) , Figure 9A &[]

I OILF RS O—NIILEETOS S LIZEITSH HbAlc DELE

T NVTF RO — AR T e 7T MIEENDSTXTOH 3a FHRBRIZIW T, *FHIREE & bk
LTCE~ZAT R0S5mg kOt~ 7T K 1.0mg DWTIUTB W THHEIZKE 72 HbAle DK R A
Sz (%2.7.3.3-3) ,
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ETD [95% CI]

3623 vs Placebo (Mono) !

Sema 0.5 mg - Placebo ———— -1.43[-1.71; -1.15]

Sema 1.0 mg - Placebo F—e— -1.53[-1.81; -1.25]
3626 vs Sita (OADs) 1

Sema 0.5 mg - Sitagliptin F—e— -0.77[-0.92; -0.62]

Sema 1.0 mg - Sitagliptin —e— -1.06[-1.21; -0.91]
3624 vs Exe ER (OADs) |

Sema 1.0 mg - Exenatide ER e -0.62[-0.80 ; -0.44]
3625 vs |Glar (OADs) 1

Sema 0.5 mg - Insulin Glargine f—— -0.38[-0.52; -0.24]

Sema 1.0 mg - Insulin Glargine [ | -0.81[-0.96 ; -0.67]
3627 vs Placebo (Insulin) |

Sema 0.5 mg - Placebo f—eo— -1.35[-1.61; -1.10]

Sema 1.0 mg - Placebo e -1.75[-2.01; -1.50]
4092 vs Sita (Mono), JP .

Sema 0.5 mg - Sitagliptin —e— -1.13[-1.32; -0.94]

Sema 1.0 mg - Sitagliptin —e— -1.44[-1.63; -1.24]
4091 vs OAD (OAD), JP !

Sema 0.5 mg - Additional OAD —e— -1.08[-1.24; -0.91]

Sema 1.0 mg - Additional OAD —eo— -1.37[-1.53; -1.20]
3744 vs Placebo, CVOT !

Sema 0.5 mg - Placebo 0.5 mg —eo— -0.66 [ -0.80 ; -0.52]

Sema1.0mg-Placebo1.0mg | - o.c —e— Eavours -1.05[-1.19; -0.91]

Sema Comparator

T T
-22 -20 18 -16 -14 -12 -10 -08 -06 -04 -02 00 02
HbA1c (%-point)

ETD: Estimated treatment difference, 95%CI: 95% confident interval, Mono: Monotherapy, Sema: Semaglutide, OAD: Oral anti-
diabetic drug, Exenatide ER: Exenatide Extended Release, JP: Japan, CVOT: Cardiovascular outcomes trial. On-treatment without
rescue medication data (all trials but CVOT) and in-trial data (CVOT) are presented. The post-baseline data are analysed using the
mixed model for repeated measurements with treatment, trial-specific stratification and country (global trials) as fixed factors and
baseline HbA |, as covariate, all nested within visit. Mean estimates are adjusted according to the observed baseline distribution.

X 2.7.3.3-3 HbAlc DR—ZXSA UM DEILE (%) —#EtfEfT—#=E EEE T+ L X
Oy k (BT FROTO—NILRAETOT S LICEEFNSE 3a HHR)

2733212 HbA1c DA BERDER

TRTORBR T, HHHE THIZ ADA OV AACE ([Z L W EF SN R AEME (2 HbAle 7%
Hili e Y HbAlc 6.5%LLF) P8& ik L - g 0E & el S -, £7-, AT FRA v b &
L C. ER 72 LA A ffe e RE G AR WS O 8 BL K& OMAREE D8N A3 72 < HbAle 7% AT % 22k L 7= # Bk
ZOEEG LIS N, TS DR DIEEBEICHOWT HIEZERK L5 084 %X 2.7.3.3-4

(HbAlc 7%ATM) | [¢2.7.3.3-5 (HbAlc 6.5%LA ) MUK 2.7.3.3-6 (=2 RARA k) 1TRT,

HARNBERE 2 Gte 5 3BR (3623 3ABR. 3626 7R, 3627 3Bk, 4092 3R Y 4091 3ER) (2T,
3 D0 HbAlc IHR BRI OWT, HEEZZER LI-gBRE OFIE I, KL gL T~ 7 LT KT
BEZEP->T2 (BE=ZF K05 mg KO~ ZLF R 1.0 mg OxHBIRIT 5 4 v X OHEEE I,
(8% 2.7.3.6.2, 2736221 25D L) ,

75 3a AHRABRIZ 35U T HbAle 7%A0M O BB 2 225k L 7R oFIS L. 7788 (11-25%) KO
FRIRER (35~42%) LHEEL CTE~Z/LF K 0.5 mg (61~84%) KOt~ Z/LF K 1.0 mg (72~95%)
THEIZE»S T,
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HbAlc 6.5%LL T D HARE Z =k L 7o e RIS IE, 7 78R (5~13%) KOFEXRIE (15~20%)
EHEELTE~ZLF F05mg (41~71%) KOk~ 2Z/LF K 1.0mg (60~87%) THEIZEN-T-,

HR 72 S W i e TE REAE AR S 0O 8 B S OMR B DI INA3 72 < HbAlc 7%AM & Rk L 72 kB
FEIE. T TR (7~19%) KROESRIE (18~27%) L TE~Z 1T K 0.5 mg (54~72%) KON
T~ 7 LF K 1.0mg (65~84%) THEIZEI ST,

3 OOIEHTAREICOVT, A ER LI BRE OFISITRBRE CEOW AR LI, L CTENRE 2
bR CEo T,
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Sema Sema PBO Sema Sema  Sita Sema Sema PBO Sema Sema  Sita Sema Sema OAD
05mg  1.0mg 0.5mg  1.0mg 05mg  1.0mg 05mg  1.0mg 05mg  1.0mg

Sema: Semaglutide. PBO: placebo. Sita: Sitagliptin. OAD: Oral anti-diabetic drug.

On-treatment without rescue medication data is presented. Missing data are imputed from the mixed model for repeated
measurements for change from baseline with treatment, trial-specific stratification, and country (global trials) as fixed factors and
baseline HbA |, as covariate, all nested within visit, and subsequently dichotomised.

2.7.3.34 HbA1c 7.0% Rt & EM L - HEREDENE



Module 2.7.3

72 of 149
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Sema Sema PBO Sema  Sema Sita Sema Sema  PBO Sema  Sema Sita Sema  Sema  OAD
0.5mg  1.0mg 0.5mg  1.0mg 0.5mg  1.0mg 0.5mg  1.0mg 0.5mg  1.0mg

Sema: Semaglutide. PBO: placebo. Sita: Sitagliptin. OAD: Oral anti-diabetic drug.

On-treatment without rescue medication data is presented. Missing data are imputed from the mixed model for repeated
measurements for change from baseline with treatment, trial-specific stratification, and country (global trials) as fixed factors and

baseline HbA |, as covariate, all nested within visit, and subsequently dichotomised.

2.7.3.3-5 HbA1c 6.5% LT ZE/ L -HEBREDEE
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Sema Sema FBO Sema  Sema Sita Sema Sema FBO Sema  Sema Sita Sema Sema  OAD
05mg  10mg 05mg  10mg 05mg 10mg 05mg  10mg 05mg  1.0mg

Sema: Semaglutide. PBO: placebo. Sita: Sitagliptin. OAD: Oral anti-diabetic drug.

On-treatment without rescue medication data is presented. Missing data are imputed from the mixed model for repeated
measurements for change from baseline with treatment, trial-specific stratification, and country (global trials) as fixed factors and
baseline value (HbA,. or body weight) as covariate, all nested within visit, and subsequently dichotomised.

2.7.3.3-6 EXRAGXTMAEEEEEREEDRORER R NMEEDEMMN A < HbAlc 7T%RiFEZE
E L -HREBREDEE
2733213  ZERFRFMMEE

T _RCOE 3a HRBR T, LRI E DO RN— 2T A U B REK TH £ COYEHEEDIRFTI SN
7o ZEHEWE MR DR R OFEM I« OIRBRRIEREEZELZSROZ L, ST DHE~DY 7 2K
2.7.33-6 1277, ARIETIE, 2RBRZE L COREOENZRT,

% 2.7.3.3-6 ZERMAEE — B<OERBIEREE~DSRE

Trial Link to CTR

3623 Trial 3623 (Module 5.3.5.1), Section 11.3.2.1
3626 Trial 3626 (Module 5.3.5.1), Section 11.3.3.1
3627 Trial 3627 (Module 5.3.5.1), Section 11.3.2.1
4092 Trial 4092 (Module 5.3.5.1), Section 11.2.4.1

4091 Trial 4091 (Module 5.3.5.1), Section 11.2.4.1
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NR—2 T4 OZEWERFMFEHEIX, TXTCORBREZEL CRRBECTH- 72, B~ 7T RTIE, &
PN ZEREIRE MR 1T 5% 12 I E TR A IR N L, 520 & GHIM T, 28 LB Lz, bF
MIZEE (FT72bb, DI ERAUIET) Lz, B~ 24T RicBW T, ZEigRe B A% 12 8
BRI T L (¥2.73.3-7)  (mmol/L TORIZOWTIE, {18k 2.73.64, X2.73.642%5H) .
FERARN 2 BIFERIGBE ZRR E L2 2 HHERERBR TH D 1821 B (BBEE) OF —& T,
v 7N F FOYRREZRICBICZEBERRFLEMEAETLTHWEZ LRI TS (Module
2723231 2H)

ZEMERF AT DK F&IX, B~ 27 /LT F 1.0 mg T 42.1~60.0 mg/dL N~ 27 /LF K 05 mg C
29.1~50.7 mg/dL Tdh o7z, HHHETROMIZ, £~ 7 /LF K 1.0 mg T 107.5~133.6 mg/dL L O~ 7)1
F R 0.5mg T 116.8~132.1 mg/dL TH -7z,

TRTORBRIZIBNT, ZERFMFEEOKR T &iX, FRBRORIE L L T~/ 1 F Nl &
THBICRE Motz (£2733-7) .

(] 3623 3626
£
K]
N =
@
O - —=
________________________ -
E -60 — — Sema05mg - Semal5mg
9 - Sema10mg - Semal.0mg
C= .80 — = Placebo = Sitagliptin
% T T 1 1 T T T 1 T T T 1 T T 1 T T T T T
% 0 4 8 12 16 23 30 40 48 56 0 4 8 12 16 23 30 40 48 56
° -
c 2 3627
1
~ =T =-35---3--_5
- -20+
=
g -40-
g 0 - umin
= Placebo
£ .80
5] T T T T T T T T T T
%) 0 4 8 12 16 23 30 40 48 56
g 20 4092 4091
n 0
1]
- -20
D -40 -
ﬁ 60— - semaonsmg - - _ ~  Sema0s5mg
T = Sema1.0mg = Semal0mg
L -80 - = Sitagliptin = Additional OAD
T T T T T T T T T T T T T T T T T T T T
0 4 8 12 16 23 30 40 48 56 0 4 8 12 16 23 30 40 48 56

Time since randomisation (week)

OAD: Oral anti-diabetic drug. Sema: Semaglutide.

On-treatment without rescue medication data is presented. Estimates (+/- error bar) are from the mixed model for
repeated measurements with treatment, trial-specific stratification and country (global trials) as fixed factors and
baseline fasting plasma glucose as covariate, all nested within visit and adjusted according to observed baseline
distribution. Error bars are +/- 1*SEM.

X 2.7.3.3-7 ZERMBEEDSNA—ZX S/ UNoDFHELLE (mg/dl) (GEEE) DRFHRE (5
3a HHEER)
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& 2.7.3.3-7 RN=ZAZA Mo RERTHETHOEERMBEDNLI/ILE (mg/dL) DHEEHEELT

FAS N Estimate SE 95% CI p-value

Fasting plasma glucose (mg/dL)

Trial 3623 vs Placebo (Mono)
Change from baseline at visit 10 (week 30)

Sema 0.5 mg 128 98 -45.20 3.33
Sema 1.0 mg 130 99 -42.09 3.29
Placebo 129 81 -9.92 3.56

Treatment difference at visit 10 (week 30)
Sema 0.5 mg - Placebo -35.28 [-44.87 ; -25.70] <.0001
Sema 1.0 mg - Placebo -32.17 [-41.71 ; -22.64] <.0001

Trial 3626 vs Sita (OADs)
Change from baseline at visit 13 (week 56)

Sema 0.5 mg 409 313 -37.38 1.79
Sema 1.0 mg 409 314 -46.72 1.78
Sitagliptin 407 275 -19.85 1.88

Treatment difference at visit 13 (week 56)
Sema 0.5 mg - Sitagliptin -17.53 [-22.62 ; -12.45] <.0001
Sema 1.0 mg - Sitagliptin -26.87 [-31.95 ; -21.79] <.0001

Trial 3627 vs Placebo (Insulin)
Change from baseline at visit 16 (week 30)

Sema 0.5 mg 132 110 -29.14 3.74
Sema 1.0 mg 131 108 -42.38 3.76
Placebo 133 93 -8.51 4.02

Treatment difference at visit 16 (week 30)
Sema 0.5 mg - Placebo -20.62 [-31.45 ; =-9.80] 0.0002
Sema 1.0 mg - Placebo -33.87 [-44.69 ; -23.00] <.0001

Trial 4092 vs Sita (Mono), JP
Change from baseline at visit 12 (week 30)

Sema 0.5 mg 103 97 -50.72 2.00
Sema 1.0 mg 102 87 -60.01 2.08
Sitagliptin 103 94 -24.18 2.01

Treatment difference at visit 12 (week 30)
Sema 0.5 mg - Sitagliptin -26.54 [-32.13 ; -20.96] <.0001
Sema 1.0 mg - Sitagliptin -35.83 [-41.53 ; -30.13] <.0001

Trial 4091 vs OAD (OAD), JP
Change-from-baseline at visit 18 (week 56)

Sema 0.5 mg 239 220 -42.30 1.49
Sema 1.0 mg 241 203 -49.02 1.53
Additional OAD 120 106 -12.39 2.14

Treatment difference at visit 18 (week 56)
Sema 0.5 mg - Additional OAD -29.91 [-35.02 ; -24.79] <.0001
Sema 1.0 mg - Additional OAD -36.63 [-41.79 ; -31.40] <.0001

Abbreviations: CI: Confidence interval; Mono: monotherapy; Sema: Semaglutide; Sitagliptin:
Sitagliptin; OADs: oral antidiabetics; JP: Japan;

On-treatment without rescue medication data is presented. Estimates are from the mixed model for
repeated measurements with treatment, trial-specific stratification and country (global trials) as
fixed factors and baseline fasting plasma glucose as covariate, all nested within visit and adjusted
according to observed baseline distribution.
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7=, MbEE CREMORE RO, #x OIRBRBRIEREEEZSROZ L, e T2HA~DY 7 %
27338127, AHETIE, 22 L COMEOELN 2 /RT,

#*2.7.3.3-8 miEBCAERE — ELOEBBRBEREE~DSRE

Trial Link to CTR

3623 Trial 3623 (Module 5.3.5.1), Section 11.3.2.2
3626 Trial 3626 (Module 5.3.5.1), Section 11.3.3.2
3627 Trial 3627 (Module 5.3.5.1), Section 11.3.2.2
4092 Trial 4092 (Module 5.3.5.1), Section 11.2.4.2
4091 Trial 4091 (Module 5.3.5.1), Section 11.2.4.2

NR—=2F A4 OIMPEHCHEEIE, 7 a— VLR CRRE TH- 7228, ERNHRBR T -ELTX
Dol (¥ 2.733-8) , 7u7 7 A/VOFNE (7 SOk CREMOFELE) KOV Y
IEOYLE 3 BlORFEFMZICIT 2 IEE CRIEEOZOYLE) X, 2EFEMICE~ 7 VT Rk
NWTR=ZF A UL EEGETRICZOT TR T L, EOETIZOW TR HERFERRD b,
ZORAERFET, BBRMPEINEOFEHEL T T a7 7 A VOEEECTHEEICA LN (X
2.7.3.3-8, mmol/L TORIZDWTIE, f1#£2.7.3.64, [X2.73.6441Z7F) .

a7 7 A IVOFEHEOE T REIX, B~ 2T K 0.5 mg T 37.1~64.9 mg/dL L&~ 27 /LF K 1.0 mg
T43.5~753 mg/dL Th o7, HEKTROT 07 7 A VOSYHEIZ, £ £ 150.2~163.8 mg/dL K
144.7~155.2 mg/dL T -~ 7=,

A% M INEOEHEOIL F&IX, B~ /LF K 0.5 mg T 13.5~33.4 mg/dL } N~ Z/LF K 1.0
mg T 18.1~45.3 mg/dL Th o7z, HH5H TR O BEZ MBI & OFELEIZZZEH 31.8~59.9 mg/dL K&
N 25.8~55.5mg/dL Th o7,
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Time-points relative to meals
Dotted lines indicate baseline values.

OAD: Oral anti-diabetic drug, Sema: Semaglutide, BB: Before breakfast, B+90min: 90 minutes after breakfast, BL:
Before lunch, L+90min: 90 minutes after lunch, BD: Before dinner, D+90min: 90 minutes after dinner, Bed: Bedtime.
On-treatment without rescue medication data is presented.

X 2.7.3.3-8 A=A VRUESHTHOMBEEDREE (mg/dl) OFHTOT 7L (B
3a HHEER)

TARTORBRIZBNT, 70T 7 A VOFHEIT, FRBROMIEL L T~ 7 v F P&
DEEG &2 T T BRE TARIIRT L. (£2733-9) .

3627 kR, 4092 FUR KL OF 4091 BRI W T, BAZMBEEINEOFEL, 4558 S & i L
T~ I NT FlIHEORG 23T 7o gdRE CHEICIKT Lc, —J7. 3623 RBRA O 3626 #ABR TI,
B ZAF R 0.5 mg OG5 EZ I RS ICET AR T RIE, MRE (Th2h, 79 ERRBT ¥
TVTF) ORGEZTTHRE LRRE TH -7 (F£2.7.33-10) ,
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% 2.7.3.3-9 R—RFA UM LEERTRETOD 7 AOEESHEEDOFEHEDELE (mg/dl)
DIRETERAT
FAS N Estimate SE 95% CI p-value
Mean of 7-point self-measured plasma glucose (mg/dL)
Trial 3623 vs Placebo (Mono)
Change from baseline at visit 10 (week 30)
Sema 0.5 mg 128 100 -42.30 3.10
Sema 1.0 mg 130 104 -47.83 3.01
Placebo 129 84 -12.03 3.30
Treatment difference at visit 10 (week 30)
Sema 0.5 mg - Placebo -30.27 39.22 ; -21.32] <.0001
Sema 1.0 mg - Placebo -35.80 44 .62 ; -26.97] <.0001
Trial 3626 vs Sita (OADs)
Change from baseline at visit 13 (week 56)
Sema 0.5 mg 409 408 -37.07 1.65
Sema 1.0 mg 409 406 -43.51 1.65
Sitagliptin 407 403 -19.54 1.66
Treatment difference at visit 13 (week 56)
Sema 0.5 mg - Sitagliptin -17.53 22.14 ; -12.92] <.0001
Sema 1.0 mg - Sitagliptin -23.97 28.58 ; -19.36] <.0001
Trial 3627 vs Placebo (Insulin)
Change from baseline at visit 16 (week 30)
Sema 0.5 mg 132 110 -45.42 3.55
Sema 1.0 mg 131 110 -54.81 3.55
Placebo 133 97 -13.77 3.74
Treatment difference at visit 16 (week 30)
Sema 0.5 mg - Placebo -31.65 41.81 ; -21.48] <.0001
Sema 1.0 mg - Placebo -41.04 51.16 ; -30.91] <.0001
Trial 4092 vs Sita (Mono), JP
Change from baseline at visit 12 (week 30)
Sema 0.5 mg 103 97 -64.86 2.75
Sema 1.0 mg 102 87 -75.34 2.88
Sitagliptin 103 95 -34.97 2.77
Treatment difference at visit 12 (week 30)
Sema 0.5 mg - Sitagliptin -29.89 37.58 ; -22.20] <.0001
Sema 1.0 mg - Sitagliptin -40.37 48.24 ; -32.50] <.0001
Trial 4091 vs OAD (OAD), JP
Change-from-baseline at visit 18 (week 56)
Sema 0.5 mg 239 219 -59.17 2.14
Sema 1.0 mg 241 206 -66.98 2.17
Additional OAD 120 105 -30.36 3.06
Treatment difference at visit 18 (week 56)
Sema 0.5 mg - Additional OAD -28.81 36.15 ; -21.47] <.0001
Sema 1.0 mg - Additional OAD -36.63 44 .00 ; -29.25] <.0001
Abbreviations: CI: Confidence interval; Mono: monotherapy; Semaglutide; Sitagliptin:
Sitagliptin; OADs: oral antidiabetics; JP: Japan;

On-treatment without rescue medication data is presented. Estimates are from the mixed model for
trial-specific stratification and country (global trials) as

repeated measurements with treatment,
fixed factors and baseline value as covariate,

observed baseline distribution.

all nested within visit and adjusted according to
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£273310 R—R54UHSRERTHF TORRMMEMBEOTHENLELE (mg/dl) D
BRI

FAS N Estimate SE 95% CI p-value

7-point self-measured plasma glucose increment (mg/dL)

Trial 3623 vs Placebo (Mono)
Change from baseline at visit 10 (week 30)

Sema 0.5 mg 128 100 -13.50 2.84
Sema 1.0 mg 130 104 -19.51 2.75
Placebo 129 82 -6.13 3.09
Treatment difference at visit 10 (week 30)
Sema 0.5 mg - Placebo -7.37 [-15.65 ; 0.91] 0.0807
Sema 1.0 mg - Placebo -13.38 [-21.52 ; =-5.23] 0.0014

Trial 3626 vs Sita (OADs)
Change from baseline at visit 13 (week 56)

Sema 0.5 mg 409 407 -14.48 1.36
Sema 1.0 mg 409 404 -18.09 1.37
Sitagliptin 407 401 -11.22 1.37
Treatment difference at visit 13 (week 56)
Sema 0.5 mg - Sitagliptin -3.26 [-7.07 ; 0.54] 0.0926
Sema 1.0 mg - Sitagliptin -6.87 [-10.68 ; -3.06] 0.0004

Trial 3627 vs Placebo (Insulin)
Change from baseline at visit 16 (week 30)

Sema 0.5 mg 132 110 -15.01 2.72
Sema 1.0 mg 131 110 -21.25 2.71
Placebo 133 97 -3.10 2.88
Treatment difference at visit 16 (week 30)
Sema 0.5 mg - Placebo -11.92 [-19.75 ; -4.08] 0.0030
Sema 1.0 mg - Placebo -18.16 [-25.93 ; -10.38] <.0001

Trial 4092 vs Sita (Mono), JP
Change from baseline at visit 12 (week 30)

Sema 0.5 mg 103 97 -33.35 3.15
Sema 1.0 mg 102 87 -45.32 3.32
Sitagliptin 103 94 -19.29 3.20
Treatment difference at visit 12 (week 30)
Sema 0.5 mg - Sitagliptin -14.06 [-22.91 ; -5.20] 0.0020
Sema 1.0 mg - Sitagliptin -26.03 [-35.14 ; -16.92] <.0001
Trial 4091 vs OAD (OAD), JP
Change-from-baseline at visit 18 (week 56)
Sema 0.5 mg 239 217 -23.21 2.27
Sema 1.0 mg 241 206 -27.52 2.32
Additional OAD 120 105 -15.21 3.26
Treatment difference at visit 18 (week 56)
Sema 0.5 mg - Additional OAD -8.00 [-15.81 ; -0.19] 0.0448
Sema 1.0 mg - Additional OAD -12.32 [-20.17 ; -4.46] 0.0022

Abbreviations: CI: Confidence interval; Mono: monotherapy; Sema: Semaglutide; Sitagliptin:
Sitagliptin; OADs: oral antidiabetics; JP: Japan;

On-treatment without rescue medication data is presented. Estimates are from the mixed model for
repeated measurements with treatment, trial-specific stratification and country (global trials) as
fixed factors and baseline value as covariate, all nested within visit and adjusted according to
observed baseline distribution.

BED TN 3 — AT OV T OFERIL, Module 2.7.2.3.23.1 &8O Z &,



Module 2.7.3

80 of 149

2733215 ZOtOMmMAERE/ NS A -4

UTFOFKEIZEBWT, ZOMOBERGH/ T A —XIZOWTENT S,

BHERAMSEER U A VR VikHE

B HERAKAE |6 B AMEDRII E LT, HOMA-B (B flltgRED L ET ERT5) KOTaA v A
Vo/ A2 ot (B MIEREEOSETIR T 2) 28, A AU rORL521THR0 71— )L iR
(3623 FABR KT 3626 #BR) M TOF 4091 7R (A ANEIRE OB 2 G TENRE) ([CBW TG S,
NR—=2 T A AMEE, T a— ULRBRETIZ O T REN LA Lo 2y, 4091 3B (EWNERER)
DR—=AFA D HOMA-B 1Z7 1 — LB & i L CTE VRS, "= T4 DT rf R v/
AAY IR Y E o T,

FTRTOFMRIZENT, B~ I NTF RIR—ZX T A U6 EGETERIZT T HOMA-B % LA S+
77 HARAGEREZ OB ZETe 4091 3BR T, B~ 27T K 0.5 mg KO~ 7 /VF K 1.0 mg D HHKT
D) HOMA-B 13 H A AN OFEYERIPH (40~60%) “12iT< . ThENK 36%% U 38% Th -7,
HOMA-B OHiN&lL, X TORMBIZIE W THRIEL K L T~ 7 F FHHETHEICRE 2o
7o TRTORBRT, B~ NF RIIR—ZA T A U nbEEKTHETIC a2 v /AR
ViR TSR, TaA R AR UHIET R TOREBRCIRIE L i L T~ 7 LT R
HMAECTAEICE N L, B~ 7L F F&2 Lz HOMA-B KOT A v 2 v /A A Y DL
(CHEIRTFEIE A D e o T,

AR RIS T AR IMEOFME LT, AR VOREEITDRW T o — LR
(3623 FER KON 3626 3ER) KON 4091 3Bk (ENFHER) 2BV T, HOMA-IR (o > A U SARFTPEOH
KTERTZ) BatEhiz, "—=AF A O HOMA-IR (X, 7 10— L3BRE CTlEb 30720 Lo
BN Ty, 7 ua— L iER &bl U C 4091 3RBR ClL L v Ko 72,

BIEE LT, B9 ATF NEIR—R2 T A4 UG TRII)NT T HOMA-IR % 8K FICIKT &
Wiz, BAAEBRE OB EET 4091 RERTlX, B~ LF K 05 mg L~ 27 LF K 1.0 mg D5
T KD HOMA-IR (3 H AR AICH T 5 FEHEFHTIN (1.6%LLT) “ICA-TEY, THEN 1.46%K
W125%ThoTc, THHDORERITEY 7 AF FIZEVFEINTAEERERBY (2.733.22.1) (28> Tt
XD 508, b=y b a— L OdE ILZ OMOFER A HOMA-IR DEIZH S L THD0E 9 »n
IZH 522 T2y, HOMA-IR O F&iE, 3623 sER LN 4091 SBRCTE~ 27/ F K 0.5 mg & xfHR3E
(K% 7T BARRORAFERFE) LOMTHEEENHLOLNRPSToOERE, R L iR L Tk
~ 7 NVF RHETHRICKE o T,

fiam e LT, B~ 27 0F FOREZ, BRNICEKROH S B ML A 2 U ARG O UeE
ZHzb L, ZOREITNT IS RREE L Il LTt R E 2o 72,

B Ak REI Xt 2B~ VA F RORBEOFEMIZOWTIL, Module2.7.2323 22D Z &,
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TR Y, T VR URPC-RTIF K

ZEMEIREA A vl TaA LAY R CXTF RiE, A AR COREETDIRN T 1 — LR
B (3623 3kBR K 18 3626 3BR) M 1r 4091 ikBr (EWRER) Ich W THE s,

R=2AFA4 DA LAY U, 78— VLB TIEOTRREN LA LNRPSToN, T a—
ZNVERER &S L C 4091 IRER TR VIR o Tn, RX—RAT A D C-XTF NiE 7 a— )L akBRiE R
FETHho=05, 4091 B TIT L VIEN -T2, I, R—Z2F7 40D aA R T 7 a— 3Lk
BRI CIRIFRE TH - 7203, 4091 RER TL V1Ko T2,

3623 7R (B~ 27 /VF F 1.0 mgDA) | 3626 kR, KT 4091 iR (B~ 27 vF K 1.0 mg DA) 1T
BNWT, R=2AT7 A4 U NOEGETRIIDIT TA R Y VREIFKT L7z, 3626 R TiX, B~
F FOEGFEHOEPOFCEMIZBNT, 4 VAV VRBEO @O ERRA NN, Zhit B
AR D WEIC LD DT, ZO%A VA VEREOZEIMIZE s TART U ARE LN LEEZD
Nic, A2 VREDIKTIZHEN, T XTORRICBWNTEY AT RIIR—ZX T A UL 5
THHZONT T aA v R VIBE RTS8, O TIE 3626 B KT 4091 3Bk Tl 1 S&FH
Thol, —H. C-_TF RZKTHE~Z7 LT ROFERIZ, BBREICBWTHED —B L T\
Sfz, BT RiE, 4091 BB CTIER—AT A U BLEGKETRHCOT T C-X7F NEEZ LR X
=28, 3623 ABR KON 3626 RERTIIH L C-_7F RIBED EFIRERO b hoTz, B %
WU T, C-_TF RIZOWTH L e HEEFMET A S o7z,

4091 HBRIZH T DA A Y VREOIK TR, EEE GBIMOROFERFERE) Ll Tk~
%P05mg@&5%§ﬁt%%%fﬁ%:¢éwoto%B%ﬁ%3@6ﬁﬁ&@4@1ﬁﬁ(?vﬁ
AT R1.0mg) IZBWTEYIZATF NEIEE ORICHEEEITRO biLeirol,

TARTORBRT, fRIEL L T~ AF REHRETT e A 2 VREOFERIK TR
T,

3623 AL TN 4091 RBROE G TRICEIT 5 C-_TF ROKRE, *tRIE (ZhEh, 77 &R
K ONBMOREAFEREEE) L T~ 7 A F FEHE THEICRE o7, 3626 R TlL, C-
TF RONE, MBE (X 7V TFFr) EHEBELTE 7T R05mg CTAREICKE -T2,

ALAY RN C-NTF Rk 28~ 70T ROEEIZOWTEHEMZ Module 2.7.2.3.2.3.2 IZ7-7,

ZRERFS L AT

ZEEHE 7V T L, A VAN DG EITDRNT a— LB (3623 FRBR KON 3626 #BR) KON
4091 A (EWNHER) 2\ ThRE sz,

NR—=ATANIBT DB NVH T REL, 77— LB CRBRETH 720N, 7o — LB
&g LT 4091 BB T L W Ko 7,

70— SVRBRIZB N TR —=ZA T A U EE-ETRHICT TN DT REITE T Lz, ZHud o
RT3 2 EHERERY (RERE 7 1 279 AT LT ew) RO = > b v —L D 2fRi 7
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UEEIZ L > TN AIEETH D, LrL, 4091 SR T T RN, B~ 7 F R EXFREDM
FTR=ZATA U PLHFEERTHICHT TEF L2 Lo T, stABRRETH D, AR % @
U TH B2 I RRAFYE L A S LR o T2,

TNH T REOR T RIE, 3626 MERTIIXREE (270 FF ) LHKL T~ 7T RH
BCTAHEICRED-o72, 3623 BT, R (FT78R) LKL T~ LT K 05 mg KUk~
JNF R 1.0 mg TYNH A REOH BRI TIETRD bed o7z, 4091 RERTIZ, 7 v T 80
B IR CBINOR OB RFEE) L T~ 270 F F 1.0 mg TAEINEL, B LF R 05
mg &BINOPERIFIEDOICA EZITFRD bivien o7,

J v 3T ﬁ#é?vﬁw%b@%%cowf@%ﬁm\Mwmzn&mﬁﬁw
Module 2.7.2.3.2.3.7 {Z7” 7,

2733216 EH

5 OMF atiRERT X TIZBW T, B~ 7 4F R 0.5 mg L~ 70T F 1.0 mg iFEMEE L ODF
HFREONTNICENT S, T ERUIFEMRE (7 7 ) 7F 0 RBEMORAFERFERE) &
i L CRGHE TIRRIZES 1T D HbAlc Z B EIZIK T SH70, 2@ HbAle DK FIdf 55846 16~23 i E T
IO B, B ORBREIMEEREZE L TR—2 T A & K& FRIZETHERF Sz, HbAlc O
BKTEITE~Z/LF K 1.0 mg T 2.18%., T~ Z/LF K 0.5 mg T 1.87%IZE LT-, 7/ r— L BRT
X, MFFICEET 2 A 9ME (HbAle) (2 oW T~ 2 LF Rili HEOR IR 28 R Eh, =
D FATEEE AT K-> THIFr Sz, EWNRER (4092 3R & O 4091 3AU8R) (2B WTH, xR L
LT~ LT KT, AEIC k%ﬁmmm@ﬁ?#mw%hto

?NT@ﬁ%’%wT ADA IZ X W EFSNZ HbAle BEEETH 5 7% AT & Ak L -5k o E|
A ﬁﬁﬁkmﬁbftvﬁw%%<mkf9wﬁfﬁﬁ Eyo 7=, HbAle 6.5%LL T O H A fE %
$Wbtﬁ%%®ﬁ E, L L T~V TF R (KT 87%) CTHEICEMN»-TZ, B~/
VT RTIRL R 84% D HRBR A 73 B K 732 S0 A A e 7 i g PR AR iU W oD 8 B M QMR B D BN 208 72 <
HbAlc 7% AT A % L 72,

7T RIZE D HbAle DIRTIX, ZOMOIMPERH#E/ XT A — X OUGEIZ X > TH X FFI iz,
B GA4& T RFIZ 351 B Z2 JE R MBI e ONILbE B CRIEENL. B~ 240 F R 1.0 mg TO T ORREE L o
HEICBWTHAEIIEFL, B~ ZLF K 0.5 mg TRE ORI L OHEICBWTHEEICEK T L
oo ZNBIE, B I AF FRZEERF L OCEBEDONTAOMBEEIZ S L THEE LWMEAEZ b2 L
L EEMTTND, ZRHORERIT, HOMA-B N6 RIE L i L T~/ v F R THEIC LR L
722 & TRRENT BHIASRE D UEE, O HOMA-IR 356 IRER & it L T~ 7L F R CHERIE R L
TR ENTA A Y SEHIMEOWEIC LV ESMICHATE S, 20 B HIEEERE D WEIX
T LAY A AT CHRRRIEE L T~V F R CHARBIE T LEZZ LItk o THX
Bani, A2 ) VRO %E#ET, B~ 7 F Rk 0B E SN KEED OF R TH 5 TRErE
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MBEZDNDH, M= br— L OUETZOMOBER DT L L TWDL0E S EH LA Tidk
v,

ZEHEREA A VIREIL, ML TR T A UL EEK TR T T~ 7 v F REORERIED
WTHUCBWTHIR T Lz, 7uaA v R VREIFIREEE g L T~ 27 VT RTHEICIERT Lz,
ARV RORTBA LAY AREOIKT I, B MlagiEOSE, ZEREFOFEEOIK T LIRS R Y
BHMEOBEEIZ LI VA VAV COEBRMEEMET LIZZ LICE VB TE S, CXT7F NREIX
KR LI L T~ 7V F RTHEIC LA Lz, B~ AVF RO C-_TF FEORT VT TR
KT DHERIZONTIE, o MmBERE T 2 —4 Ll U<, R T & LR R bn/eno
776

273322 (REEENTA—4

ARIETIX, REBEEANT A=A T XTORENNT A —Z O RE2 "7 KB, KEBD
DIER, BMI kO =X bAHE, AEOREZIC, TNTORERE T A —Z 2O TOERNZIR
‘é_‘o

2.7.3.3.2.2.1 K&

5 DOF 3a HRBRT X TICBWT, REICXT S~ VT ROEBKRF SN, X—RAF A
NHFGRTHETOREOELEIL., 7o —ULiBROKEE Y o Z ) —x v FRA v bR OE
WBR 2 B XY — 0 RARA » FThoTo,

5 ODF JatHIRBRT X TIZBWT, B~ 7T K 0.5 mg It~ /LT R 1.0 mg DEGIIKEDOEH
LWEHRI S E A 726 L, 8558 30 BICITRMEICE Lz, REBDITRE 56 B O RM#H 5%
HHEFFS TV (XK2.7.3.3-9) , 20 RIIHEKTFHEESEZ N, 77— LRBRICE N T,
FEITE~ 27 1F K 1.0 mg T 4.5~6.4 kgldib L, B~ 27 1F K 0.5 mg TIE 3.7-43 kglddb L=, AA
NWEBRE Zxtg b U [ENRE 2 B Cik /o — ULRER L R CHRERDEN/NS L, BT
K 0.5 mg C14~22kg, E~Z/LF K 1.0mgT32~39 kg ThH-o7= (x2.73.3-10) , L»L, ENK
BR2HBRTIIN—AT A COEREN 7 m— VBRI D g (£ 2.733-2) . B AF RICK LK
HEADE (%) 1Z7a— LB EFRREChH o7z, RBRER T, KERDEITE~Y LT F 0.5 mg
T23~49% K Ot~ 27/LF K 1.0 mg T4.8~73%Th-o7z (X2.73.3-11) , KEOX—RT A nHD
AR (%) ORREEHES 8k 2.7.3.6.3, X 2.7.3.632 (TR d, xR L OBEEOMITERE R
2.7.3.3-11 (27”7,

7 —SVRERIZEBWT, REOR—ZA T4 UL OE{LEIZONT, B~ 7 VTF R 0.5 mg LUt
~ 7T R 1.0 mg OO xRS 39 2 EEE S REE S N2, 5 OO 3a fHlBR XTIz W\ T,
REBDEIT, B (7788 (3623 BB 3627 &ER) . v & 7V 7T (3626 RER L 4092
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ARER) ROUBMOR ORI (4091 RABR) ] LHEBL T~/ F FlAETHEICKE -

(#£2.7.33-11) ,

KEOX—=ZF A DB EO RSO 7 7 v NI, T XTORBRIZIBWT, #HRED
REBDRE~ITNVTF RIZEVERENBD LI EZ2RL TS, WTnoRBRIZEW T~ 7 LT
R o> g I35 BRI D HAR ISR U CAMISEATBEN L T Y, X TORBRT—H LT, RENED L
TEWEBRE OEIG I IRIE L g L T~ 7 VT RTED o2 8k 2.7.3.63, X 2.73.63.5 (X—R7
A D DEALE) KOTE£2.73.63, [X2.73.63.6 (R—ZT7 A b0 ELR) ],

Y~ 7T ROHRHAIZ T DB OV TOREMIL, Module2.7.2.325.1 %2 &,

27 3623 3626
=3 \;ii;_: t -
-2+ x = = =
g 4 S ome - _; = e tr——_{
T 6o o ozmem - R
% 8- = Placebo = Sitagliptin
0 T T T T T T T T T L T T T T T T T T T
£ 0 4 8 12 16 23 30 40 48 56 0 4 8 12 16 23 30 40 48 56
2 2
= -
o 3627
[@)]
c
[
ey
L
1
_ 6 - : Sema 0.5 mg ."I—-_.._
2] e x
= ) T T T T T T T T T T
=y 0 4 8 12 16 23 30 40 48 56
[
= 27 4092 4091
> 0+
o =
R -2 - =
"< = R S
-~ 5 - - -y __ —— -
4 IRREE = = ax
o o e - e
8- = Sitagliptin = Additional QAD
) T T T T T T T T T L T T T T T T T T T
0 4 8 12 16 23 30 40 48 56 0 4 8 12 16 23 30 40 48 56

Time since randomisation (week)

OAD: Oral anti-diabetic drug. Sema: Semaglutide.

On-treatment without rescue medication data is presented. Estimates (+/- error bar) are from the mixed model for repeated
measurements with treatment, trial-specific stratification and country (global trials) as fixed factors and baseline body weight as
covariate, all nested within visit and adjusted according to observed baseline distribution. Error bars are +/- 1*SEM.
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3623 3626 3627 4092 4091
30 weeks 56 weeks 30 weeks 30 weeks 56 weeks
Baseline Baseline Baseline Baseline Baseline
weight (kg) weight (kg) weight (kg) weight (kg) weight (kg)
81.93 89.48 91.70 69.34 71.53
Sema Sema Sema Sema Sema Sema Sema Sema Sema Sema
05mg 10mg FBO 05mg 1.0mg  Sita 0Smg 1.0mg FBO 05Smg 1.0mg  Sita 0Smg 10mg OAD

2 | ! ! | ! L \ 1 1 | 1 ) | 1 f

1 —|
o 041
£
5 o 0.02 ]
(%)
©
= .
£ 14
2 -0.98

-1.36

% 1.43
5 27 -1.93
c
(&)
5 37
= -3.18
.*g I ) -3.67
‘o
H -4.28
5 -5- '
o
m

-6

-6.13
-6.42
.7

Sema: Semaglutide. PBO: placebo. Sita: Sitagliptin. OAD: Oral anti-diabetic drug.
On-treatment without rescue medication data is presented. Estimates are from the mixed model for repeated measurements with
treatment, trial-specific stratification and country (global trials) as fixed factors and baseline body weight as covariate, all nested

within visit and adjusted according to observed baseline distribution.
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3623 3626
30 weeks 56 weeks
Baseline Baseline
weight (kg) weight (kg)
9193 89.48
Sema Sema Sema Sema

05mg 1.0mg FBO 05mg 10mg  Sita
I 1 L 1 I 1

3627
30 weeks

Baseline
weight (kg)
91.70

Sema  Sema
05mg 1.0mg FBO
L 1 1

4092
30 weeks

Baseline
weight (kg)
69.34

Sema  Sema
05mg 10mg Sita
I 1 L

86 of 149

4091
56 weeks

Baseline
weight (kg)
71.53

Sema  Sema
05mg 1.0mg OAD
f 1 L

-0.90

Body weight (%) - change from baseline
w
1

Sema: Semaglutide. PBO: placebo. Sita: Sitagliptin. OAD: Oral anti-diabetic drug.

-1.30

I -0-01
-3.30
-5.67

0.67

-4.90

On-treatment without rescue medication data is presented. Estimates are from the mixed model for repeated measurements with
treatment, trial-specific stratification and country (global trials) as fixed factors and baseline body weight as covariate, all nested
within visit and adjusted according to observed baseline distribution.
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Q = = L 3 I = =
5 2.7.3.3-11 R—RSA UL EERTHETCORENDELE (kg) DHEHEEMN
Estimate 95% CI p-value
Body weight (kg)
Trials with body weight as the confirmatory secondary endpoint
Trial 3623 vs Placebo (Mono)
Treatment difference at visit 10 (week 30)
Sema 0.5 mg - Placebo -2.75 [-3.92 ; -1.58] <.0001
Sema 1.0 mg - Placebo -3.560 [-4.74 ; -2.38] <.0001
Trial 3626 vs Sita (OADs)
Treatment difference at visit 13 (week 56)
Sema 0.5 mg - Sitagliptin -2.35 [-3.06 ; -1.63] <.0001
Sema 1.0 mg - Sitagliptin -4.20 [-4.91 ; -3.49] <.0001
Trial 3627 vs Placebo (Insulin)
Treatment difference at visit 16 (week 30)
Sema 0.5 mg - Placebo -2.31 [-3.33 ; -1.29] <.0001
Sema 1.0 mg - Placebo -5.00 [-6.08 ; -4.04] <.0001
Trials with body weight as a secondary endpoint
Trial 4092 vs Sita (Mono), JP
Treatment difference at visit 12 (week 30)
Sema 0.5 mg - Sitagliptin -2.22 [-3.02 ; -1.42] <.0001
Sema 1.0 mg - Sitagliptin -3.88 [-4.70 ; =-3.07] <.0001
Trial 4091 vs OAD (OAD), JP
Treatment difference at visit 18 (week 56)
Sema 0.5 mg - Additional OAD -1.84 [-2.67 ; -1.01] <.0001
Sema 1.0 mg - Additional OAD -3.59 [-4.43 ; -2.75] <.0001
Abbreviations: CI: Confidence interval; Mono: monotherapy; Sema: Semaglutide; Sitagliptin:
Sitagliptin; OADs: oral antidiabetics; JP: Japan;

On-treatment without rescue medication data is presented. Estimates are from the mixed model for
repeated measurements with treatment, trial-specific stratification and country (global trials) as
fixed factors and baseline body weight as covariate, all nested within visit and adjusted according
to observed baseline distribution.

BREST

WFHNORERICIBNT S, DT DR RIE MMRM (Z X DT ORGSR 2 R L Cnvie, 7 m—r30
BRI W T, (REBAD IR 5~ 70 F Rl EO SIS 2 @580 S iz & 9 fi
i, BT LV KFF S e, RN, E 2 OfpBReiT I (£2.73.3-12) 22O L,
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#£2733-12 HEORESMN—ELOLRBEREE~DSREL
Trial Sensitivity analyses and missing data assessments

3623 Trial 3623 (Module 5.3.5.1), Section 11.2.2

3626 Trial 3626 (Module 5.3.5.1), Section 11.2.2

3627 Trial 3627 (Module 5.3.5.1), Section 11.2.2

4092 Trial 4092 (Module 5.3.5.1), Section 11.2.2.2

4091 Trial 4091 (Module 5.3.5.1), Section 11.2.2.2

TITILFROTO—NILRERTOTSLIZEBTR2AHREDELE
T NT RO a— VT 0 T NMIEENDTXTOHE 3a FHRER T, xR L ik L Tk
~ZNF R 05mg kO~ 7 LF K 1.0mg CHEICKE REEBROABO L (X2.733-12) , &

bR (%) OffE HEEM) O7+ VAN Tay b, (18£2.73.63, X2.73.63.81277,
ETD [95% CI]

3623 vs Placebo (Mono) !

Sema 0.5 mg - Placebo —— -2.75[-3.92; -1.58]

Sema 1.0 mg - Placebo —e— -3.56 [-4.74; -2.38]
3626 vs Sita (OADs)

Sema 0.5 mg - Sitagliptin p——e— -2.35[-3.06 ; -1.63]

Sema 1.0 mg - Sitagliptin F—e— -4.20 [-4.91; -3.49]
3624 vs Exe ER (OADs)

Sema 1.0 mg - Exenatide ER —e— -3.78 [-4.58 ; -2.98]
3625 vs IGlar (OADSs)

Sema 0.5 mg - Insulin Glargine —e— -4.62[-5.27 ; -3.96]

Sema 1.0 mg - Insulin Glargine I e -6.33[-6.99; -5.67]
3627 vs Placebo (Insulin)

Sema 0.5 mg - Placebo f——e—— -2.31[-3.33; -1.29]

Sema 1.0 mg - Placebo —e— -5.06 [ -6.08 ; -4.04]
4092 vs Sita (Mono), JP )

Sema 0.5 mg - Sitagliptin p——e— -2.22[-3.02; -1.42]

Sema 1.0 mg - Sitagliptin f—e— -3.88[-4.70; -3.07]
4091 vs OAD (OAD), JP :

Sema 0.5 mg - Additional OAD f——H -1.84[-2.67; -1.01]

Sema 1.0 mg - Additional OAD —e— -3.59[-4.43; -2.75]
3744 vs Placebo, CVOT

Sema 0.5 mg - Placebo 0.5 mg —e— -2.87[-3.47; -2.28]

Sema1.0mg-Placebo1.0mg | . F—e— Favours -4.35[-4.94; -3.75]

Sema Comparator
T T T T T T T T T
-7 -6 -5 -4 -3 -2 -1 0 1
Body weight (kg)

ETD: Estimated treatment difference, 95%CI: 95% confident interval, Mono: Monotherapy, Sema: Semaglutide, OAD: Oral anti-
diabetic drug, Exenatide ER: Exenatide Extended Release, JP: Japan, CVOT: Cardiovascular outcomes trial. On-treatment without
rescue medication data (all trials but CVOT) and in-trial data (CVOT) are presented. The post-baseline data are analysed using the
mixed model for repeated measurements with treatment, trial-specific stratification and country (global trials) as fixed factors and
baseline body weight as covariate, all nested within visit. Mean estimates are adjusted according to the observed baseline distribution.

X 2.7.3.3-12 RKEODAR—RSAUNLDEILE (kg) —HEHET—#ZE MTEME) OI7+ LR bF
Oy b (BERTLF RO O—NILRAETOS S LIZEFENDE 3a BEHER)

2733222 (KRERLOER

T _RTORBRIZIBNT, BEE TN 5%LL 1T 10%LL EORERD &332k L 7- 8 0 EIS %5
i L7z,
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% 3a FHARER T 5%LL LOREBAD & @i LI2BRE OFIGIE, 778X (7~11%) K OFEx 3
(6~18%) LE#EL T, B~ /LF K 0.5 mg (26~46%) MOt~ 27 /LF K 1.0 mg (45~66%) THEIC
mmole (2.73.3-13) o 10%2L EOKRERAD 2 Eml L2 RE OFIGIE. 7788 (2~3%) KUE
RFREE (0~3%) L L Ce~Z1F K05 mg (7~13%) KO E~Z/LF R 1.0 mg (13~26%) CTHE
(ol (K2.73.3-14)

5%Lh E RN 10% L EORE D & ik L 72 g8 O FBIG BT D T fE R 2 8% 2.7.3.63, &
2.7.3.63.91T7R7,

3623 3626 3627 4092 4091
30 weeks 56 weeks 30 weeks 30 weeks 56 weeks
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Sema  Sema FBO Sema  Sema Sita Sema  Sema FBO Sema  Sema Sita Sema  Sema  OAD
0.5mg  1.0mg 0smg  1.0mg 0.5mg 1.0mg 05mg  1.0mg 05mg  1.0mg

Sema: Semaglutide. PBO: placebo. Sita: Sitagliptin. OAD: Oral anti-diabetic drug.

On-treatment without rescue medication data is presented. Missing data are imputed from the mixed model for repeated
measurements for change from baseline with treatment, trial-specific stratification, and country (global trials) as fixed factors and
baseline body weight as covariate, all nested within visit, and subsequently dichotomised..

2.7.3.3-13 5%ULDHRERDEERL-BEREDEE—HT 57 (5 3atBER)
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3623 3626 3627 4092 4091
30 weeks 56 weeks 30 weeks 30 weeks 56 weeks
80 —

10%

60 -

40 -

20 — 17

Percentage of subjects achieving weight loss >

2 3 3
o 1

0-
Sema Sema FBO Sema  Sema Sita Sema Sema FBO Sema  Sema Sita Sema Sema  OAD
0.5mg  1.0mg 0smg  1.0mg 0.5mg  1.0mg 0smg  1.0mg 0.5mg  1.0mg

Sema: Semaglutide. PBO: placebo. Sita: Sitagliptin. OAD: Oral anti-diabetic drug.

On-treatment without rescue medication data is presented. Missing data are imputed from the mixed model for repeated
measurements for change from baseline with treatment, trial-specific stratification, and country (global trials) as fixed factors and
baseline body weight as covariate, all nested within visit, and subsequently dichotomised..

2.7.3.3-14 10%UALDHERBLEER L-HREDINEG—HI 57 (5 3atiHER)

2733223 BMIRUYIX FFEREE

BMI

TRTORBRIZIBNT BMI DFIT 21T o 72, =R T A O BMIIEARERN O 5 CRBRE T
bote, £, R=ATA O 0 — LR CRBRE Th o722, 7 o— LB L ik L
CTENRER 2 B TIE LV EhoT,

2R LT, BMLITE~ 7T RO®RGRIG% RO 30 8 M EEAFRIZ ST N L7z, BMI
O TIE, &5% 30 BLK, &£5% 56 HECoLLGHM P MRSz (T8 273.64,
2.7.3.6.4.5) .

FTRTCORBRIZBNT, B AF K05 mg kO~ Z7 /LT K 1.0 mgld, *HHREK L g U TR 58
THRRZET 5 BMI # B REIZIKE T &8/,

IR FEREFE
7 A MEFARIZT X TOE 3a FARBR Calli Sz, X—A T A4 D7 =X EFARITIS RO
SRR CRIEBE CH- Tz, Flo, X—RA T4 VOMEIZZ a— VBRI CRIBRE CH o720, T u—
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2L akER &t U CENEER 2 BT L v IR o T,

L LT, vX MNEARITE~ VT ROEERIEHEIIO 30 BRI HEEAHIZHED Lz,
v A NEARBEORAIL, 5% 30 LR, #&5% 56 M £ TORG I PR S (K 2.7.3.6.4,
¥ 2.7.3.6.4.6) ,

TRTCORRT, B~V F K05 mg kO E~27/LF K 1.0 mgid, *HHR3E L il U TR G TRRC
B 5 U= MNERREARICED S8,

2733224 EH

T RTORBRIZIBN T, HERFIIHEIRIFIEHRE T HFEMICHER STV D Z DN, RERD 7 e
77 LOFRELE R A BHEHIRIIZ T 2o 72, 5 DD 3a MR T X TIZTBWT, B~ LF Kt
TZ R (BMEEXTA v AU EDOOFEE) &L HDOWITEMRIE (& 7Y 7F L RUONEN
OREOFERPE) L U CREZ A IS S, KREIRGREZENO 30 BIEICETFL, #&
G er (K& 56 M) 2@ L TEffshnz, B~ 2 1F F 05 mg KOE~<2Z/LF F 1.0 mg TD
B BIIR KR TENZEN 43 kg KDY 64 kg THoT-, Zo— L BRTlE, KERDICOVWTE~ S
JVF Rl o s BRI ek 3 2 B REE S v, F ORERITERE ST L > TR sz, BN
B (4092 3R KUY 4091 55R) 1ITFRBWTH, I L Bl L CHEICRE RIFERBD RO b,

ZOew I NTF ROFREBADRE IFFT H/RIT. ZOMOERERDICEHET LT RARA 2 b
ICHRMENTWE, T72bb, 5% XL ERD 10%LL EORERD 23 L= gBg oS, xR
WL TE~ LT R0S5mg e~ 7 LF K 1.0mg CHEIZEN-ST-,

RERA D, BMI KOV =2 MEFERREAD Lz, Zhb b, X ToRRBRICBNTE~ 7L
F FOE A% EAIO 30 BEEIED L, tEEE L T~ 7L F K 05 mg KOE~v 7 LF R
1.0 mg THERBAD RO Hive,

273323 DIE ) R EENT A—4

W37 a T ATIE, DMEY XA 7B NT A —& L UCiE, kAR, AR &Y C-RUsE
X7 (CRP) MeMli S4v7-, RIEOEKFZIC, LIE Y A7 BE T X=X 1ZHONWTHEKZR~T,
CVOT (3744 #BR) OFEFIE. Module2.7.4 2D Z &,

2.7.3.3.2.3.1 NAZIYA Y

mE

HARNEBRE NS L2 X TOF 3a FHRER (3623 #ER. 3626 RABR. 3627 bR, 4092 AR KON
4091 HBR) T, R—R2F A LS HH T EEE T OUUHE M OWESE I 1 E O SE 28 b B 2N 2E il K 47
NR—= 2T A BT DUGEI K OLiE N 135 RN OB 5B CRIEE TH 7=, /2, N—2R
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Z A OWHE M OWEIRME 1% 7 0 — )LRBR [ CRIFLE Th o722, Z o — U ikBr & bl LT
FEPNERER 2 RBR Tl L 0 (Ko 72,

ERE LT, BEHIE I~ 7 VT ROEGBRIEEH RO 23~30 BRICRZ KT L, Z0 ok
BRI ZE LT, REETRNZIT 2 IGHESIMmET, Miaaxi e gL T~ 27 vF K 1.0
mg KO~ 70T K05 mg TIKTFLTCWe, k& LT, JREMIMmEIZ DWW T HRRFINIAK T 58
MNH DI, B~ 7 F R CEEETREOILRMMEIZH 527K FAHR S, xHRETHIRE
RIZIKT A b (K2.7.33-1521)
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3623 3626 3627 4092 4091
30 weeks 56 weeks 30 weeks 30 weeks 56 weeks
Baseline Baseline Baseline Baseline Baseline
Systolic BP (mmHg) Systolic BP (mmHg) Systolic BP (mmHg) Systolic BP (mmHg) Systolic BP (mmHg)
128.78 132.65 134.76 129.14 129.23
Sema Sema Sema  Sema Sema Sema Sema  Sema Sema Sema
05mg 10mg FBO 0Smg 10mg  Sita 05mg 10mg FBO 0Smg 10mg  Sita 05mg 10mg OAD
24 ) I L I | 1 ) ! L I I 1 ! ! L
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3623 3626 3627 4092 4091
30 weeks 56 weeks 30 weeks 30 weeks 56 weeks
Baseline Baseline Baseline Baseline Baseline
Diastolic BP (mmHg) Diastolic BP (mmHg) Diastolic BP (mmHg) Diastolic BP (mmHg) Diastolic BP (mmHg)
79.30 80.66 78.99 77.56 77.01
Sema  Sema Sema  Sema Sema  Sema Sema  Sema Sema  Sema
05mg 10mg PBO 05mg 10mg  Sita 05mg 1.0mg FPBO 05mg 10mg  Sita 0Smg 10mg OAD
14 1 f f 1 f L 1 L f 1 f L f f f
] — mmll
o . 0.18 0.40 .
£
2
8 -0.50 -0.56
E 14 -0.76
2 -1.02
@
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n
i
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Sema: Semaglutide. BP: Blood pressure. PBO: placebo. Sita: Sitagliptin. OAD: Oral anti-diabetic drug.

On-treatment without rescue medication data is presented. Estimates are from the mixed model for repeated
measurements with treatment, trial-specific stratification and country (global trials) as fixed factors and baseline value
(systolic or diastolic BP) as covariate, all nested within visit and adjusted according to observed baseline distribution.

(X 2.7.3.3-15 IRHER (£) RUHERS (F) MEDAR—XS A4 U oDFEHEILE (mmHg)
(fEME) —HREBIT—#%T 57 (5 3aBER)
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3623 B Z R TRTORBR T, B~ 2 /LF R 1.0 mg (36 BREK & Heile U CIHE ML £ 2 A Z IR T
SHTz, 3626 ERTIL, B~ 7T K 0.5 mg b IGHEHINE 2 A BRI T W70, SRR E o2 b
B LT, WTFNORRIZBEWTHE~ LT N EMBECTHERETRO LN o T,

ARE %

ZBRIZ BT D IR B DO FH/IZ SV Tid Module 2.7.4.2.5.5 (Zr L, L FICIEERN 2R T,

NR—=2F A4 OIRAEIE 5 DO 3a tHFBRM CTRIRE (71~76 41,7 47) Th oz, 5 DD 3a FHR
Bram U ¢, MREK LI L T~ 27 F K 05 mg O~ 7 LF R 1.0 mg 13&F 5K THIZB T 5k
EEAECEM (1~5445) S8,

2.7.3.3.232 ZEiEREmMAbiEE

T RTOHE 3a HRERIZB W T, EHEEREBEEIEE (FFA) | a2 L AT o—)L, @SEE U RZ R
7 (HDL) . IKREBE VR %7 (LDL) . BIEKEBEYRZ 7 (VLDL) KONV Z7Uk® U K
(TG) ZHIE L7, FEROFEMITME L OIFBRBIEREELSROZ L, MG T2HEH~DY V7 &£
2.7.3.3-13 IZ7RT,

& 2.7.3.3-13 mfEE — EXDERBEREE~DSRL

Trial Link to CTR

3623 Trial 3623 (Module 5.3.5.1), Section 11.3.4

3626 Trial 3626 (Module 5.3.5.1), Section 11.3.5

3627 Trial 3627 (Module 5.3.5.1), Section 11.3.5

4092 Trial 4092 (Module 5.3.5.1), Section 11.2.6

4091 Trial 4091 (Module 5.3.5.1), Section 11.2.6

R—=2 7 A OMFPFREMEIL. KRN OB 5 RERH CRBE CTh - 72,

BRI, RBRMAZEL T~ /AT FEEICEZMFEE e 7 7 A VORENRD LN, £
7o, TOREAZITEI AT R 1.0mgil X550 ThHo7=,

MAREE CTROREREENRALNTZOEF RN 7Y RTHY, BT K 1.0 mg 2BV T 5%
(3627 §BR) ~19% (4091 #ER) Wb L7z, 3623 B ZFR< X CORBRICE T, XK L bl L
TE=ZAF R 10mg ThUZUEY RIIAEIZHED Lz, 4091 3BR T, BIMOROFERFEE &
L TEYZAF RFOSmgilBWTH M 7V EY RRAEREICHED L,

3623 ABR & PR < TR TORBRIZIBUV T, VLDL (Fxf3E L g L T~ 27 vF R 1.0 mg THEIZHK
U7z, 4091 RERTIE, B~ Z/0F F 0.5 mg 2B W T VLDL 2SR & i U CHE I Lz,



Module 2.7.3

95 of 149

3626 Rz ER < TN TORBRICBN T, Ba L AT o —/ 3o L il L T~ 27 /vF F 0.5 mg X
I3 1.0 mg OWFAn, b LATWHREICBWTHEIED Lz, 5§ 8 Bro 5 b 3 3R (3623 3Bk,
3626 FhBR L TN 4001 5BR) 1BV T, IRIRE I L T~ 2L F K 1.0 mg T FFA O E 720800 238
BN, B ZF R 0.5 mg OB EZIT - BREIZHT D FFA O & IT5 I & FfRE TH -
7o 3626 BBRTIL, XIPRIEL L TE~2Z/LF R 1.0 mg T HDL O/NSWAHREREENA LI
(£2.733-13B81) ,

BRMLPIFEICST 58~ 70 F ROFEIZOWTIE, Module 2.7.2.3.2.6 IZ7R T,

2733233 CRP

ru— VT 0 7T LAOTRTOH 3a fHERER (3623 MBAAR<) ITBWT, RIEY—I—Th
D, DEY R 7 EEHOH S CRP MR S iviz, RIS D ORERIEICHEN H Y GEMIL,
Module 5 Dl # DIRBRKEFE A ED Appendix 16.1.10 IZE £45 Memo 2RO Z L) | HARANRSIN
LT 3624 i (BBER B~ LT RERhitE= ¥t F Fa ik L7z 56 M OA MK
O EMERER) ([ZBWTOAER)e CRP 7 —4 (valid CRP data) 235 S 417z,

AAANNSI LR GHEEE : 3626 3R, 3627 #Bh. 4092 FRBAK O 4091 RABR) THOLNZ
CRP OfERIT, 3624 MBROFER L AR CThH o7z, TTORBR (3626 7R, 3627 ilR. 4092 &KL O
4091 3BR) 2B NT, N—R T4 O CRPEIIMIL S 3 mg/L Kiw) | BHHEH (BE~27LF RE
XHHREE) CTRIBECTH -7z, MBI L I LT, B~ LT R 1.0 mg I GHK TRIZKITS CRP & FH
BICHA SE, LrLans, REEOMERH -T2, b0 4 3B 5 EKIN 72 iR
L ZLIXTE ol

2733234 EH

ERE LT, MBELER L T~ 20 F F 1.0 mg (TIFEIIILE 2 A 2 KT S8, JRaRim
JEIZOWTIEE~ 7V F REXRETHERIBENIRO bR oT,

KIS DORER T, %I L i L T~ 27 F R 1.0mg TILHEENAEICKES N,

B~ VF R 1.0 mg OF 513, *HREE & g U TR G TREO CRP 2 A B S 72, CRP O]
ECBED L BAREICET HMED 20, CRP DR RITEEICHRT & TH 5,

273324 BEHRETILHL

3626 FERL O 3627 BERIZIBW T, F G- T IRFISHEIRIF I HM 2 BB M (DTSQ) KO Short form
(36) health survey (SF-36) DA a7 & L7z, 7238, 3626 iR (&% 7 U 7'F i, B OFERFE
HEDOHH) ZFTNVEI—=THA U ThoHd, HBREITIER ERAAE G OFREE25ZI1T TR,
DT EN 2 ODIRFED LEHE R B L KIE LT iR S D, DTSQ KN SF-36 D /2 H 2D
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TORRZ L TITRT,

B PRI TR i /2 B 22 (DTSQ)

TR LB IX, 45 3 ORISR O EBINEHE 2 R L, EEKICBIT D27 Re 7720 b Y27k
HHDEEZBND,

N=2F A4 NZBWT, 3 20FEA DTSQ HHA (a2, mifEo B 7k OMRIEED B R7) 1%,
KRB O 5B TR TH o 7203, 3626 3lBR & Hfie LT 3627 ik (77 BRI, f1 2D b
DOPER) TIER—Z T A TOEFEREEN 3 SOFREGHET X TUITB W ThT NI E N> T,

DTSQ Z et L7cmakiR & i2, 7T v AR IIEMMIE (2 7V FFr) LT, BEv 7T
R & THEREREOY~ ) —2 a7 PAEICSEES L (¥ 2.7.3.3-16) . miLbEE BT 2 HEN

BACA LTz (181 2.7.3.6.4, [X2.7.3.64.10) , KiLbEEZ BT 2HEICOWTEY 7T R e
BECEWIALONR»oT ((H8£2.7.3.64, X2.7.3.64.11) ,

% p<0.05

** p<0.01

Change from baseline

'aQ‘P »\9 d;,o"
606‘ g“& ™
3626 vs Sita (OADs) 3627 vs Placebo (Insulin)
56 weeks 30 weeks

Sema: Semaglutide. Sita: Sitagliptin, OAD: Oral anti-diabetic drug, On-treatment without rescue medication data are presented.
Estimated change from baseline data is shown. Estimates are from the analysis of covariance model with treatment, trial-specific
stratification, and country as fixed factors and baseline value as covariate and adjusted according to observed baseline distribution.

X 2.7.3.3-16 WERAAEGEEEMRE—AREREEY ) —XAT7DR—RS4A UM LDEILE
(HETEME) —48J 57 (3626 MEAR U 3627 HER)
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Short form (36) health survey (SF-36)

N—=2AT A NZBNT, HEME (PCS) K ONEMAAIE (MCS) @ SF-36 A7 (X, & BRHND
FEREH X OGERE CRIRE Th - 72,

3626 R CTIX, B~ 27 VF N 1.0 mglL PCSIZHBIT D HR/NEEE (X=X 74 b0 2L EDZEAL)
B2 HWELEZLTL LN, WTFRLORBRTHE~ 7 /LF T MCS Of/NEEX (3 LI EDZELL)
T LD R RERGEIRO LTz ((18£2.7.3.6.4, [%2.7.3.6.4.12~42.7.3.6.4.13) ,

AT D &, SF-36 Z i1l L7-ii#BR T, MCS L ONPCS A 7 I L g L T~ 27 F R 1.0
mg CTE Y RERLENRBD LN ((H6k 2.7.3.64, X 2.73.64.12~[X 2.7.3.64.13) , 3626 ABRTIx
MCS 134 7 ) FFr i L T~ 70 F Rl & THEIZSGEE S LA, PCS IZOWTAHEZIT
RO BRI T,

77RO 3627 RERTIE, BT RELIZBWT PCS LY MCS DA B R E LA B L
Mmooz,

273325 IG5 N—FI2HFH5MmEEaY FO—ILOFERDLEE

BT N—F SO B, RIETED N AT FOMENY 7 7L —F 12BN T ARk
IZRDHNDHD, ThROLERTRD bzt~ 7T ROREN, 2 BER r¥%§%ITWW*< #
INOEMEIMEFETT S22 L Th D,

RHEFEY BRI IC RS &, XR—=R T A  OEFREZFR< AN D REHFE R & OR BRI
~INTF ROBBRREIEEL G2 W L3RSz (2.7.3.3.2.5.1) , LFOHETIE, b= e
—/L (HbAlc DZALE) IZxT 2B~ LF F 0.5 mg KO~ 7 LF F 1.0 mg DAIMZE, R—2F
AUz fézﬁkmﬁﬁ%M%i(Eﬁﬁvi%)&U{ﬁ% B9~ % PR AR OB PR 93 W 9 1T
{RE, BMI L OVEHEE) | BENTRALZY T 70 —7 (273.1.57.1) [ZBWCEH L7, H
Kkﬁﬂmxﬁétvﬁw%h@ﬁ@'1\%@&5@@<2m&unfﬂﬁ¢éo

REEE, BRI LI, BAeZ VT I —T1CBIT S HbAle DR—AT A UG EFEK TRE TOE
fbEIZESE T, B~ 0F FEMAELRIEOREZE (HEH) ROKRGHEILDX—XF 1
DD E HEEE) Wb, 1 RERCTORRY OREREOH 5T Frich 7 7 v—70
BBV IRNES) 12X 0 2RO RERD U A7 2RI 5720, &A@ L CoMmicLSn
QNIRCIE RSN o P AT el

BT I N—=T DM AN T ey F e LT, RN T S 2 ROV T I A—T 0 ey M ER
Kl LT TOETRRT D, 1 i, ERlBRICBIT 2~ 70T REtBEEORAE HEEME) 2R
TI7FHLVARTB Y hTHY, b 1 DERN—RATA LD EHENNEEZRT 7y FThD,

NR—2 74 O HbAlcEREmWVIEE, B~ 7T RIZL D HbAle DR T OREIIRE WL 5 EHH
DAL ENE (273321) . BT 7 NA—T%BLTOR—AT A 2O HbAlc DA% 7l L=,
WTHNORERIZBWNTEH, RN TRX—RT A @ HbAlc (ZV T 7 NV—7 % L CHRFEE TH o720,
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20 BT 72727 7 —T TlE_—2 T A > D HbAlc DN IR L) L Bip > Tz (fF
§%2.73.6.5, #2.7.3.6.5.1~2.73.6.530 ) .

IS, BRMEICET 297 70— OfE R4 . N AREHFIRE R QYR BRI 38 T L
Y, Zu—sULikBR (3623 BBR. 3626 HBRKL TN 3627 FAER) (23T D B ARAGERE O HbAle DAL
BICEHT LY 7 7 =TT, 72 HTONT 3626 #lBR, 3627 AER K& OF 4091 FAUBRIZHES < B A NGRERE 12
BIFLOHHE (SU, 77V =1F, a-Gl, TZD, * hAHRALI U IA AV rOWTNn) TEoh7 s
N—TNTIE. TR 2.7.3.3.26 KON 273327 IRT, BEMEDOY T T —TFHTICOWTIE,
Module 2.7.4.5 12/~ 7,

2733251 AOHHZHHFERVEREFECLEOETI LT FOBREE - BSHEYENEER

REEHIEYE BT ICRB W T, B~ 7 F FORGEEN, MRl Fin, AFL, RIE, (KE, BHE.
HMERF B R OESHLIC K o T 20 B ORE 251 L7, ARFEHTICIZ. 5 DD 3a HBR (3623
B, 3626 3BR, 3624 3Bk, 4091 BB KL N 3744 3 BR) OF —FNEENTZ, X 2.733-1712H 55
£, BT FOBRBEEIIEREOHIEEL T, KENBOEREIZE < 7T RORE
BORREL DT ERENTZ (Module 2.7.2.3.1.6 J2 U Japan modelling report (Module 5.3.3.5) , Section
4.1) o % 3a HRBRICBW T ARAZE LT U7 AMEBRE 1L BN RE LR o 7o 7o h, IRE THi%E
L2RWGG, BRAKROT U7 N GERERN) #BRE BT 28~ 7 VT FOFARERITIIET VT
AR L BB L CTOT DI RE Do p, BERFFHILIET U7 AEBRE OEERHFANCTH - 7=
(Module 2.7.2.3.1.6.3) ,
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Test Reference .

i Relative Exposure (C i 9
Covariate cateqory cateqory p (Cavg) Ratio [90% Cl]
Sex Male Female ] 0.96 [0.95;0.98]

65-74 years o 1.01[0.99;1.03)
Age group 18-64 years
>74 years o 1.04 [1.00;1.09)
Black/Afr. Am. ! 1.03[0.99;1.07)
Race Asian (non-Japanese) White o 1.03 [0.99;1.06]
Asian (Japanese) HH 1.01[0.99;1.03]
Ethnicity Hisp./Lat. Non Hisp./Lat. H@H 0.94 [0.91,0.96]
: 55 kg ®  1.40([1.38;1.43]
Body Weight 85 kg
127 kg 0.73[0.72;0.74)
Mild @ 1.05[1.04;1.07)
Renal impairment Moderate Normal o 1.07 [1.02;1.11]
Severe —o—i 1.06 [1.00;1.13)
Maintenance dose 0.5 mg 1.0 mg * 1.00 [0.98;1.01]
o Thigh . ) o 0.96 [0.93;1.00]
Injection site Abdominal skin
Upper arm = 0.93 [0.89;0.96]
0.80 1.00 1.25

Notes: Data are expressed as steady-state, dose-normalised average semaglutide exposure (Cavg) relative to a reference
subject profile. The reference subject profile was non-Hispanic/non-Latino, White woman below 65 years of age with
T2D, a body weight of 85 kg with normal renal function and dosed subcutaneously with semaglutide 1.0 mg in the
abdomen. The column to the right shows means and 90% CI for the relative exposures. The reference body weight of
85 kg corresponds to the approximate median weight in the population. Body weight test categories (55 kg and 127 kg)
represent the 5% and 95% percentiles, respectively, in the data set. Renal impairment was classified according to
creatinine clearance according to the MDRD equation [mL/min per 1.73 m?].

Abbreviations: N: number of subjects, CI: confidence interval

X 2.7.3.3-17 Y TILF FBREEICHTIEESOMFAOIA LA IOy F—FEBREIZE T
LB EETERELCLETFHNEITTILF FEEDIZLEBRE LD

2733252 AO#HZHEFEICE DY I I IL—THEIT

4 51

HARAGERE 2 &t 5 5B (3623 3R, 3626 7B, 3627 7B, 4002 FXER KON 4091 #BR) + XTI
BWTHMEOIENED -T2 (3£2.733-2) | lx ORBRANTOBLZO5A I G- HE CTREE CToH
77,

5B~ TIZB W T, HbAle DffE (B~ 27/LF K= OHEEMEIT, L THEME L ZIETRFH
FRETH-o7 (42.7.3.3-18 BR) ., HbAlc DRX—R T A D OEALEEFGHE Z L IZRHE L7254
T~ 7 VF RO HbAle ~DOFFEIT, RBALORHBRBE & bIcBHEE TRk TH -2 (K
2.733-19) , L7edo T, B ZATF FOREN: HbAle ([ZxT 25T B ML L TRIKE B X 5
Ao, ZOZ &I E— OSBERMNTIC X > TH FF S 7z (Global modelling report (Module 5.3.3.5)
Figure 9B] .

PERIZ & DY HbAle Z 514k 2.7.3.6.5. 3 2.7.3.6.5.1~% 2.7.3.6.5.51C, Hatftris 5218k 2.7.3.6.5,
7 2.7.3.6.531~3 2.7.3.6.5.35 \Z~" T,
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Sema 0.5 mg FAS Sema 1.0 mg FAS
sema/comp sema/comp
3623 vs Placebo (Mono)
All subjects 128/129 < 130/129
Male —eo— 60/70 —e— 80/70
Female —eo— 68/59 —e— 50/59
3626 vs Sita (OADs)
All subjects 409/ 407 e 409/ 407
Male ! 207/ 208 o 205/ 208
Female - 202/199 ! 204 /199
3627 vs Placebo (Ihsuliny
All subjects 132/133 g 131/133
Male e 74171 e 77171
Female —o— 58/62 —eo— 54/62
Sema” Comparter Sema” Comparater
T T T T T T T T T T T T
-4 -3 -2 -1 0 1 -4 -3 -2 -1 0 1
HbA1c (%-point) HbA1c (%-point)
Sema 0.5 mg FAS Sema 1.0 mg FAS
sema/comp sema/comp
4092 vs Sita (Mono), JP
All subjects 1037103 & 1027103
Male o 79/81 o 75181
Female —o— 24/22 —e— 27122
4091 vs OAD (OAD). JP
All subjects 239/120 . 241 /120
Male - 166 /89 =l 174189
Female —— 73131 —e— 671731
Favours Favours Favours Favours
Sema Comparator Sema Comparator
T T T T T T T T T T T T
-4 -3 -2 -1 0 1 -4 -3 2 -1 0 1
HbA1c (%-point) . HbA1c (%-point)

ETDs with 95% confident intervals are shown. ETD: Estimated treatment difference, FAS: Full analysis set, Sema:
Semaglutide, Comp: Comparator, JP: Japan, Mono: Monotherapy, Sita: Sitagliptin, OAD: Oral anti-diabetic drug, On-
treatment without rescue medication data are presented. The post-baseline data are analysed using the mixed model for
repeated measurements with treatment and subgroup variable as fixed factors, interaction between treatment and

subgroup variable, and baseline HbA 1¢ as covariate, all nested within visit. For the ‘All subjects’, the primary models
are used.

X 2.7.3.3-18 SR ED HbAIC (%) — U ITJIL—THRIT—B=E HEE) OI7+4LARTOY
= o—NLEER (B) RUERRR (T)
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Treatment groups FAS
Sema 0.5 mg Sema 1.0 mg Comparator Sema Sema Comp
05mg 1.0mg

3623 vs Placebo (Mono) i i

All subjects ' @ ! 128 130 129

Male [ ] ' [ ) L J 60 80 70
Female Y . [ e 68 50 59
3626 vs Sita (OADs) : |

All subjects ' @ ! 409 409 407
Male [ ) ! ) ) ! 207 | 205 | 208
Female Y ' e ® i 202 | 204 | 199
3627 vs Placebo (Insulin) . .

All subjects ! @ ! 132 131 133
Male o 'Y o 74 77 71
Female [ ] ' ® 58 54 62

T T T T T T — T T T T T T — T T T T T T T
-25 -20 15 10 -05 00 05-25 -20 -15 1.0 05 00 05-25 -20 -15 1.0 -05 00 0.5
HbA1c (%-point) HbA1c (%-point) HbATc (%-point)
Treatment groups FAS
Sema 0.5 mg Sema 1.0 mg Comparator Sema Sema Comp
05mg 1.0mg

4092 vs Sita (Mono), JP

All subjects @ 103 102 103

Male [ ) [ ) [ ] 79 75 81

Female ® [ ] [ ] 24 27 22
4091 vs OAD (OAD), JP

All subjects @ (7] 239 241 120

Male o * o 166 174 89

Female L ] * ) 73 67 31

25 20 415 10 -05 00 05-25 20 -5 -10 05 00 05-25 -20 15 -10 05 00 05
HbA1c (%-point) HbA1c (%-point)

FAS: Full analysis set, Comp: Comparator, JP: Japan, Mono: Monotherapy, Sema: Semaglutide, Sita: Sitagliptin, OAD:
Oral anti-diabetic drug, Marker size: Small: <20 subjects, Medium: 20 -< 50 subjects, Large: >= 50 subjects, On-
treatment without rescue medication data are presented. Estimates are from the mixed model for repeated measurements
with treatment and subgroup variable as fixed factors, interaction between treatment and subgroup variable, and
baseline HbA . as covariate, all nested within visit and adjusted according to observed baseline distribution in each
subgroup. For the ‘All subjects’, the primary models are used.

B2.7.3.3-19 MR ZTED HbAIC (%) —HTITIN—THITI—R—X54 UhbDELE HEHE)
=7 Ba—NLER (b)) RUEREAR (T)

HbA1c (%-point)

Fim

FEPEE TR TR Ch o 72 (£ 2.733-2) . WTNORBRICBWTYH, X—2A T 1 VEFOFEH
Dy 75 LA BT H o 7o OBUI A B G 20 BRI TH - 72 (& 2.7.3.6.5, & 2.7.3.6.5.6~3%
2.7.3.6.5.10) ,

TRTORERT, HbAle OFEZE (B~ 7T F—%HEK) ofEfEIX, Fhov 7 7L —7 T
BETH-T-, LL 40928 TIE, B~ 70T R 1.0 mgllB\WT, (L Flin b ORIICAERERLA
TERMRERD bz, RHBRTIX, B~ 27 /0F F 1.0 mg ® HbAlc ~DIGEBEMN ., fhoFEY 77—
7L B LT 65~TS IR OWBRE TL W /NS o7 ((1812.7.3.6.5. #2.73.6539) . BT R
[ZBI1T 5 HbAlc D_X—ZA T A b D LEIF., B~ 7 AF F 1.0 mg 2BV T 65~75 R DY 77
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N—T TIRTEINNS ol 4092 RRAFRE . OT X TORBRIZIBNT 65 ANl O Y7 71—
& 6515 AR DY 7 S N— T TRIBE CTh o7 (e 2.7.3.6.5, X 2.7.3.6.5.67~X 2.7.3.6.5.68) . 75
Ik B 2 DR Tl MO T S —T L i L T~ 20T REHIZ L D HbAle DR—R T
A bR T &R, 458k (3623 5Bk, 3626 5Bk (B~ 2 /LF R 05 mgDA) | 3627 ikl M Of 4091
ABR) C/hE L, 2B (3626 ER (B~ LT R 1.0 mgDA) KON4002 7kBk) CTRE o7 (T
2.73.6.5. X 2.73.6.5.67~X 2.73.6.5.68) . ZAUL, WITHORBTHHHEY 7 /L —7ICEEN LK
BREBD IR D e o 7= (10 FILLT) Z ik EE2zoND, THHOR—ET, BOLNTE
EEDOENPEBO RO THLZ EERBLTEY ., 75 Ml EOWERE & 75 RHOWERE ck~
JNF RIZHTHHONIFRIRBECTH DL B2 iz, &L LT, HbAlc DX TFICxIT o~ 7 LT
ROHRZT X TCOFRY 7 7 —T7 2B U CHERD DL EEZ BN,

WR R B — SUSBIFRARNT TId. 18~88 MDA 1N E N 5K FH 7V — 7T, B~ 27T FiTxd
% HbAle DRUSBFRIFRE ThH D Z EB/RS 7= [(Global modelling report (Module 5.3.3.5) , Figure 9D]
il 2 L O¥) HbAle % {18k 2.73.65, £ 2.73.656~3 2.7.3.6.5.10 1. et EbT s R & 1 &%
2.73.6.5, & 2.7.3.6.536~% 2.7.3.6.5.40 T~ T, Flo, FEIT L ORE HEEM O L AN TRY
k& A6k 2.7.3.6.5, X 2.7.3.6.5.65~%] 2.7.3.6.5.66 |\, Flit Z & DR—R T A Uh D OBV B A {5k
2.7.3.6.5, [X12.7.3.6.5.67~X] 2.7.3.6.5.68 IZ/”" T,

2.7.3.3.253 HEEREEMHICEOIKYH IS IL—THEIT

R—R 54 VIZE T2 HERFRFRIR

N2 T A NZBT DRERFRRIARITE 3a HRBRE TR - TRV, ZWik RO 2 BUFER R S
Frartge Lz 3623 B TOYY) 42 b, A4 A Y VRIFITIHE L DV RE 2 x5 e L
%Nﬁ%f@?ﬁn3$ifﬁihfwt(%TB}ﬂ

BRI TS AR 10 AR R0 M O 10 AL ECRMEI L 72354, X CoORBR T HbAlec DR (B~ 7L
%b—ﬂ%%)®%m@izo®%77w—7ﬁﬁﬂﬁfﬁw TRIR & R— AT A OB R
FIZOWTHERZAMERITRO bivh o7z (FHk 2.7.3.6.5. X 2.7.3.6.5.77~IX] 2.7.3.6.5.78. {1k
2.73.6.5, # 2.73.6.5.51~% 2.7.3.6.5.55) , HbAlc ODX—R T A > inb OB L&A FM L7254,
HbAlc DUNTT X TORBRIZISWTHEIRF P HIF 10 FERGEOHERE & 10 FEBOEERE TRERT
Hotz, 3623 R (77 BRI, BEMEE) Ot~ 2 F R 1.0mg TiE, BERBERIFIMN 10 4R
WHOWERE & e U C 10 4ELL EOYBRE TR—R2 T A /150 HbAle DK FRIZ L D /& Do 7278,
W T TN — T BT DA OIT D7 o (10 Bi) (RHEk 2.7.3.6.5. K 2.7.3.6.5.79) .
RELT, BT REEIZL D HbAle DSIE, N—RA T A BT DR ER MO EE
ZF o T,

WR R — SO BRI Tl BERBRRHIRE 2 0417 FEOWREN G ENTEY 7 7 L —7HICE
WTE=2Z/F RICxT % HbAle DRISWFEER TH 5 Z & AR S’z [Global modelling report
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(Module 5.3.3.5) , Figure 9G] ,

NR—=2F A4 NZBT DHERFRFBYIM Z & DY HbAle % {8k 2.73.65, #* 2.7.3.6.521~%
2.7.3.6.5.2512, WERHENTRE R 2 8% 2.7.3.6.5, #£ 2.73.6.5.51~% 2.73.6.555 (Z7" Y, £lo, X—ATA
Y ORERFREFIE Z L OREE (HEEM) o7+ LA M ay hEAE 27365, X 2.7.3.6.5.77~X
2.73.6578 12, N—RA T A L OFERIGHEFHIM Z & DORX—RT A U6 OYEEbEE Tk 2.7.3.6.5,
%] 2.7.3.6.5.79~IX] 2.7.3.6.5.80 {2/~ 7,

R—=RSA UIZEITHKE

NR=2 T4 NZBTHEHEEIT, 7e— VLB (89.5~91.9 kg) M THRE TH R, T r—
2OVERER &l U CENHER 2 3Bk (69.3~71.5kg) TEL W IEh-72 (£2.733-2)

4092 R AR TR TORER T, HbAlec DFEE (B~ 7T F—XtHREE) OHEEMIZ, X—ZF 1
Y OIREY T 7 —7F (70 kg Kiii, 70 kg PLE 90 kg A, 90 kg LA E 110 kg K, KO 110 kg LA 1)
DO TREETH -7z (fHEk 2.7.3.6.5. X 2.7.3.6.5.69~X 2.7.3.6.5.70) , 4092 ikERTILX, B~ LT K
1.0 mg IZBWT, {BRERN—ZXT A4 VORE L ORI RERZEEFMDRD B, N—=2T A DR
HA 70 kg RIGEOWBRE TITMOEEY 7 71— 7 & ik U CTRIED RN NS otz (8% 2.7.3.6.5,
# 2.73.6544) . B ZAF FD HbAlc DRX—Z T A b OB BTG L-5a. 2 &8 (3623
BN 3627 RBR) OB~ ZLF R 05mgREICEB W T, (AEMN 110 kg 2 2 5 5RE T KEY 7
TN—T LB L TENEN, LV RERETFTELOCLIV/NERIKTEEZ R L, LHhL, o7
TIEBWT, B AT FEHEIZEDAKIGER—AT A4 VOREY 7 7V —7HCRIRBE CH -T2
(fH§%2.7.3.6.5. [€2.73.6.571) .

7a— VB & i U CIENERER 2 BB CHERURE DB o 7272 DI, AREHTIE T v M AT E
ELTS55kg&BMLT (bbb 55kg RiMi& 55kg Ul B 70kg RiiDY 7 /N —T%%E L) ()
$%2.7.3.6.5, 3K 2.7.3.6.5.85~3% 2.7.3.6.5.88) , 40923 R TILX, B~ 7T N 1.0 mglZHB T, R LN
— AT A OFREELEORICHERRAEMERDRD HIL, X—RF A4 L OREN 55 kg BL E 70 kg KD
BBRE CHLORE Y7 7V — 7 Ll U TRV DV NS Do 7o (FH6% 2.7.3.6.5. 3 2.7.3.6.5.87) . L
MU G, 4092 HERIZBWNWTEY I AT RIZLDHRX—=ZXTF A 0260 HbAle AL &iX, MHEICEK
WCH T 7N —7HCHBE Th o7z, 4091 B TIX, HbAle OFEZE (B~ 7 AF F—%fHIE) OHt
EMEIX, B2 7 7V —7HMTHECH-TZ, £7c, B AF RIZELDERX=AT A NED
HbAlc ZE{LEIX, MABICBW T 7/ —FRCRRE Th -T2,

BEE LT, v 0F ROFME (HbAle OZLEIC XV FHE) (X, X—RX T4 VOREIZLD
BT I N—THTEBE LT\ EBZx b,

R—=Z25 4 NIBITHAEHEEREVIE LI AL TF FOBRBEN/NI DTN, 2L LT
HbAlc (28T DMREE & — FUCBIRIZAN— R T A VIFOEREO BT A B ) > 72 [Global modelling
report (Module 5.3.3.5) , Section4.2) , MR &= — SUGRRMENT CIL, B~ ZLF RIZ L D HbAle DS
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B, EKE (RXR—=Z2T7 A4 U OFRE : 39.7 kg~198.3 kg) OV 7T 7L —T D TR TH D Z L BRI T

(Global modelling report (Module 5.3.3.5) , Figure 9C]

RE Z L DY) HbAle & T8k 2.73.65, £ 2.73.65.11~3% 2.73.6.5.15 |, #atMEHrGE £ % 18k
2.7.3.6.5, # 2.73.6.541~% 2.7.3.6.545 |\TRT, £, KEILOME HEME) O7+ LA N Tay
h &k 2.7.3.6.5, X 2.7.3.6.5.69~X 2.7.3.6.5.70 |2, KB Z & DN—R T A Linb ONYEE LR Tk
2.7.3.6.5, [X12.7.3.6.5.71~X 2.7.3.6.5.72 {2/~ 7,

R—XFA4 IZHIT5 BMI

N=R2F A NZBT B BMI 1327 0 — LR CTREE (32.2~329kgm’) Tho7-8, 71
— VLR & el L CENRBR 2B T L v Ko 72 (254264 kg/m®)  (#£2.7.33-2) ,

4092 R Z B < TR TORER T, HbAlc DR (B~ 7T F—%RIK) OHEEMEIZ, BMI DY~
T N—TRICHRECTH -7 (8 2.7.3.6.5. X 2.7.3.6.5.73~[%] 2.7.3.6.5.74) , 4092 &R TIL, B~ L
F R 1.0 mg IZBWT, IBRERN—AT A DO BMI & ORICHERZBEERNRD S, BMI 30 ULE
DR T HbAlc [ZB T DIEFENEN L O K& otz (T8 2.73.6.5. £ 2.73.6549) , B 77
N—TNE ENTWRE LN BB D o7 (B~ 7V F K 1.0 mg KOV Z 7 ) FF o TcxnEh
14 BIEO 12 ) ZEICEBRTRETHD, B ZVF RO HbAlc DRX—RAT A )b DE{L &% FE
L7254, T X CTORBRIZENT BMI OV 7 7 —FCRIBEOKIEZ R LT, &L LT, &~
INF FOFIEEBMIIC LAY 7 7 v—7HT—ELTW=EEZ N,

BMI Z & @4 HbAle %1k 2.7.3.6.5, & 2.7.3.6.5.16~2 2.7.3.6.5.20 |2, HeatMEdTHRE R % 6%
2.7.3.6.5, #& 2.7.3.6.5.46~3 2.7.3.6.5.50 |2/~ 9, Flo, BMI Z & OfEAE HEEM) O7+ LAYy
k& A6k 2.7.3.6.5, [X2.7.3.6.5.73~[ 2.7.3.6.5.74 12, BMI Z & DRX—R T A )b ORI A & % {15k
2.7.3.6.5, [X12.7.3.6.5.75~X 2.7.3.6.5.76 {Z/~7,

R—RSA VIZHITEHEHEEEE

TRTORBRIZEBN T, IEWRBEHAEZ AT 2988 M OB EOBREERS 24T 2#RE 0RE
1345 % 50.8~68.7% % I8 29.3~40.4% TdH 0 . TS OBHERERE 2 A9 HWBE OEIA T 9%KRIETH -
72 (£27332%81) |

HbAlc D#EE (B~ 7T F—xtEK) OHEEEZ 5N L 723556, 5 2O% 3a HlRD 5 6 2 3Bk

(4092 FERDE~ Z/LF R 1.0 mg K 3626 ERDE~ 7 /LF F 05 mg) T. J6HE L BHERE L OIS

BRZHEERNRD N, 20 2 REBRTIE, EFRBHEELZGT2HBRE LKL T, BEOE
HREIEE 2 A 2 8E T~ 7 VF RIC K DIERR /NS o7 (8 2.7.3.6.5. X 2.7.3.6.581~
2.7.3.6.5.82, KUMFEK2.7.3.6.5, & 2.7.3.6.5.56~3 2.7.3.6.5.60) ,

R—=RA T A UNLOELEDFHIIZIBNT, B~ 7T RIZK D HbAle DR T EITEWED Y7~
N—T T TRREE Th o723, 3623 Bk (B~ 27 /LT K 1.0 mg) KO4091 &R (B~ 27 /LT K 0.5 mg)
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TIXIER R BHELZ AT HH5RE L L THEEOBKERE LA T 28BE /I oo (fHk
2.7.3.6.5, X 2.7.3.6.5.83~[X] 2.7.3.6.5.84) ., ZAUE. UixV T I N—TITE EN D HBRE LD D
mhole (36233 R (B~ 27 /vF R 1.0 mg) T 6], 4091 5llk (E~27/LvF K05 mg) T3H) 729
EBEZHND,

LinLZeisn, 2RBREE L CTALNMAL, &L —HLTELT, £z, BlEREEOR
FELOEE LRl ZOZEND, B I NVTF ROBENREOKRE SITTRTOBHKEDT T/
N—TTHBETh- I EEZLND, ZORbmIL, WA OBMEEREO AR (EF 2 BHEsH
T DB TR PR OBSREREE 2 AT 28T ICBbL T, B~ T RIZk S HbAlce
RTENFERRTH D Z & 2R LTS & — BOSBIRAATIC X - T3F &7z (Global modelling report
(Module 5.3.3.5) , Figure 9H)

BB, B INTF ROT7a— AR T 0 ST MIBWT, BEXITIRMBIRERE G T H95RE 1T
CVOT IZD I Fhiz, CVOTIZEM L7 48E DK 3% (3297 B> 5 H 10761 (B~ 27 /LF K 0.5 mg,
1.0 mg, 7' Z7t&AR 0.5 mg, 1.0 mg TEILZEI 21 1], 25, 28 Bl K O 33 f51]) ) HSEE B SR B R AR
DY T I N—TIR STz, BEOBERERE IIRYERE AT 288RE 1T, EHRBEbE
B4 D088 LB L T, B~ ZLF K 1.0 mg TiX HbAIc IR FEDKE o722, B ZLF K 0.5
mg CIHR FRIFFKETH 72 (85 2.7.3.6.5, [X2.7.3.6.5.82 LT 2.7.3.6.5.84) ,

NR—R T A N D BREREREE = L O HbAle % {165k 2.7.3.6.5. 3 2.7.3.6.5.26~3 2.7.3.6.530 (T,
WRFHRHTRS R & 18k 2.7.3.6.5, % 2.7.3.6.5.56~3 2.7.3.6.5.60 \Z"T, £, N—RT A BT DB
HEfEE L OfE (HEE) O74+ VA Ny FafHEk 27365, X 2.73.6.5.81~X 2.73.6.582 12,
R—ATA VBT DLIBERERELOR—ZT A4 UL OEHELEE 8 273.65, X
2.7.3.6.5.83~[X] 2.7.3.6.5.84 /" T,

273326 ARAERLL2EROMOENEOBEO—EIEORE
2733261 HWEREDOKR

7a—LaRER (3623 FBR. 3626 B KL O 3627 iABR) (CBIN UEEEAE Y M1 Sz B AR AW E
Bix, ThEn 614 (E~ZAF F05mg. B~ ZF R 1.0 mg. 77 RTENEN 196, 19 4
JOf 23 i) 140 i (48 il 43 FIKON 49 Bi) KOY 61 B (17 fil, 22 BHIKT 22 i) Tholz (&
2.7.33-14 ) . T_XTOZ a2 —UL3BRC, BARANEM TIEEMESE O T Sz X TowRE
D, REMTIE 8 HlE R TR TOWRE NRREDOER G522 1T e, B EZET LIoiE OFIE T,
3623 RBRICK W CTREM & i L CHARANEM TEN o722 & &2RE, WEN THRRKETH - 72,
FEEDOMEA S, VAF 2 —{RRZ AT TICR G 2% T LEREoEIS I Wb AL, T
TOZr—VLRBRIZBW T, WM& HICRBRTE TH ORI G ITEN< N%EBR Tz, T3TO
7 —LERBRTC, WTNOERIZEWTHEEP IO ERBHIET, £ [Fof) RO TEEFS)
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Tholz,
FEAMIX. Module 5.3.5.4 DR [Justification of use of global trials | Z 2D Z &
+* 2.7.3.3-14 #HERE DMER—3623 FHER. 3626 FHERE U 3627 FAER
Trial 3623 Trial 3626 Trial 3627
Japanese Entire trial Japanese Entire trial Japanese Entire trial
population | population | population | population | population | population

Randomised 61 388 140 1231 61 397

Randomised and exposed | 61 ( 100) 387 (99.7) 140 ( 100) | 1225 (99.5) 61 (100) 396 (99.7)

(FAS/SAS)

Treatment completers [1] 59 (96.7) 340 (87.9) 129 (92.1) | 1079 (88.1) 53 (86.9) 353 (89.1)
Without rescue medication 57 (93.4) 303 (78.3) 114 (81.4) 968 (79.0) 49 (80.3) 330 (83.3)
With rescue medication 2(3.3) 37(9.6) 15 (10.7) 111 (9.1) 4(6.6) 23 (5.8)

Premature treatment 2(3.3) 47 (12.1) 11(7.9) 146 (11.9) 8 (13.1) 43 (10.9)

discontinuation — primary

reason [2]

Pregnancy 1(0.3) 0 0 1(0.3)
Protocol violation 7(1.8) 0 14 (1.1) 3(0.8)
Adverse event 1(1.6) 18 (4.7) 8(5.7) 86 (7.0) 5(8.2) 17 (4.3)
Other 1(1.6) 21(5.4) 3(2.1) 46 (3.8) 3(4.9) 22 (5.6)
Trial completers [3] 60 (98.4) 359 (92.5) 139 (99.3) | 1163 (94.5) 61 (100) 380 (95.7)

N: Number of subjects, %: For treatment completers and treatment non-completers percentages are based on exposed

subjects.

For trial completers and withdrawals percentages are based on randomised subjects.

[1]: Completion of treatment according to end-of-trial form. [2]: Includes only exposed subjects.
[3]: Subjects with a follow-up visit.

2733262 HREERRUA—RIAM UM (R—X54 VORNEREVHENRKEHER)

TRTO7v— LR (3623 3Bk, 3626 3R &L O 3627 3BR) (23T, HARANERM & 2EME D
M C_— 2T A ONIRME K O R R EERER OB SV THRiET Lz, IR REAER & L
T ANOMEFHFRIRRE  (FFl L OMER]) R OYRIEFEE  (BERP I, BMI, eGFR, X—R 7 A
o HbAlc M OZEREIFILIEE) | AMRIMERBRIIZER & L CRGHR & it Lz,

TRTOTa—VLBRIZEN T, HRE T R LK ORN—2 T 4 VRIS L TR ARANER RO 2%
MCRBRETH-oZ (£ 273315 2H) . §ITORBRCTH@EL T, 2EM L i L CHAAANEMNT
BMI M7= (HAAEM : 25.68~28.13 kg/m*. 2] : 32.18~32.93 kg/m®)

BMI LIS DWW O OPWBRE T K ON—R T A VEHEIZ OV TS, AARANER L 2FEFE DT
EWRHR LI - 2ERM L i LT HARAERICB W TR EORIEGMELS (3623 3B (A ARNER -
14.8%., 22 1 45.7%) KU 3626 illir (HARNEM : 37.9%. 2] : 49.4%) ] | FEIRERIS HEm
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s < (3623 B (AARNEH @ 7.51 4, %M : 418 4) ] | ZEERFLIFEME > 72 (3627 3
B (HARNEEM : 1254 mg/dL, 24EM : 1559 mg/dL) ]

3626 ARBR TiX, MERIZEWTHEBRE DO RN A FPARALI VICKDBEEZ T TV (&
2.7.3.3-16) , 3627 B TIL, N—A T A 2B WT Basal £ > AU NIMZTA MR U EHHL
TV EBRE OFIGH, 2EM (83.3%) L L THARANEM (63.9%) TEMNM-T-,

IHIT, NR=RAT A L ONKMR OSNEMERRIER O B AR NEF & SERNCBT 21E DB HEDNE
i (77 A4~V —=x RARA > b : HbAle) IZHBEHE X510 E I nEiHMIiLT-, e LT,
HbAlc DZELEDOFAMGIZ ) L CRERIICERO & 5 8% KIFT & 2 RERIIRE SN hoTz, i
AHIX. Module 5.3.5.4 D#5E [Justification of use of global trials| ZZHRD = &,
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% 2.7.3.3-15 BAAEHE2EHICE T EHEBREERRUR—X T4 U (3623 iHER. 3626 SHER R U 3627 FER)
Japanese Population Entire trial Population
Sema 0.5 mg Sema 1.0 mg Comparator Total Sema 0.5 mg Sema 1.0 mg Comparator Total

Trial 3623
Number of subjects 19 19 23 61 128 130 129 387
Sex

Female 3 ( 15.8) 2 (10.5) 4 (17.4) 9 ( 14.8) 68 53.1) 50 38.5) 59 ( 45.7) 177 ( 45.7)

Male 16 ( 84.2) 17 ( 89.5) 19 ( 82.6) 52 ( 85.2) 60 46.9) 80 61.5) 70 ( 54.3) 210 ( 54.3)
Age (years)

N 19 19 23 61 128 130 129 387

Mean (SD) 57.3 (9.6) 59.5 (9.6) 54.2 (10.7) 56.8 (10.1) 54.6 (11.1) 52.7 (11.9) 53.9 (11.0) 53.7 (11.3)
HbAlc (%)

N 19 19 23 61 128 130 129 387

Mean (SD) 8.14 (0.76) 8.23 (0.65) 8.10 (0.65) 8.15 (0.68) 8.09 (0.89) 8.12 (0.81) 7.95 (0.85) 8.05 (0.85)
Fasting plasma glucose (mg/dL)

N 19 19 23 61 125 129 127 381

Mean (SD) 158.3 (37.93) 168.2 (34.09) 162.9 (22.92) 163.1 (31.44) 174.1 (49.89) 178.5 (44.99) 174.4 (49.85) 175.7 (48.19)

Duration of Diabetes (years)

N 19 19 23 61 127 129 129 385

Mean (SD) 8.86 (6.86) 7.46  (5.94) 6.44 (3.94) 7.51  (5.61) 4.85 (6.11) 3.65 (4.89) 4.06 (5.48) 4.18 (5.52)
Body mass index

N 19 19 23 61 128 130 129 387

Mean (SD) 24.98 (3.96) 25.86 (3.00) 26.12 (5.49) 25.68 (4.32) 32.46 (7.62) 33.92 (8.43) 32.40 (6.86) 32.93 (7.68)
MDRD GFR 'estimated'
(mL/min/1.73 m"2)

N 19 19 23 61 128 130 129 387

Mean (SD) 91.26 (14.58) 98.89 (12.99) 97.13 (17.15) 95.85 (15.25) 95.91 (26.23) 100.9 (27.74) 100.2 (24.97) 99.02 (26.37)
Trial 3626
Number of subjects 48 43 49 140 409 409 407 1225
Sex

Female 13 ( 27.1) 17 ( 39.5) 23 ( 46.9) 53 ( 37.9) 202 ( 49.4) 204 ( 49.9) 199 ( 48.9) 605 ( 49.4)

Male 35 ( 72.9) 26 ( 60.5) 26 ( 53.1) 87 ( 62.1) 207 ( 50.6) 205 ( 50.1) 208 ( 51.1) 620 ( 50.6)
N: Number of subjects, SD: Standard deviation, Sema: Semaglutide,

MDRD: Modification of diet in renal disease,

GFR: glomerular filtration rate

The baseline value is defined as the latest pre-dosing value.
Body mass index is calculated based on baseline measurement of body weight and height.
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Japanese Population

Entire trial Population

Sema 0.5 mg Sema 1.0 mg Comparator Total Sema 0.5 mg Sema 1.0 mg Comparator Total

Age (years)

N 48 43 49 140 409 409 407 1225

Mean (SD) 50.9 (10.2) 54.7 (9.7) 51.8 (10.5) 52.4 (10.2) 54.8 (10.2) 56.0 (9.4) 54.6 (10.4) 55.1 (10.0)
HbAlc (%)

N 48 43 49 140 409 409 407 1225

Mean (SD) 8.15 (0.97) 8.09 (0.96) 8.42 (0.80) 8.22 (0.92) 8.01 (0.92) 8.04 (0.93) 8.17 (0.92) 8.07 (0.93)
Fasting plasma glucose (mg/dL)

N 46 42 48 136 395 390 379 1164

Mean (SD) 163.4 (34.19) 157.1 (28.91) 171.2 (33.35) 164.2 (32.62) 168.1 (42.96) 167.4 (39.93) 172.9 (38.84) 169.4 (40.68

Duration of Diabetes

N
Mean (SD)

Body mass index

N
Mean (SD)

MDRD GFR 'estimated'
(mL/min/1.73 m"2)

N
Mean (SD)
Trial 3627

Number of subjects

Sex
Female
Male

Age (years)
N
Mean (SD)

HbAlc (%)
N
Mean (SD)

(years)

48
8.33 (4.43)

28.45 (6.06)

103.6 (21.64)

17

17
55.1 (8.2)

17
8.64 (0.82)

43
8.83 (6.99)

43
27.11 (3.94)

43
103.9 (20.34)

22

7 ( 31.8)
15 ( 68.2)
22

58.4 (9.0)
22

8.27 (0.73)

49
9.45 (6.46)

49
28.72 (4.61)

49
108.3 (24.83)

22

22
62.0 (8.3)

22
8.35 (0.77)

140
8.88 (6.00)

140
28.13 (4.99)

140
105.4 (22.39)

61
25 41.0)
36 59.0)
61
58.8 (8.8)
61

8.40 (0.77)

409
6.44 (4.66)

409
32.43 (6.22)

409
99.12 (24.87)

132

58 ( 43.9)

74 ( 56.1)

132

59.1 (10.3)

132

8.36 (0.83)

409
6.70 (5.56)

409
32.50 (6.61)

408
99.86 (21.65)

131
54 ( 41.2)
77 ( 58.8)
131
58.5 (9.0)
131

8.31 (0.82)

407
6.60 (5.08)

407
32.45 (5.81)

407
100.9 (22.73)

133
62 ( 46.6)
71 ( 53.4)
133
58.8 (10.9)
133

8.42 (0.88)

1225
6.58 (5.11)

1225
32.46 (6.22)

1224
99.96 (23.12)

396
174 ( 43.9)
222 ( 56.1)
396
58.8 (10.1)
396

8.37 (0.84)

N: Number of subjects,
MDRD: Modification of diet in renal disease,

SD:

Standard deviation, Sema: Semaglutide,
GFR: glomerular filtration rate

The baseline value is defined as the latest pre-dosing value.
Body mass index is calculated based on baseline measurement of body weight and height.
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Japanese Population Entire trial Population
Sema 0.5 mg Sema 1.0 mg Comparator Total Sema 0.5 mg Sema 1.0 mg Comparator Total

Fasting plasma glucose (mg/dL)

N 17 22 22 61 130 130 132 392

Mean (SD) 134.7 (53.05) 123.9 (30.06) 119.6 (35.46) 125.4 (39.30) 161.0 (62.38) 152.5 (50.91) 154.1 (46.66) 155.9 (53.68
Duration of Diabetes (years)

N 17 22 22 61 132 131 132 395

Mean (SD) 14.10 (9.23) 16.33 (6.93) 14.22 (8.62) 14.95 (8.16) 12.91 (7.59) 13.74 (7.82) 13.30 (7.98) 13.32 (7.79
Body mass index (kg/m2)

N 17 22 22 61 132 131 133 396

Mean (SD) 28.30 (5.68) 25.73 (3.71) 25.70 (2.92) 26.44 (4.21) 32.77 (6.01) 32.00 (6.41) 31.77 (6.05) 32.18 (6.16
MDRD GFR 'estimated'
(mL/min/1.73 m"2)

N 17 22 22 61 132 131 133 396

Mean (SD) 101.7 (23.68) 92.14 (15.52) 95.36 (19.08) 95.97 (19.39) 91.88 (26.30) 91.06 (23.41) 90.97 (25.37) 91.30 (25.00)
N: Number of subjects, SD: Standard deviation, Sema: Semaglutide,

MDRD: Modification of diet in renal disease,
The baseline value is defined as the latest pre-dosing value.
Body mass index is calculated based on baseline measurement of body weight and height.

GFR: glomerular filtration rate
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#27.3.3-16 BAANEREEKHICE T HEELEY FTRICER L TORERFAESE (3626 AR KR U 3627 5H87)
Japanese Population Entire trial Population
Sema 0.5 mg Sema 1.0 mg Comparator Total Sema 0.5 mg Sema 1.0 mg Comparator Total
N (%) N (%) N (%) N (%) N (%) N (%) N (%) N (%

Trial 3626
Number of subjects 48 43 49 140 409 409 407 1225
BIGUANIDES, Al0BA 47 ( 97.9) 42 ( 97.7) 49 (100.0) 138 ( 98.6) 403 ( 98.5) 406 ( 99.3) 405 ( 99.5) 1214 ( 99.1)
METFORMIN 7 ( 14.06) 3 ( 7.0) 7 ( 14.3) 17 ( 12.1) 269 ( 65.8) 250 ( 61.1) 289 ( 71.0) 808 ( 66.0)
METFORMIN HYDROCHLORIDE 40 ( 83.3) 39 ( 90.7) 42 ( 85.7) 121 ( 86.4) 134 ( 32.8) 156 ( 38.1) 116 ( 28.5) 406 ( 33.1)
SULFONYLUREAS, Al10BB 1 ( 0.2) 1 ( 0.2) 2 ( 0.2)
GLICLAZIDE 1 ( 0.2) 1 ( 0.1)
GLIMEPIRIDE 1 ( 0.2) 1 ( 0.1)
COMBINATIONS OF ORAL BLOOD GLUCOS 1 ( 0.2) 1« 0.1)
DRUGS, A10BD

MOPADAY 1 ( 0.2) 1 ( 0.1)
THIAZOLIDINEDIONES, Al10BG 2 ( 4.2) 1 ( 2.3) 1 ( 2.0) 4 ( 2.9) 23 ( 5.6) 20 ( 4.9) 23 ( 5.7) 66 ( 5.4)
PIOGLITAZONE 13 ( 3.2) 14 ( 3.4) 16 ( 3.9) 43 ( 3.5)
PIOGLITAZONE HYDROCHLORIDE 2 ( 4.2) 1 ( 2.3) 1 ( 2.0) 4 ( 2.9) 10 (1 2.4) 6 ( 1.5) 7 1.7) 23 (1.9
Trial 3627°
Number of subjects 17 22 22 61 132 131 133 396
BIGUANIDES, Al0BA 12 ( 70.6) 16 ( 72.7) 11 ( 50.0) 39 ( 63.9) 110 ( 83.3) 110 ( 84.0) 110 ( 82.7) 330 ( 83.3)
METFORMIN 2 (11.8) 5 (22.7) 4 (18.2) 11 ( 18.0 83 ( 62.9) 85 ( 64.9) 89 ( 66.9) 257 ( 64.9)
METFORMIN HYDROCHLORIDE 10 ( 58.8) 11 ( 50.0) 7 ( 31.8) 28 ( 45.9) 27 ( 20.5) 25 ( 19.1) 21 ( 15.8) 73 ( 18.4)
SULFONYLUREAS, Al10BB 1 ( 0.8) 1 ( 0.3)
GLIPIZIDE 1 ( 0.8) 1 ( 0.3)

N: Number of subjects, %:Percentage of subjects.
Therapeutical Chemical (ATC) classification system
a: In trial 3627, all subjects were on basal insulin therapy at baseline.

The code letters are referring

to the Anatomical
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2.7.3.3.26.3 HbA1c

FTRCOZ7a— LB CTHANEM K OEERONTRIZBWNT Y, FRlBRox I (3623 AR,
3626 RN O 3627 AR CENENT TR, VF 7V TFURRTTEAR) LHRL T, BT
R 0.5mg KU~ Z/LF K 1.0 mg O HETHEE HbAle DR TFIX LY K&Eho7 ([X2.7.3.3-20)
FTRTCO7 v — LT A ARNEM L OREMONTIIZE N TS, KRB IREE & g L7
v I AT ROWBHEDER (Thbb, v 7 AF FEKRBROXIRE (7RI 7Y 7F0)
OFEMZE) 1T~ A F F05mg LV~ 7T R 1.0 mg CTREVHMAA A LN (£2.7.3.3-17)
3623 MBATIZ, B~ ZAF F 05 mg L L TE~ZLF K 1.0 mg T HbAlc DX FAKE No722
X, AEMEH_RHARANEMIZBNWTEIVHETH -T2, KD ORBRTIE, B~ 4F K 0.5 mg &
iz LT~ 2 0F R 1.0 mg T HbAlc DK FMN KLV KE D o72h, TOFEE XA ARNEM & £EMT
FEECTH -7,

WEEMICH T 5 Z & @ HbAle &Y HbAle DR—RA T A v b O bE, 72 5 TN HbAlc (2O
T OMEHENTAE HR1E. Module 5.3.5.4 D5 E [Justification of use of global trials] (2787,
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Japanese population Entire trial population

Trial 3623
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On-treatment without rescue medication data is presented. Mean estimates (+/-error bar) are from the mixed model for repeated
measurements with treatment, trial-specific stratification (only for trial 3627; HbA, level at screening [<=8.0% or >8.0%] crossed
with use of metformin [yes or no]: 2 by 2 levels) and country as fixed factors and baseline HbA, as covariate, all nested within visit
and adjusted according to observed baseline distribution. Error bars are +/-1*SEM.

Dotted line is the total average value at baseline.

Number of FAS of entire trial population (Japanese population); Trial 3623: 387 (61), Trial 3626: 1225 (140), Trial 3627: 396 (61)
(EEEE) DREFRER
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#* 2.7.3.3-17 BAAEHE2EHICE TS HbAIC (%) (3623 FHBR. 3626 FHER K U 3627 5XER)
trial 3623
Japanese population
Sema 0.5 mg Sema 1.0 mg Placebo
Baseline® 8.14+0.76 (19) 8.2340.65 (19) 8.10+0.65 (23)
Week 30* 6.39+0.50 (18) 5.8740.33 (18) 8.22+0.77 (21)

Change from baseline®

1.72+0.82 (18)

2.33+0.57 (18)

0.140.55 (21)

Estimated mean change from baseline™

C

1.69+0.13 (18)

2.29+0.13 (18)

0.21%0.12 (21)

Treatment difference®
(Sema - Placebo) [95% CI]

-1.90 [-2.25 ; -1.54]

250 [-2.86 ; -2.14]

Entire trial population

Sema 0.5 mg Sema 1.0 mg Placebo
Baseline® 8.09+0.89 (128) 8.12+0.81 (130) 7.95+0.85 (129)
Week 30* 6.47+0.87 (102) 6.41+1.07 (104) 7.69+1.16 (84)

Change from baseline®

1.56+1.02 (102)

1.73+1.15 (104)

20.15+0.94 (34)

Estimated mean change from baseline™

C

-1.45+0.10 (102)

-1.55+0.10 (104)

20.02+0.10 (84)

Treatment difference®
(Sema - Placebo) [95% CI]

143 [-1.71;-1.15]

153 [-1.81;-1.25]

trial 3626
Japanese population

Sema 0.5 mg Sema 1.0 mg Sitagliptin
Baseline® 8.15+0.97 (48) 8.09+0.96 (43) 8.42+0.80 (49)
Week 56 6.26+0.71 (43) 6.16+0.76 (35) 7.39+0.92 (36)

Change from baseline®

_1.82+0.80 (43)

1.92+0.85 (35)

20.84+1.02 (36)

Estimated mean change from baseline™

C

1.81+0.12 (43)

~1.99+0.14 (35)

20.55+0.13 (36)

Treatment difference®
(Sema - Sitagliptin) [95% CI]

126 [-1.62 ; -0.90]

1.44[-1.82;-1.07]

Entire trial population

Sema 0.5 mg Sema 1.0 mg Sitagliptin
Baseline® 8.01£0.92 (409) 8.04+0.93 (409) 8.1740.92 (407)
Week 56 6.56+0.87 (328) 6.3740.86 (331) 7.1540.99 (285)

Change from baseline®

~1.40+1.08 (328)

-1.64+1.04 (331)

-0.79+1.05 (285)

Estimated mean change from baseline™

C

-1.32+0.05 (328)

-1.61+0.05 (331)

-0.55+0.05 (285)

Treatment difference®
(Sema - Sitagliptin) [95% CI]

20.77[-0.92 ; -0.62]

-1.06 [-1.21; -0.91]
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trial 3627
Japanese population
Sema 0.5 mg Sema 1.0 mg Placebo
Baseline® 8.64+0.82 (17) 8.2740.73 (22) 8.35+0.77 (22)
Week 30* 6.49+1.00 (13) 5.94+0.57 (17) 8.00+0.93 (17)

Change from baseline®

2.08+0.89 (13)

2.36+0.58 (17)

0.25+0.72 (17)

Estimated mean change from baseline™

C

1.92+0.20 (13)

2.49+0.19 (17)

0.01£0.18 (17)

Treatment difference®
(Sema - Placebo) [95% CI]

-1.93[2.49 ; -1.38]

250 [-3.06 ; -1.95]

Entire trial population

Sema 0.5 mg Sema 1.0 mg Placebo
Baseline® 8.36+0.83 (132) 8.31+0.82 (131) 8.42+0.88 (133)
Week 30* 6.87+0.97 (111) 6.45+0.82 (108) 8.13+1.24 (94)

Change from baseline®

1.46+1.08 (111)

~1.87+0.91 (108)

0.191.07 (94)

Estimated mean change from baseline™

C

-1.45+0.09 (111)

-1.85+0.09 (108)

20.09+0.09 (94)

Treatment difference®
(Sema - Placebo) [95% CI]

-135[-1.61;-1.10]

-1.75 [-2.01 ; -1.50]

Summary and analysis are based on observed 'on-treatment without rescue medication' data
a: mean+SD (number of subjects), b: estimated mean+SE (number of subjects)
c: The post-baseline responses are analysed using a mixed model for repeated measurements with treatment, trial-specific

stratification (only for trial 3627; HbA,. level at screening [<=8.0% or >8.0%] crossed with use of metformin [yes or no]: 2 by 2
levels) and country as fixed factors and baseline value as covariate, all nested within visit.

2733264 {KE

FTRCOZ7a— LB CTHARNEM K OEERONTHRIZBWT Y, FRlBRox I (3623 AR,
3626 B Y 3627 RER CENENT T 'R, VX7V TFUORRNTTE®AR) LKL T, B~ LT
R0.5mg KO~ Z/VF R 1.0mg D E TEHIEREORTILEL Y R&Ehot ([¥2.7.33-21 (kg) &
U 2.7.3.3-22 (%) ),

FTRCO7r— VLB CTHANEM R OREMDONTRIZBWT Y, KBRS IS & ik L7z
v ZVTF ROWBHEDER (Thbb, B~/ AF REEHBROXIRIE (7RI 70 7F0)
DOFEMZE) 3B~ 7L F K 05 mg LV E~Z0F R 1.0 mg TREWHEPNALNT (F 2.7.3.3-18
(ke) . 3£2.733-19 (%) ) . 3623 REAK O 3627 RER T, B~ 27 AF R 05 mg LIl T~
VT R 1.0 mg TEREOBDNRE o702 LIk, 2EM &L THRAERIBN T WETH
STz, — . 3626 R RBRTIX, B~ AT K05 mg L T~ 2T R 1.0 mg TIREDED N KX
MoloZ Lix, 2EMTLVIETH- T,

WEMIZE T2 I L OREXMEEOR—RA T4 V0D OELE, 725 ITEREIZ OV TOHRE
FEMTHE B2 %A . Module 5.3.5.4 D& E [Justification of use of global trials] (2787,
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On-treatment without rescue medication data is presented. Mean estimates (+/-error bar) are from the mixed model for repeated
measurements with treatment, trial-specific stratification (only for trial 3627; HbA, level at screening [<=8.0% or >8.0%] crossed
with use of metformin [yes or no]: 2 by 2 levels) and country as fixed factors and baseline body weight as covariate, all nested within
visit and adjusted according to observed baseline distribution. Error bars are +/-1*SEM.

Dotted line is the total average value at baseline.

Number of FAS of entire trial population (Japanese population); Trial 3623: 387 (61), Trial 3626: 1225 (140), Trial 3627: 396 (61)
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On-treatment without rescue medication data is presented. Mean estimates (+/-error bar) are from the mixed model for repeated
measurements with treatment, trial-specific stratification (only for trial 3627; HbA,, level at screening [<=8.0% or >8.0%] crossed

with use of metformin [yes or no]: 2 by 2 levels) and country as fixed factors and baseline body weight as covariate, all nested within

visit and adjusted according to observed baseline distribution. Error bars are +/-1*SEM.

Dotted line is the total average value at baseline.

Relative change from baseline in body weight (%) Relative change from baseline in body weight (%)

Relative change from baseline in body weight (%)

Number of FAS of entire trial population (Japanese population); Trial 3623: 387 (61), Trial 3626: 1225 (140), Trial 3627: 396 (61)
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#* 2.7.3.3-18 BAAKHE2KHICETHAKE (kg) (3623 FHER. 3626 HER KR U 3627 iAER)

Trial 3623
Japanese population

Sema 0.5 mg Sema 1.0 mg Placebo
Baseline® 70.70+13.92 (19) 71.75£11.26 (19) 72.62+17.90 (23)
Week 30* 68.92+14.67 (18) 68.58+11.50 (18) 72.43£18.32 (21)
Change from baseline® -2.06+2.67 (18) -4.08+2.52 (18) -0.58+1.19 (21)
Estimated mean change from baseline” -1.85+0.52 (18) -4.09+0.53 (18) -0.48+0.48 (21)
Treatment difference’ -1.38 [-2.80 ; 0.04] -3.61 [-5.04 ; -2.19]
(Sema - Placebo) [95% CI]
Entire trial population

Sema 0.5 mg Sema 1.0 mg Placebo
Baseline® 89.81£22.96 (128) 96.87+25.59 (130) 89.05+22.16 (129)
Week 30* 86.35+20.90 (104) 90.82+23.73 (104) 84.88+20.68 (86)

Change from baseline®

-3.90+4.25 (104)

-4.57+5.40 (104)

1.30+3.31 (36)

Estimated mean change from baseline™

C

-3.73+0.41 (104)

-4.53+0.41 (104)

~0.98+0.43 (86)

Treatment difference®
(Sema - Placebo) [95% CI]

2.75[-3.92;-1.58]

356 [4.74 ; -2.38]

Trial 3626
Japanese population

Sema 0.5 mg Sema 1.0 mg Sitagliptin
Baseline® 80.66+18.89 (48) 72.79+14.02 (43) 76.24+14.71 (49)
Week 56 77.06+20.73 (43) 69.12+15.95 (35) 75.94+15.18 (36)

Change from baseline®

4425421 (43)

4.92+4.98 (35)

20.34+2.02 (36)

Estimated mean change from baseline™

C

4.29+0.57 (43)

4.84+0.61 (35)

0.21+0.57 (36)

Treatment difference®
(Sema - Sitagliptin) [95% CI]

-4.08[-5.67 ; -2.48]

-4.63[-6.28 ; -2.98]

Entire trial population

Sema 0.5 mg Sema 1.0 mg Sitagliptin
Baseline® 89.93+20.39 (409) 89.21£20.74 (409) 89.29+19.67 (407)
Week 56 86.55+20.84 (330) 84.25+20.06 (334) 87.21£17.78 (290)

Change from baseline®

-4.64+4.50 (330)

~6.28+5.57 (334)

-1.99+4.92 (290)

Estimated mean change from baseline™

C

-4.28+0.25 (330)

-6.13+0.25 (334)

-1.93+0.26 (290)

Treatment difference®
(Sema - Sitagliptin) [95% CI]

2.35[3.06; -1.63]

420491 ;-3.49]
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Trial 3627
Japanese population

Sema 0.5 mg Sema 1.0 mg Placebo

Baseline® 77.65+18.31 (17) 70.65+14.68 (22) 64.65+9.68 (22)
Week 30* 77.87+£17.98 (13) 67.78+16.02 (17) 63.34+10.07 (17)
Change from baseline® -2.5842.14 (13) -6.82+4.29 (17) -0.21+1.29 (17)
Estimated mean change from baseline”® -2.17+0.70 (13) -6.91+0.62 (17) -0.16+0.65 (17)

Treatment difference®
(Sema - Placebo) [95% CI]

2.00 [-4.03; 0.02]

6.74[-8.68 ; -4.81]

Entire trial population

Sema 0.5 mg Sema 1.0 mg Placebo
Baseline® 92.74+19.57 (132) 92.49+22.23 (131) 89.88+21.06 (133)
Week 30* 89.55+19.27 (111) 87.12+22.23 (108) 88.77+20.14 (95)

Change from baseline®

3.6943.51 (111)

~6.47+4.54 (108)

1.23+4.40 (95)

Estimated mean change from baseline™

C

-3.67+0.36 (111)

-6.42+0.36 (108)

~1.360.37 (95)

Treatment difference®
(Sema - Placebo) [95% CI]

231[3.33;-1.29]

-5.06 [-6.08 ; -4.04]

Summary and analysis are based on observed 'on-treatment without rescue medication' data
a: mean+SD (number of subjects), b: estimated mean+SE (number of subjects)

c: The post-baseline responses are analysed using a mixed model for repeated measurements with treatment, trial-specific
stratification (only for trial 3627; HbA,. level at screening [<=8.0% or >8.0%] crossed with use of metformin [yes or no]: 2 by 2
levels) and country as fixed factors and baseline value as covariate, all nested within visit.
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#* 2.7.3.3-19 BAAKEHEEEHICETFEIR—RASA UL DHKREEILE (%) (3623 HBR.
3626 B R U 3627 FAER)

Trial 3623
Japanese population

Sema 0.5 mg Sema 1.0 mg Placebo
Relative change from baseline® -3.00+4.13 (18) -5.83+3.91 (18) -0.71+1.80 (21)
Estimated mean relative change from -2.65+0.80 (18) -5.86+0.81 (18) -0.56+0.74 (21)
baseline"*
Treatment difference’ -2.09 [-4.28 ; 0.10] -5.30[-7.50 ; -3.10]
(Sema - Placebo) [95% CI]
Entire trial population

Sema 0.5 mg Sema 1.0 mg Placebo
Relative change from baseline® -4.23+4.40 (104) -4.77+5.30 (104) -1.47+3.60 (86)
Estimated mean relative change from -4.02+0.44 (104) -4.84+0.44 (104) -0.90+0.46 (86)
baseline"
Treatment difference’ -3.12 [-4.37 ; -1.87] -3.94 [-5.20 ; -2.68]
(Sema - Placebo) [95% CI]
Trial 3626
Japanese population

Sema 0.5 mg Sema 1.0 mg Sitagliptin
Relative change from baseline® -5.91+5.53 (43) -6.99+7.05 (35) -0.59+2.78 (36)
Estimated mean relative change from -5.93+0.76 (43) -6.86+0.82 (35) -0.36+0.77 (36)
baseline"
Treatment difference’ -5.57 [-7.71 ; -3.43] -6.51 [-8.72 ; -4.29]
(Sema - Sitagliptin) [95% CI]
Entire trial population

Sema 0.5 mg Sema 1.0 mg Sitagliptin
Relative change from baseline® -5.23+5.02 (330) -6.95+6.00 (334) -1.91+4.52 (290)
Estimated mean relative change from -4.89+0.28 (330) -6.82+0.28 (334) -1.87+0.28 (290)
baseline"
Treatment difference’ -3.02 [-3.80 ; -2.24] -4.95[-5.73 ; -4.18]
(Sema - Sitagliptin) [95% CI]
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Trial 3627
Japanese population

Sema 0.5 mg Sema 1.0 mg Placebo
Relative change from baseline® -3.37+£2.95 (13) -9.77+£6.19 (17) -0.33+2.01 (17)
Estimated mean relative change from -3.62+0.96 (13) -10.42+0.85 (17) 0.26+0.88 (17)
baseline"*
Treatment difference’ -3.88 [-6.64 ; -1.12] -10.68 [-13.32; -8.03]
(Sema - Placebo) [95% CI]
Entire trial population

Sema 0.5 mg Sema 1.0 mg Placebo
Relative change from baseline® -4.10+£3.85 (111) -7.20+5.12 (108) -1.24+4.07 (95)
Estimated mean relative change from -4.21+0.38 (111) -7.27+0.39 (108) -1.30+0.40 (95)
baseline"
Treatment difference’ -2.90 [-3.99 ; -1.82] -5.97 [-7.06 ; -4.88]
(Sema - Placebo) [95% CI]

Summary and analysis are based on observed 'on-treatment without rescue medication' data
a: mean+SD (number of subjects), b: estimated mean+SE (number of subjects)

c: The post-baseline responses are analysed using a mixed model for repeated measurements with treatment, trial-specific
stratification (only for trial 3627; HbA,. level at screening [<=8.0% or >8.0%] crossed with use of metformin [yes or no]: 2 by 2
levels) and country as fixed factors and baseline value as covariate, all nested within visit.

2733265 #E

FTRTO7r— VLB (3623 3UBR. 3626 SBR N TN 3627 #BR) 12\ T, HBRE T R M ON—R T
A R A A NE L OREM THRFERE CTh -7z, R—AT A B W THARANEM & 24EM
& DORNCERD BT NIRPE L O A PE R BRI, #REBR O A MERE SR 0§ <% L CRER K
ICEWRD & DB A RIS TehoT,

3623 #BR, 3626 AR OY 3627 FBRIZH VT, HbAle K UMKEDO L EOREMZEIZHK S L, &~
TNTF ROFMEILHARNER & 2EME OB T—H L T\,

273327 BIEARBOERREEOHABREIIE TSI LT FORBARSHOAMMEDORE

3626 AR, 3627 AERKL TN 4091 FBRO B ARAMBERE 1ICIB VT, BROBEIRFEER] (SU, 77U =1,
0-GI, TZD XIEZA FAAI V) IA AV e DOPFRRIEICBIT 2B~ 7 VT RORMZEEL D
BRWEE R LT,

o 3626 R (/' m— VLEkER) A MRV CEAFE OO EE (BRANOY T 7 V—T 07 —4%)
e 3627 AR (/e — B BR) ARV ERXRRAI L EDOHAEE (HRANOY 7 7 V—T 0

T—H)

o 4091 BBR (EHNER)  #EOFERFEEA (SU, 7V =K, o-Gl U TZD OV i) & O

Wik (BT I N—TTF—5)



Module 2.7.3

122 of 149

ATE Tl 3623 3B, 3627 B KON 4091 3BT 5 RMA DM (HbAle KOMKEOE(LE) Off
FERT, £2. 2B L LT, BAAEREICE T 22~ 7 VT REMEEO RIAIMEORE R % DL
T OB BRT,

o 3623 Bk (' m— L EER) - HEE (HARADOY 7 7 v—7 07 —%)
o 4091 B (EHANRER)  HMEE (BT 7 —T7F—4)
o 4092 FBR (EINFER)  BIMUEE

2.7.3.3.2.7.1 iR

8 OORE PRI SR LA TR ST 2B (SU 1 100 BI#R, = Ofth ok DB RIF IR « KA Z L1250
BIRE) 3, FNENOROFERFEE B~ 70T R (0.5 mg XL 1.0 mg) OOFEEE 1 4FR S L
72 (32733200 ., Lo T, BRABERBETA RT 42 ¥ OFERFEHEILMZ SN TW5D, £, 3627
AERIZHB VT, 3961 (B~ 27 F R 05 mg TI7HIKRONE~Z /LT K 1.0 mg T224)) OEBRENRE~
JNVF RE Basal £ VAV 2 (£ X RFAVIY) EOPFREELZ I LT,



Module 2.7.3

123 of 149
% 2.7.3.3-20 BHEREDNIR— BARAABERE — AR L DEN
Sema 0.5 mg Sema 1.0 mg Comparator Total
N (%) N (%) N (%) N (%)
Trial 4091 (+SU), 56 weeks
Randomised 68 69 34 171
Exposed 68 ( 100) 69 ( 100) 33 (97.1) 170 (99.4)
Treatment completers [1] 66 (97.1) 60 (87.0) 30 (90.9) 156 (91.8)
Without rescue medication 66 (97.1) 60 (87.0) 26 (78.8) 152 (89.4)
Trial 4091 (+glinide), 56 weeks
Randomised 34 36 17 87
Exposed 34 ( 100) 36 ( 100) 17 ( 100) 87 ( 100)
Treatment completers [1] 32 (94.1) 33 (91.7) 16 (94.1) 81 (93.1)
Without rescue medication 32 (94.1) 33 (91.7) 15 (88.2) 80 (92.0)
Trial 4091 (+alpha-GI), 56 weeks
Randomised 35 34 18 87
Exposed 35 ( 100) 34 ( 100) 18 ( 100) 87 ( 100)
Treatment completers [1] 32 (91.4) 29 (85.3) 18 ( 100) 79 (90.8)
Without rescue medication 32 (91.4) 29 (85.3) 16 (88.9) 77 (88.5)
Trial 4091 (+TZD), 56 weeks
Randomised 34 34 17 85
Exposed 34 ( 100) 34 ( 100) 17 ( 100) 85 ( 100)
Treatment completers [1] 30 (88.2) 31 (91.2) 17 ( 100) 78 (91.8)
Without rescue medication 30 (88.2) 31 (91.2) 17 ( 100) 78 (91.8)
Trial 3626 (+Met), 56 weeks
Randomised 46 42 48 136
Exposed 46 ( 100) 42 ( 100) 48 (100) 136 ( 100)
Treatment completers [1] 44 (95.7) 34 (81.0) 47 (97.9) 125 (91.9)
Without rescue medication 41 (89.1) 34 (81.0) 35 (72.9) 110 (80.9)
Trial 3627 (+insulin * Met), 30 weeks
Randomised 17 22 22 61
Exposed 17 ( 100) 22 ( 100) 22 ( 100) 61 ( 100)
Treatment completers [1] 15 (88.2) 18 (81.8) 20 (90.9) 53 (86.9)
Without rescue medication 14 (82.4) 18 (81.8) 17 (77.3) 49 (80.3)
Trial 4091 (monotherapy), 56 weeks
Randomised 68 68 35 171
Exposed 68 ( 100) 68 ( 100) 35 ( 100) 171 ( 100)
Treatment completers [1] 64 (94.1) 54 (79.4) 32 (91.4) 150 (87.7)
Without rescue medication 64 (94.1) 54 (79.4) 32 (91.4) 150 (87.7)
Trial 4092 (monotherapy), 30 weeks
Randomised 103 102 103 308
Exposed 103 ( 100) 102 ( 100) 103 ( 100) 308 ( 100)
Treatment completers [1] 100 (97.1) 87 (85.3) 100 (97.1) 287 (93.2)
Without rescue medication 99 (96.1) 87 (85.3) 95 (92.2) 281 (91.2)
Trial 3623 (monotherapy), 30 weeks
Randomised 19 19 23 61
Exposed 19 ( 100) 19 ( 100) 23 ( 100) 61 ( 100)
Treatment completers [1] 18 (94.7) 18 (94.7) 23 ( 100) 59 (96.7)
Without rescue medication 18 (94.7) 18 (94.7) 21 (91.3) 57 (93.4)
N: Number of subjects, SU: sulphonylurea, o-GI: o-glucosidase inhibitor, TZzZD: thiazolidinedione,

Met:

)

metformin, Sema:

Semaglutide
%: For treatment completers and treatment non-completers percentages are based on exposed subjects.

For trial completers and withdrawals percentages are based on randomised subjects.

[17]:

Completion of treatment according to end-of-trial form.
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OAD: oral anti-diabetic drug, SU: sulphonylurea, a-GI: a-glucosidase inhibitor, TZD: thiazolidinedione, Met: metformin.

Observed ‘on-treatment without rescue medication” data. Mean estimates (+/- error bar) are from an MMRM analysis. Trial 4091:
MMRM with treatment, pre-trial treatment at screening and the interaction between treatment and pre-trial treatment at screening as
fixed factors and baseline value as covariate, all nested within visit. Trials 3626 and 3627: MMRM with treatment and stratification
variable (trial 3627 only) as fixed factors and baseline value as covariate, all nested within visit. Error bars are +/- 1¥*SEM. Dotted

line is the total average value at baseline.
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Observed ‘on-treatment without rescue medication’ data. Mean estimates (+/- error bar) are from an MMRM analysis. trial 4091:
MMRM with treatment, pre-trial treatment at screening and the interaction between treatment and pre-trial treatment at screening as
fixed factors and baseline value as covariate, all nested within visit. Trials 3623 and 4092: MMRM with treatment, pre-trial treatment
at screening (trial 4092 only) as fixed factors and baseline value as covariate, all nested within visit. Error bars are +/- 1*SEM.
Dotted line is the total average value at baseline.
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3 2.7.3.3-21 BERTHRIZEITS HbAlc DR—XSA U LDEILE (%) —BERABERSE
(3623 :XE&. 3626 :XER. 3627 :XER. 4091 :KER K Uf 4092 FKER)

Semaglutide 0.5Smg arm
Trial 4091 Trial 3626 | Trial 3627 | Trial 3623 | Trial 4092
+SU +Glinide +a-GI +TZD Mono +Met +Ins Mono Mono
Baseline® 8.49+0.92 | 7.77+£0.58 |8.23£1.10 |7.60+0.62 |7.86+0.78 |8.16+0.97 8.64+0.82 |8.14+0.76 |8.23+1.02
(68) (34) (35) (34) (68) (46) a7 (19) (103)
End of treatment™® 6.67+0.91 6.35£0.90 |6.17£0.57 |6.34+£0.70 |6.12+£0.61 |6.25+0.69 6.49+1.00 |6.39+0.50 |6.28+0.61
(64) (€)9) (32) (29) (64) (41) (13) (18) (98)
Change from baseline” | -1.85+0.89 |-1.48+0.90 |-2.13+1.06 |-1.27+0.89 |-1.77+0.87 |-1.84+0.81 |-2.08+0.89 |-1.72+0.82 |-1.93+0.97
(64) (€29) (32) (29) (64) (41) (13) (18) (98)
Estimated mean change |-1.71+0.09 |-1.66+0.13 |-1.98+0.12 |[-1.55+0.13 |-1.80+0.09 |-1.82+0.12 |-1.92+0.20 |[-1.69+0.13 |-1.87+0.07
from baseline™ (64) (€20] (32) 29) (64) 1) (13) (18) 98)

Semaglutide 1.0 mg arm

Trial 4091 Trial 3626 | Trial 3627 | Trial 3623 | Trial 4092
+SU +Glinide +a-GI +TZD Mono +Met +Ins Mono Mono
Baseline® 8.23+0.96 |8.49+0.85 |7.92+0.75 |8.22+1.34 |7.94+0.84 |8.06+0.96 8.27+0.73 |8.23+0.65 |8.01+0.85
(69) (36) (34) (34) (68) (42) (22) (19) (102)
End of treatment™ 6.12+0.61 6.25+0.70 | 5.85+£0.56 | 6.20+0.71 5.98+0.58 | 6.08+0.60 5.94+0.57 |5.87+0.33 |5.91+0.59
(59) (33) (29) (30) (53) (34) (17) (18) (87)

Change from baseline® | -2.17+0.97 |-2.33+0.90 |-2.04+0.80 |-2.08+1.28 |-1.99+0.83 [-1.97+0.80 |-2.36+0.58 |-2.33+0.57 |-2.14+1.00
(59) (33) 29 (30) (53) (34) an (18) (87

Estimated mean change |-2.1540.09 |-1.98+0.12 | 2.19+0.13 |-1.8740.13 |-1.9440.09 |-2.05£0.14 |-2.49+40.19 |-2.2940.13 |-2.18+0.07
from baseline™ (59) (33) (29) (30) (53) (34) 17 (18) @87

d
Comparator arm

Trial 4091 Trial 3626 | Trial 3627 | Trial 3623 | Trial 4092
+SU +Glinide +a-GI +TZD Mono +Met +Ins Mono Mono
Baseline® 8.1540.93 |8.01£0.94 |8.28+1.17 |[7.9320.69 |8.10+0.78 |8.41+0.80 |[8.35£0.77 |8.10£0.65 |8.20+0.89
(33) 17 (18) 17 (35) (48) (22) (23) (103)
End of treatment™* 7.6240.99 | 6.89+0.90 |7.01£0.92 |7.21+0.90 |7.48+0.88 |7.39+0.94 |8.00+0.93 |8.22+0.77 |7.3440.89
(26) (15) (16) amn (32) (35) 17 @n (95)
Change from baseline® | -0.37+1.17 |-0.99+1.01 |-0.99+1.19 |[-0.72+0.73 |-0.63+0.89 |-0.82+1.02 |[-0.25+0.72 |0.14+0.55 |-0.83+0.82
(26) (15) (16) 17 (32) (35) 17 @n 95)
Estimated mean change |-0.43+0.14 |-1.00+0.18 |[-1.01+£0.17 |-0.71£0.17 |-0.52+0.13 [-0.53£0.13 |0.01£0.18 |0.21£0.12 |-0.74+0.07
from baseline™ (26) (15) (16) 17 (32) (35) 17 @1 95)
Treatment difference® |-1.28 -0.66 -0.97 -0.84 -1.27 -1.29 -1.93 -1.90 -1.13
(Sema 0.5mg- [-1.60 ; [-1.09 ; [-1.40 ; [-1.26 ; [-1.57 ; [-1.64; [-2.49 ; [2.25; [-1.32;
comparator) [95% CI] |-0.96] -0.22] -0.55] -0.41] -0.97] -0.93] -1.38] -1.54] -0.94]
Treatment difference® | -1.72 -0.98 -1.18 -1.16 -1.42 -1.52 -2.50 -2.50 -1.44
(Sema 1.0mg- [-2.04 ; [-1.41; [-1.61; [-1.59 ; [-1.73; [-1.90; [-3.06 ; [-2.86 ; [-1.63;
comparator) [95% CI] | -1.40] -0.55] -0.75] -0.74] -1.12] -1.15] -1.95] -2.14] -1.24]

Observed 'on-treatment without rescue medication' data, a: mean+SD (number of subjects), b: estimated mean +SE (number of subjects), c: Week 56 (trials
3626 and 4091) and Week 30 (trials 3623, 3627 and 4092). d : additional OAD (trial 4091), placebo (trials 3623 and 3627), sitagliptin (trials 3626 and 4092)
e: Trial 4091:The post-baseline responses are analysed using a mixed model for repeated measurements with treatment, pre-trial treatment at screening and the
interaction between treatment and pre-trial treatment at screening as fixed factors and baseline value as covariate, all nested within visit.

Trials 3623, 3626, 3627 and 4092: The post-baseline responses are analysed using a mixed model for repeated measurements with treatment, trial-specific
stratification as fixed factors and baseline value as covariate, all nested within visit.
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Trial 3627, insulin

OAD: oral anti-diabetic drug, SU: sulphonylurea, a-GI: a-glucosidase inhibitor, TZD: thiazolidinedione, Met: metformin.
Observed ‘on-treatment without rescue medication’ data. Mean estimates (+/- error bar) are from an MMRM analysis. Trial 4091:
MMRM with treatment, pre-trial treatment at screening and the interaction between treatment and pre-trial treatment at screening as
fixed factors and baseline value as covariate, all nested within visit. Trials 3626 and 3627: MMRM with treatment and stratification
variable (trial 3627 only) as fixed factors and baseline value as covariate, all nested within visit. Error bars are +/- 1*SEM. Dotted

line is the total average value at baseline.
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Trial 4092, mono

Observed ‘on-treatment without rescue medication’ data. Mean estimates (+/- error bar) are from an MMRM analysis. Trial
4091:MMRM with treatment, pre-trial treatment at screening and the interaction between treatment and pre-trial treatment at
screening as fixed factors and baseline value as covariate, all nested within visit. Trials 3623 and 4092: MMRM with treatment, pre-
trial treatment at screening (trial 4092 only) as fixed factors and baseline value as covariate, all nested within visit. Error bars are +/-

1*SEM. Dotted line is the total average value at baseline.
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& 2.7.3.3-22 BERTRIZETAREDA—R S UhbDELE (kg) —BERAHWERE (3623
FER. 3626 ER. 3627 AER. 4091 EABR KR U 4092 FER)

Semaglutide 0.5Smg arm
Trial 4091 Trial 3626 | Trial 3627 | Trial 3623 | Trial 4092
+SU +Glinide +a-GI +TZD Mono +Met +Ins Mono Mono
Baseline® 70.28+16.07| 64.88+12.36| 70.15+14.20| 78.39420.52| 71.58+12.35| 80.38+17.96 | 77.65+18.31| 70.70+£13.92| 67.81+11.74
(68) (34) (35) (34) (68) (46) a7 (19) (103)
End of treatment™® 68.95+£16.63| 64.33+12.65| 66.96+13.8 | 80.04+23.47| 69.39+13.00| 76.72+20.00 | 77.87+17.98| 68.92+14.67| 65.84+12.18
(64) (€29) 4(32) (29) (64) (41) (13) (18) (98)
Change from baseline” | -0.94+2.75 |-0.89+3.11 |-2.03+3.47 |-0.36+4.43 |-2.23+3.73 |-4.48+4.28 |-2.58+2.14 |-2.06+2.67 |-2.1442.52
(64) (€29) (32) (29) (64) (41) (13) (18) (98)
Estimated mean change |-0.92+0.45 |-0.73+0.64 |-1.82+0.63 |-1.22+0.64 |-2.1840.45 |-4.36+0.58 |-2.17+0.70 |-1.85+0.52 |-2.2140.29
from baseline™ (64) (€20] (32) 29) (64) 1) (13) (18) 98)

Semaglutide 1.0 mg arm

Trial 4091 Trial 3626 | Trial 3627 | Trial 3623 | Trial 4092
+SU +Glinide +a-GI +TZD Mono +Met +Ins Mono Mono
Baseline® 67.62+13.17| 72.96+15.57| 71.83£18.16| 76.31+15.06| 72.85+17.30| 73.20+13.94 | 70.65+14.68| 71.75+11.26| 70.80+16.38
(69) (36) (34) (34) (68) (42) (22) (19) (102)
End of treatment” 65.61£14.60| 70.10+13.07| 67.19+£18.03 | 76.33+£17.66| 70.99+18.62| 69.57+15.97 | 67.78+16.02| 68.58+11.50| 68.02+15.60
(59) (33) (29) (30) (53) (34) (17) (18) (87)

Change from baseline® | -3.14+3.79 |-2.07+4.97 |-4.23+4.97 |-0.94+5.01 |-3.63+4.00 |-5.01+5.03 |-6.82+4.29 |-4.084+2.52 |-3.79+3.89
(59) (33) 29 (30) (53) (34) an (18) (87

Estimated mean change |-3.2540.46 |-2.36+0.63 |-4.53£0.66 |-1.13£0.65 |-3.8840.47 |-4.9240.62 |-6.9140.62 |-4.09+0.53 |-3.87+0.30
from baseline™ (59) (33) (29) (30) (53) (34) 17 (18) 87

b
Comparator arm

Trial 4091 Trial 3626 | Trial 3627 | Trial 3623 | Trial 4092
+SU +Glinide +a-GI +TZD Mono +Met +Ins Mono Mono

Baseline® 70.27+12.95| 70.33+16.20| 70.73+14.58| 80.51+14.85| 71.55+15.48| 76.10+14.84 | 64.65+9.68 | 72.62+17.90| 69.41+12.85
(33) 17 (18) 17 (35) (48) (22) (23) (103)

End of treatment® 68.46+11.31| 70.57+14.71| 69.49+14.85| 82.46+15.55| 71.78+15.98| 75.67+15.32 | 63.34+10.07| 72.43+18.32| 69.79+13.22
(26) (15) (16) amn (32) (35) 17 @n (95)

Change from baseline® | 1.23£1.89 | -1.47+4.06 |-0.51+2.51 |1.95%2.76 |0.03+1.83 |-0.42£1.99 |[-0.21£1.29 |-0.58+1.19 |0.11+1.96
(26) (15) (16) 17 (32) (35) 17 @n 95)

Estimated mean change |1.14£0.68 |-1.35+0.92 |-0.02+0.89 |1.84+0.89 |0.12+0.63 |-0.27+0.58 |-0.16+0.65 |-0.48+0.48 |0.02:+0.29

from baseline™ (26) (15) (16) 17 (32) (35) 17 @1 95)

Treatment difference® | -2.06 0.62 -1.79 -3.06 -2.30 -4.09 -2.00 -1.38 222

(Sema 0.5mg- [-3.66 ; [-1.59 ; [-3.93; [-5.22; [-3.83; [-5.72; [-4.03 ; [2.80 ; [-3.02;

comparator)[95% CI] | -0.46] 2.83] 0.34] -0.91] -0.77] -2.46] 0.02] -0.04] -1.42]

Treatment difference® | -4.39 -1.01 -4.51 -2.98 -4.00 -4.65 -6.74 -3.61 -3.88

(Sema 1.0mg- [-6.00 ; [-3.20 ; [-6.68 ; [-5.14 ; [-5.55; [-6.33 ; [-8.68 ; [-5.04 ; [-4.70 ;

comparator)[95% CI] | -2.78] 1.18] -2.34] -0.82] -2.45] -2.97] -4.81] 22.19] -3.07]

Observed 'on-treatment without rescue medication' data, a: mean+SD (number of subjects), b: estimated mean +SE (number of subjects), c: Week 56 (trials
3626 and 4091) and Week 30 (trials 3623, 3627 and 4092). d : additional OAD (trial 4091), placebo (trials 3623 and 3627), sitagliptin (trials 3626 and 4092)
e: Trial 4091:The post-baseline responses are analysed using a mixed model for repeated measurements with treatment, pre-trial treatment at screening and the
interaction between treatment and pre-trial treatment at screening as fixed factors and baseline value as covariate, all nested within visit.

Trials 3623, 3626, 3627 and 4092: The post-baseline responses are analysed using a mixed model for repeated measurements with treatment, trial -specific
stratification as fixed factors and baseline value as covariate, all nested within visit.
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2733275 #E

& OBERFFEEA] (SU, 77U =R, a-GI, TZD XiF A A/ Y) FA v AU > & OPFHFEIEIC
BWT, B~ ZF K05 mg KOt~ ZLF R 1.0 mg DFGITVOF 1 E ¥ HbAle #2k3# L, HbAlc
ORI G ek 56 HF) 2R ZE L TR Sz, T X TORDOPERFIEEL UIA R Y
v EDOPFRICBWT, F¥ HbAIc DR T EITE~ 7L F F05mg Ll L T~ 2 /LF K 1.0 mg THE
RREMmoT, o, WTINORKROBERFIREA X ITA oAV o EDOPFRAIZENTH, XFIREE & b
LTE~ 270 F FlHETE Y K& HbAle DI T 23R b7z,

BIRE LT, B Z0F Rk, WThoRAFERFEE (SU. 77U =R, a-Gl, TZD X|/IA FH/L I
V) XiFA AV EDOPFRIZB W T EERELBD S Ee, B VF K 05mg L7 LF R
1.0 mg THREDOBADENFEKTH o7z TZD L O ZRE . WL ORE O FEIRFEEA IA 2V
YEDOHHHICEB VT, R EOED BT~ LF K05 mg L L T~/ /LF K 1.0 mg TK
E ot

IO ORAOBERFIEIA A ) e OJFAIETAHALNTMERIZ, L T~ 7 LT REME
ETHLNTREREEL TV,

fEE LT, ZORERIT, B~ F R (0.5 mg KON 1.0 mg) &R DHERPEREA] (SU, 7'V = R,
o-Gl, TZD XTI A FARNI V) XiIA RV & OO FRIES = > b e —/L R OYREBA ISR L
THRICERDO D DN EHTHT I AR L TS,

2.7.333 2HRZBL TOELENEDOHERDERN

5 OO 3a HHRBRICKB W T, =z b — VK OMKEB#ENT A — X T 58~ T KD
R EBH Lz, Ehfiwma Ll FICERNT 5,

o 5O 3a R T X TUTBNT, BT Rk, 77 8AXIT HbAle KT S5 HAYTHIE
2 BUBERIFTB I N TE DR 3 IR STV D FEEE (% 7Y 7F o R ONBIIO# O
PEIRIFER) & il L C HbAle # A B I F &7,

o HbAlc DRXR—ATA UL EHKTRETOVRHKTEIX, B~ 27 /LF R 0.5 mg THiK
1.87%, £~Z7/1F F 1.0mg T K 2.18% Th -7,

o HbAle DK T EZHEEE L LI BEIZET 268 20M%EIL. T3 To 7 v — L3k CHREE S
U (3623 3R KL O 3627 iR CHEEEME, 3626 3Bk TIELMER ORI | 2 ORGSR ITEE
SHRCE o CEHFr a7z, ENRBRICBW T, ®EEE KL T~/ LT REHAERT
HEIZ %&mmu@ﬁTﬂmbgﬂto

o ADA KN AACE |2 LY EF ST HbAlc AR B AEME 2 22k L 7- 98B 13, SFIRIE & Lol
Lftvﬁw%Ffﬁ% %h o572, HbAlc %A & AL L IR E OEIA 1L, B~ 7



Module 2.7.3

133 of 149

AT K05 mg ke~ LT K 1.0 mg TENLIRKT 84% &L N 95% CTdh ~7-, HbAlc
6.5%LL F &R L7 BRE OBIA 1L, B~V TF R 05 mg kO~ 27 /LF K 1.0 mg T
NENRKT T1%K N 87% Th o7z, Fio, TR A UM E AE AR iU R 8L
S OB DN D3 72 < HbAle T%AM & 2Rk L 7o fBRE & . PR L g L T~ 71T
R05mg KO~ 7 /LF K 1.0mg THRIZE N> (K TENLEI 72%K T 84%)

o KL LT, B LETRTOYFT I A —FICBNWT, HElnro—EMobst~ s
JLF R 0.5mg KON 1.0 mg DIERNFR (R 56 HH) 23580 biviz,

o 5 OO 3a FHRERT X TT, FIMFE L JFHBIEOWTIIZEW TS, B 7T RiZ7 78R
XERRIE (& 7 ) 7F o ROBMOR ORI &k L TRELGRICHD S8,

o MHBEDOR—=ZTA NLEGK T TOEYEDREIZ, B~ 27 /LF K 0.5 mg THRK 43
kg XV e~ 7 /LF K 1.0mg T K 64kg THHo T,

o Zu—sSLEBRT, KEBDICOWTE - LT Rl 8O 5 RIS 095 B2
AES AL, ZORRITEE ST L o TR STz, ENRBRICEHE W T, ARIELE ik L
T~ 7 NF Rili R CTHERBICKE REREBD 23R b,

o 5%LLESUE 10%LL EO R 2 A LR 1T, ISR L ki L T~/ L F KT
HEIZEholz, B ZLF F 05 mg KO~ 27 1F K 1.0 mg TENEIRKT 46% K%
Y 66% DYPERE DS 5%Lh_E ORI &R LT,

o SODE 3atBRRD 5 6 4 RITIHBNC, IHEHIMEIXTE~ 27 LF R 1.0 mg CHEICYEE L7z,
LT, M fsEI3dER L i L T~ 27 A F R 1.0mg THEICHRE L,

o 7 u— NLakER (3623 FER. 3626 RER LN 3627 RBR) TiX., HbAlc KEOMEEOZELEORERZEIZ
oW T, BRANEM E BEMICBITAARMED —BMHENREINT-,

o BT REROBERIFIHER (SU, 7V =F, a-Gl, TZD XiZA FHL V) XiFA R Y
EDOPFREEIL. AARAERE BT > b o — L R OMREBAD IS L CTHRRMICERD &
DR AELT- 6T E NI N,
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2.7.3.4 #EREL - AEICEY SERKIFHRDEN

500 3a MR T X TIZBWT, B~ F RIZEEMRE (0.5 mg X 1.0 mg) THRiHTSNTZ,
AETIIHERELOHREAE - HREICERZY TH, M shzg5B0R2MEIZ o0 T,
Module 2.7.4.2.18 IZBWTFHT 2, &~ 7 vF FOIEWERE K OERIR S NI G 2ME T A —Z 2o
T DGR B — RS BIFRAFNT 2. Module 2.7.2.3.1 2 O¥ Module 2.7.2.3.3 (1237, 2D 9 HO—HT —XIZ
DNWTLLFIZERT 5,

T~ 7T RO - HEE, BROICE 2 HEOSKRRXEXT7 v - VR T 77 A
NEZE L TREINT,

2.7.3.4.1 5 Sa HEBROAERUVAEHEEDER

%5 3a FHERER A L 72 BRI O Bl IEORMIZ 57 o TIE, LLUT ORRER K OFENT 2> 5 15
BT REFIZEE SN,
o 52 AHH R E R (1821 #ER)
o IR2IRBDOT — X ZHSLET UV > 70D L T HEBRG &K OF B
o JHEMNHEIEA G L7 BRSSPSR (3819 i)

FAE:%E —1821 B

MEFRERBRTH 2 1821 R GEAARN 2 BUEIRPEH 2RI FE M S 725 2 HE) <. A
WL O S & OIEERE O G 2 Ratd 2 1 HREZE D, B~ VT RO 550875 & (0.1 mg,
0.2mg, 0.4mg, 0.8mg, 0.8mg (HEMHIEICLD) | 1.o6mg (HEMEIZLS) ] KT T7EHRIC
DUV Lo, AEMiEEL £ L - B EREOHERE L, & 1 I 04 mg OREEZF, ZDH%H
BT ARICGET 2 ECHI L ICHH L THEE Sive, RAEEEEZ, 8 3a RGERERICHV b
7o HEMETE & 138 5, 3R/ Module 2.7.6 xS D Z &

VT RO 12 BEEGOFER, X—2 71 12817 5 HbAle D F-HIE 8.0~8.2%70> 5, 0.2 mg LA
FOFTXTOHEIZBW THEKFRNZ: HbAlc DA ERIKTRABIL, B~ Z/F K 1.6 mg (&
BEICL D) 8BV TRAKD 1.69% (HEEM) OKFARD 5z (1821 Bk (Module 5.3.5.1,
Section 11.4.1.1) ] .

BIGREEOFEEFZICL VRABRE P IE L7 HHREOFEE (0.0~27.7%) (X, B~ Z/LvF Ko HEHN
o TRk oo Te, ABEEDAEEERO RIS, HIEFEG%E 2 EELNICHESL L 72L& OE
HChv ., R ORI & & BIZE LW Lie, HEEEELZ ER L7~ 27T R 0.8 mg #ETIL,
0.8 mg O GIZHETLHIIC 04 mg & 1 ARG T2 HEEEHIR 28 A L2 Lk, FEEEE
HFEMOE~Z7NVF R 08 mg FEL L T, HWEEOHEFROREINMKT T 2RO b,
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1821 HERDT—RIZEDCETI VI BoN-AERIGCRUVAZHE

B 3afr a7 MBI AMRHELE LT, HERERR) HH5 L7 HbAle DT — % Z W=

BNET U U ZIZESNT, LLFO 3 SOHEMEIZL D, 05 mg KXY 1.0 mg @ 2 FHENEIR Sz
(%] 2.7.3.4-1 }2O* Global modelling report (Module 5.3.3.5) , Appendix Q Z#R]

o —FHENHIEIL, HbAlc D= T A UINLDOECEN T T BR LB LT 0.5%L FENALTWS Z
Eo

o WG EET LIWBRE DT — X 2SN T, 2 >0 AEIRIME = > b e — /LB W CTREEAIZE RO
HHE (HbAle Z(LE T 03%LL L) BRtsd Z &y

o WAL BICHBMENRBIFTHDLZ L,

Bars show 95% confidence interval

£ 00
©
N
X -0.5-
()
C
o -1.07
w0
S8
I E -15 7
(o)
=
8-, -2.0 1
C
P
O -25 L T T T T
0.0 0.5 1.0 1.5
Placebo

Semaglutide dose (mg)

Mean values with 95% confidence intervals vs semaglutide dose (plus placebo at dose of 0 mg) for the completer

population. The non-linear line represents the covariate-adjusted model-derived dose-response estimate for the
completer population.

Note: Semaglutide bioanalysis was done with LOCI assay.

X 2.7.3.4-1 ‘’E#® 12 BIZEITSH HbAlc DR—RFA UDLDELLE (%) RUEETTILFF
DRELDEF—TTH (1821 FHER)

1821 FABRD 0.8 mg FECIWT, 1 HFE O M EEHGHIM OB A L 0 BIBREEOAEFFZOREHIME
TLeZ L, Z-BBEEOAEFZOREAN/REREE 12 EUNIIER T L2 &2vb (1821 #ER
(Module 5.3.5.1, Section 12) ] | XV E\ 4O &EEHIFIC X > THBESEOR FEHFROFBEN
KT 2L PRIN, £2C, 3819 R ClE, AMEEOIAFEZN EISEL72DICE LT R
1.0 mg ~DOEEIZIENT D, BHO 4HEICE~ 7 VT R025 mg 285 L, fi 4BfEliceE~ 7 LT R
0.5mg Z 532 L9 X VKRR FAEEHEZ SR L, Bt LT,
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3819 E&

% 3a 7 0 7T ARMARIIC, BRARSREBBRTH D 3819 BRICH VT, @BIR S - MERE B o e H
B (1821 BT —Z 2T T U o ZIcHk-SL) KO 4 BRI OEG AEWiHEEZ G L,
3819 FRBRIX, 2 BUBEIRIG 2 AT 2 LR 43 Bl xtBic, B~ 7T R &R ORHEEE O M O 3EMHE
AERIZOWTIHRE L7, 1 BE 1 DOELIEFICE 27 o 24— =B TH Y | MREEI 20 o 72,
v 7 F FORGHFIT 13EETH Y | FRHEREIIREKR GO SHEE% TH -7,

B ATF R 10mg id, X—AT7 A U0 bEZFHARPEE TIZ, HbAle Z 1.04%K N SH, KEL
5.0 kg b Sw7= (3819 7Bk (Module 5.3.3.4) , Section 11.2.3) , B~ /LF K 1.0 mg DZhEIL, 1821
AR TOEYIZ LT N 08 mg ZHXHDHEOHREL B L TWDHEZEX LI, 3819 B THWZ4E
PR7p FEMEE I, 1821 BBk & bhig U Cla it 2 s L 7R o BIG AMK < F 72 1@ M- 00 HjiE B 73
Kinodz, BLEHE LIHBREOEGIZZO 2 BB CHRETH 723, EEARRE LT, BLOE
FEE R OVH GRS OAEFRICL 5MBO P ILE, KV RWHEEBEHHAZHWS Z EICKVETL
Teo D728 5 3a FHRBRIZI UV TIL 3819 BBR TGS L7 I EWEE 2 IR Lo, & ROFEMIL,
3819 7k (Module 5.3.3.4) , Section 11 & MDD Z &,

EITLFF05mg RU1.0mg ZANSE 3al@/A—/ILTOT S L~ADARAN 2 ERFEED
SMOZE4 M

AT R0Smg kN 1.0mg Z WD 3atlr a— v a7 T A~ BARANYERE OB Z
B, AARANKOIE A ARABERE CIRE R — SUSBRAEEIL TV D & DRE L. FE R AR NS
R E LIE 2 MRBRICE SV v I 2 L—y g LISV TR S,

BAABKERE LFARABBRE L ORICE T SETES — RICEFROBLME

H AR NBERE &5t B & LTz I E-FUGBIR A MG 2 3 BRIE i S o 7223, LR OBRMIZ XY

HARANKR O = — 01 o7 AR O Tl & — FOSBIRITELL L T\ D LB R T,

e 3633 MEBACHAANKR N — 7 UHBRF IR T 2 IEMENET 7 7 7 4 VK ORFME R E
PLTWezZE, ZoZ &L, 3633 B CTHWEARA AT F U VA (BOEEEF v 1 U o 7 50Eil
EME (LOCD ) 12T 2%& D, 5 3ati7 v 7 7 A% 3634 3RBR DA RISV T HiER
STz, NAFTF IV AOERIZEAT 25EM1E,. Module 2.7.1.1.3.1 ZHD Z &,

o B/ NTF NI TFTOHMBIZLY REMNERICL 2 EELZZ I VEERELTHL EZZ N
s
- EWERESHIE CTH L I L (3633 RBROMER (HREKFHZZBEROMKR) 12HES<]

- RREENANZ & (1821 RBROFERICIES ) |
- B AT NIFHEMENCSE R a2 T 5 2 8 GERRIRT — #1253 <) o
- KTEGTHHID, YIELHEEDIES 72 EMFOFIARREWNETHRENTZE (=7
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A PG & LISERR T — 21265 <)
- BTHERETHLI2D, YIS EEORE GHAMERKRIER) 2321 7320n2 &,

INGOFHEIX, & 3a M7 1 F T ABMZICE G SN LG LN T-EK T — % (RHEFNICE
DL M BREMENT T — X & Te) I[THSOWTHMER I (Module 5.3.5.4 @O #HE5ZE [Evaluation of
ethnic difference] @ Section 3 }2TX Section 4 # =D = L) |

FEARANBBREENRE LE 2MHABRICEICIIaL—2ay (1821 HER)

T2 AF R 05 mg KON 1.0 mg 25 7 a— 7 a5 a~HEANERE 21 AND 2 LD
MR RATT 272010, FERARAEHREEZ SR E Lz 1821 RBZHAWEZET Y VS - v Ialb—v
a UMThbe, (KE, FELO BMILIZRER TEWA S 5 2 &3 K < bz NIRMEREHZER T
b2, BARANKR YT =TT AEERE BT DEREOEVOEEL MR Lz, 1821 REROFERIC
LD L EEZLETE~ 7T FREOERQIREER TH Y | KENBWVERE CH W Cmiiht~
TNTF RREXE -T2,

1821 RERDT— 4, b WNCHARAKL R a—h 7 2 APERIFREONREF L LTEnRENY 7
JNTF R Ja tHRBR L O~ 7V F R 2 fHBRDON— 2 F 1 O E EERZE (SD) @ BAE
AN 654kg (12.6kg) KOa—Hh 72 88.0kg (13.8kg) ) #HWT, B~ /LT KOMREE— UGB
BBRAARNE =D T U WBREOBTREETH S EIEL T, BARAR R a—H 7 UEHREICE
7% HbAlc Db EZ TR L7z (M 2.73.4-2 ) . B~ 7T RRRHAERS SIS E, =2—70
DT R L LT B AR AR T HbAle DR T EITRXOPKREL 2D (K 02%) HOD, AARA
BN a—7 o7 UHERE O T HbAle DFUGTIREBANEET 5 & FllEinie (¥ 2.73.4-2 B3H) .
EoT, 20 HbAlc IR FED RIS HARNICK L TR DM EEZRET 2 MBEMEITIRE S 17870
776
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Model estimate
ANOVA estimate with 95% ClI

Expectation in Japanese X

0.0
0.0

-0.5
-0.5

Caucasian subjects [

1
1

Japanese subjects [

-1.0
-1.0

Caucasian subjects

',[1.0 mg

Japanese subjects

1
1

-1.5

Change in HbA1c from placebo (%)
-1.5

Change in HbA1c relative to placebo (%)

e
N

-2.0

T T T T T

T T T T
1000 5000 50000 0.0 0.5 1.0 1.5 2.0
AUC at 12 weeks (nM*h) Semaglutide dose (mg)

Boxes (left panel) show 90% range and quartiles of simulated AUC values in Caucasian and Japanese subjects treated
with either 0.5 mg or 1.0 mg semaglutide. Vertical lines (right panel) show the 95% confidence interval of the estimated
HbA1c reduction.

Note: Semaglutide bioanalysis was done with LOCI assay.
2.7.34-2 HbA1c DR—R S A4 ook 5% 12 BEFTOELED TS ERITHT 2RO FH
flE& AUC (E) XFHREE (B) L0R&E (1821 5 ER)

Fio, BEMICE LT, 3633 3Bk (5 3a B v 77 ABGARNICSE T L7 B AR NS E 2 & 0oME— 0
RER) CIEHEBEEICBT D2 EARMEIAEARAR R =D T U HBREFEFIZBW TR Ch -, Fi-,
AR TITARAR N a— o7 OGRS O CliiE & & B LORRIZE W T 60 7R 221530
DO oT, BT R 0.1 mg~1.2 mg Rt Lo ARRBRIZIH W T, HARANEREERE O%Z4a
PEICBE U CRAICIIRE E 72 DT AIERRD B ive o 7z,

FREOBLEICESNT, BARABBRE N B~ LF K 0.5mg KO 1.0 mg % W75 3a FHEER LR R
BRIZSINT 5 Z LM FEETH 5 LT LT,

27342  #ERE
273421 APUERVREMT—FICEDI(REEOFE

HRANZBITS2®E~ VT FoEEEIZ, B~ 70T FOEMEELOGEABEEDO T — X 12Hkox
BAMICRA LTZ. ZORFICHEZ->TiE, B~ Z0F K 0.5 mg KN 1.0 mg ZRaF L= 3 >0 o—
2OVERBR (RREERURRER © 3623 3ABR. 3626 3B MO8 3627 BR) MM 2 SDEWNGER (Z2aMiBR : 4092
AR M TN 4091 3RER)  OFERZ VT2, 3623 BRER & O 4092 BAUBR CITHMURIEORHE. 4091 38k (SU,
7V =K, o-Gl KO TZD & OffH) | 3626 ikl (A R I L DOPFH) KO 3627 3k (R Y
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> EDOOFH) TIEOHHBRIE DR 21T > 7=,

T RTCOHE 3a kB (3623 skB, 3626 7B, 3627 Bk, 4092 B K O 4001 #BR) (BWT, &~
JF R 0.5 mg KON 1.0 mg DEGIZEY BaFefibi= e —AnEm I, BARBERFETS (UDS)
WIED HRERIFAIHE T 0o ofbE= > b o—/L BEE (7.0%AKR0) 2+ FhEl-7-, £/,
T RTCOE 3atiiABRICB N T, B~ Z1F F 0.5 mg KON 1.0 mg #5125 2 HbAle DR—RZ T A L
HEFER T E CORTREIIEHEROICEROHZ DO THY , FlBrROx I (3623 RABR, 3626 Bk,
3627 #BR, 4092 FER K N 4091 BRERCENEN, TT R, vH TV TFr TTRR, VETIVTF
v RONBINRE OBEIRFER 1 A) S L THRICRE o7 (27332 K TMK 2.7.3.3-4) ,

B DRERT HbAle DK & HEEM) 1. B~ Z/LF K 0.5 mg (1.32~1.87%) &SHE LTk~
ZVF R 1.0 mg (1.55~2.18%) TREVWEHRPAA LU (¥ 2.73.3-2 Zf) ., 2D X 51T, HbAlc (T
DNTAR—=RAT A U NEOHBEEFHRETRA DT, 7 a— VLR (3623 R, 3626 B LY
3627 &lR) 1CH1T D HARANEMTO HbAle DK T & (HEEME) X, B~ 27 /0F K 0.5mg T 1.69~1.92%.
<27 /LF K 1.0mg T 1.99~2.49% Ch -7z (#£2.7.3.3-17) ,

IHIT, 8 3a HRBRICE ENT-HARANERE DT — X IZHKSL & B~ 7T ROBEMEE KO
P RROBERIEH 1 Al (SU, 7V =1F, aGl, TZD LTUA FHEAI V) XA AU v Eoff
M) 2B 57, HbAle O EEAFH K FIXIZIERZL TV (2.7.3.3.2.7.3) &

LEDORERE —F LT, Zh ool (3623 3R, 3626 iR, 3627 iR, 4092 3B & O 4091 7-05R)
O 54 TIRFIZ HbAle 7.0%A & 2k L 72 #8E OEIG X, B~ 27 /LF K 0.5 mg T 61~84%, &~
JVF R 1.0 mg T T72~95%Th -7 (¥2.7334) , 7u—ILiklR (3623 5B, 3626 il M O 3627 7k
BR) 1215 HARANERMT HbAle 7.0% K0l 2 2k L 7 #BRE 0FIGI1X, B~ 27 /LF K 05 mg T
71~84%, £~ 27 /LF K 1.0 mg T 90~100% T >7= (Module 5.3.5.4 DO #H+5E [Justification of use of
global trials] ZZ M)

’E

T RTCOHE 3a kb (3623 skB, 3626 ikB, 3627 Bk, 4092 3B O 4001 #BxR) (BWT, &~
T K 0.5 mg KON 1.0 mg IZ L DIREDONR—AT A bl THREE TORD BRI, KikBR O X if
FE (3623 FBR, 3626 #BR, 3627 Bk, 4092 FHERKL O 4091 RERCTENEIL, T TR, ¥ F 7Y TF
Y. TTRR, vE 7 TFUROEMRORERERE) LR L THREMIICARICKRE Mo T (&
2.7.3.3-11)

InHboRBRIZEBNT, KERAE (HEME) L., B~ 2740 F K 05 mg [1.43~428 kg
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(2.29%~4.89%) ) LHEL TE~Z/LF K 1.0 mg (3.18~6.42 kg (4.84%~7.27%) ] TRV MEHEIHFR
Doz (K2.7.3.3-10 KO 2.7.33-11 B2) . 2O LHIZ, KEIZR—R2T A 26O EIKTFH
RO NI ST, T a— s riRBR (3623 FRBR. 3626 aRER M N 3627 ikER) 0 B A AN TOMKRERED
B (HEEHE) 1. B~ 2Z0F F 05 mg T 1.85~4.29 kg (2.65%~5.93%) . T~ Z/LF F 1.0 mg T
4.09~6.91 kg (5.86%~10.42%) ToH -7~ (3£ 2.7.33-18 K F* 2.7.3.3-19) ,

Fo, TRTOE 3a HRABICE ENTZARAEERE O OFT —Z IS L B 7T FOEM
LN OMDFREE (ORGSR 1 Al (SU, 77U =F, a-Gl, TZD KU'A FAHRAI V) XEA R
Y EDOPEH]) b LT, REED BT~ LT K 0.5 mg &L T 1.0 mg TREVMEHBIAA LI
7= (MAETEK TENRFEETH -2 TZD & O ZKRLS)  (2.7.3.3.2.74)

N gk

FTRTCOHE 3afHikbr (3623 skB, 3626 7B, 3627 Bk, 4092 B K Y 4001 #Bx) [BWT, &~
JVF R05mg LD 1.0 mg DEAFVEIZBLFTHY . 20T v 7 7 A WVIFBEF D GLP-1 5 5K 1E
IOLEMET v T 7 A= L T, BRMEOBLEI D ORG-EOMREFHI, Module 2.7.4.2.18 %
SO L,

I OF 3a fRRER (3623 B, 3626 B, 3627 B, 4092 B KL TN 4091 RER) (KOS B A
EHEG AR L TR OFIG R O] & 72 0 ORBUFHIL, B~ 7T R 0.5 mg KT 1.0 mg T
WERFEEECTH 7=, 4092 3BRZ [ < T _TORBRICBWT, B~ 27 /1F K 0.5 mg &0 1.0 mg TH G
EOREFRRORYE (BIBEEOREFREE L WEHRE OEA KO OB H 720 OB
BUTHES L) IZHOWTHEIZHES o0 REINEA LR o7, 4092 RERTIX, B 27T K 1.0
mg (2B 5 HIGMEE O FEFRRO BN G- 0 ORBHHITE~ 7 VT K 0.5 mg &L TEh o
e, BBEEOHEERERKE L IEREORIGIIMHE CRIETH -T2,

= ZVF REMERE R OPFRBEEOLEMET 0 7 7 A VOB S 8 OB RF A A v
2V EDPFRBEEICENWT, Ev A TF FoREEETMETLILETRNWEZZ N
(Module 2.7.4.5.2) .

Fio, DIEA N RU R BEGIEAARAN 2 BUEIRFEE 2R E L CVOT (3744 3BR) 128
W, B ZLF K05 mg LN 1.0 mg DLLE U AT ~ORBEEHRH L GRERT VA L O%ERD
FEACOWTIE 2.7.3.1.8 TN 2.7.3.2.1.6 ZH)  ~F— RED 95%(EHEX MO ERAS FDA A KA
VHTEAS VU I8 R Th o2 2 b, BRI ATF RO T T B RICKT 2IELMERBIES N
oo NP —REOHEEE (B~ 0F R/778F) 130.74 (95%EFH XM : 0.58;0.95) THH, ZD
ZEEFEYIATRO0S mg LON1.0 mg lIZBWTLMILE U A7 N 26% K FLizZ LA R LTS (R
OFEMIE Module 2.7.42.5 25O &)

W
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273422 BEE-RICERIZEICEREEDTE

WREE B — SOCBIRICBE T 2 /GHE, B~ 2 A F FOHEREZE M T L0 E LTHEMLEZ, Z0
BEHTHT20 . 4 DO Ja MERRRER 3 >0 27 m— Ll (3623 BB, 3626 7l & Uf 3624 7X5R)
KOV 1 SOENRE (4091 3R ) OFRERSHVSNT, 77— LR 5 5 3623 BERA T 3626
ABRITIZ B ARANBERE NG £, 3624 BIRITITH RN 135 e o7, ENHER (4091
ARER) I XHARAPERE OLDEENT, 52 55EM1IE, Global modelling report (Module 5.3.3.5) & O
Japan modelling report (Module 5.3.3.5) Z#Z&HDZ &,

W% B — POSBIRIEITIC L D &L 4 DO 3a FHRBR, 72 5N AARA KO ARABERE OV
IZBWTh, IMBERE TIEROREHS R~ ZLF K 0.5 mg TORBETHOLIL (S0%NRIRETH D
ECso® 6.5£1.4 nmol/L %#+/32 ElAl%) | B~ Z/F K 0.5 mg T 1.0 mg TS 5 IR S#HN T
HbAlc D= T A U Hvb DOZEACLERIZH b RIgHTEE — RUSBERR A2 b (¥2.7.3.4-3) .

Bars show 95% confidence interval

— f\o\ Bars show 95% confidence interval
E 0.5 1 = mase2s| < 0.9 B Non-Japanese
o ®  trial 3626 (0] ® Japanese
T 00 A tial3e24| S 0.0 A
X trial 4091 [
= e T nc
-g 0.5 2 0.5
o=
2 3 -1.0 S -1.01
8 °
T g -151 o 1.5 1
o
= 2.0 g -2.0 1
o O
[3)
& -25- T 257
6 — 0.5 Mg 1mg f o— — 0.5 Mg 1mg
T T T T T T T T T T T
0 10 20 30 40 50 0 10 20 30 40 50
Placebo Semaglutide Cyg (NMOI/L) Semaglutide C,yq (nMol/L)

Data are mean HbA . response values with 95% confidence interval obtained after 30 weeks of treatment versus
exposure expressed as quantiles of C,, (plus placebo at C,,, of 0 nmol/L). The lines through data represent covariate-
adjusted model-derived exposure-response relations for each trial population. Horizontal lines with diamonds symbols
for semaglutide 0.5 mg (light blue) and 1.0 mg (dark blue) along the x-axes represent median and 95% exposure ranges.
Data are from trials 3623, 3626, 3624 and 4091.

X 2.7.3.4-3 #®E1% 30 BIZHITSH HbAlc DR—RXASA UM LDEILERVEITILF FIREE
DER (HBCLEDITRTOHEREE () BS5VIZTEBERARVIEBRAHEGSE
(F) ]

I 512, HbAle K OMKE DOgEEE & — FUGCBIFRIZ H RN K OFE A AR APFEBRE BN CTHEE L T\
(Module 2.7.2.3.3) , FHEZEE LZHA. 77 AOEREIZILEMEBEN DT T AN (HAN) &
U7 V7N GERAN) WBRE OBRERIIET 7 ANERE OBRBE IV DT NCKREN-TZN, =
NICk->T, BBEEOEEERN/MASL VD Z LT -7= (Module 2.7.2.33.4) . T 5 DHEE
IE. ARAKOIEIARAWBRE CRICHEZRECTEX L2 L2EMIT T 5D,
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R—Z 54 VEDKRENEN > -HREICE T8 (BEE - RICBEFRBHICED)
R=ZF A NIBT HEEPBENERE TS~ LT FOBRBREIIE ) >T2e LOLARRL, M
AL BT, KEN R LEOIERE 10% (39.7~60.2 kg) SIREN KD BEVEERE 10% (116.8~198.3 kg)
TE~Z7/F RO HbAle 1T T 2N RICKE RIBNIA LN o7z (R 2.7.34-1) , KEIZHT D
RIE. BT R 1.0 mg IZBWT, KED D BWEERE 10% & i U TIRE D & b VO ERE
10% CRED o7 ((REBDFETH 2%) . —FH. B ZF K05 mg Tix, PALNRIEWVIZADILR
7> 72 [Global modelling report (Module 5.3.3.5) , Table 7 # & R]

NR—=A T A DOREZFESL BT 7V —T i OfERs (2.7.3.32.53) AT, AR
WEEIZBWTERGEORMEIOMLEIT RN EEZ BT,

5 2.7.3.4-1 ETIVIZEDCIBEER U HbA1c DRIEDHEEE
Dose Semaglutide exposure HbA,.
Change from baseline
Subsets (mg) (nmol/L) (%-points)
. 0.5 15.3 -1.65
All subjects
1.0 30.61 -1.92
: o o 0.5 10.5 -1.50
10% subjects with highest body weight
1.0 21.01 -1.82
. . i 0.5 21.79 -1.71
10% subjects with lowest body weight
1.0 43.57 -1.91

Data are median values of exposure and mean covariate adjusted values of response for each subset and dose. '116.8—
198.3 kg. 239.7-60.2 kg. This is modified from Table 7 of global modelling report (Module 5.3.3.5).

273423 HEAECREY SR

<=7 /VF K 0.5 mg KO 1.0 mg 1%, HAEE LK OOFABEIEO T IUIZEB W TS, HbAle K F L UYA
HBEAD LW ) BICBWTHKRNICERO S 2N REGT D LRI, T XTORBR T, HbAlc
FOMEEIZAR—=ZAF A4 b OHERAFNRIKT RO B A b0z, £~ 27 LF K 0.5 mg KO 1.0
mg (ZOWT, LK OPHRIEO W THRICB W T O R B R B/ bk, £72, JEA
ANEMERBIZE~ 7 VF R 0.5 mg KON 1.0 mg OEH (104 HRE) #5250 U258, DY
AT H@HDH T EF ol

v NTF ROEGEICET HFHMEICESS & BARICET D 2 BB REEE ORI NE~ 7V
F R 05 mglZ XVl efifE= s he—AnGond 2 EPRahic, K->T, EvZ7LF R 0.5 mg
MDHAROMFFHE LB Z biviz, £72. MbEkE TERA R OMEEBAERIZT-BLTEZ LT K 05
mg L TE~Z/LF K 1.0 mg TRED-722 D, B 70T R 0.5 mg 12X H1EE Tk
BlZERTERVEFICE ST, B~ AF F 1.0 mg IZXARFITS SR oy hr—Lo
TR OMEEOWAZFREIZT D EWVR D,
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27343 REDHRE

¥ 3aMra s T AMIBWT, BT Rik, # 1 [EfE#EE CHEE ISR ERRICEER R 1 BOWw
TP OREEIZEB W TRERE, B L BB~ TG I i, B4 3Ky )8 6T
(Module 2.7.2.3.1.3.6 2/) 1Tk & JEE, KA O LR OWThoirbte~ 7 vF N
BTFEG L THRBERIBZEEN S DN, 2602 enn, B~V F FOMAEEFUTO LY T
»b,
o M 1 [EIEMER UMERIZ, BERFICEFRZR< 1 HOWT U ORRICBW TR THRET 5,
o MEHED., RERE ST EBEESIC A FiRE-9 5, HEMITHEFEETICLEEN R TH D,

F 3a i e s T ATEYINANT ReRE LT _XCTOEBRE X, FailcHE L HEEEEICHE-

7= (2.73.143) . B~ AF R 0S5 mghETIX, 025 mg% 48] (4HM) #5 L7=%I2, 0.5 mg OHERF
FARICHEE L, £/72, B0 F R 1.0 mgHETIE, 025 mg % 4[0] (4FE) | VT 0.5 mg % 4[]
(438 #5 L%, 1.0 mg OMERFARICHE L, B~ 270 F B EfRHCIZREO RS 288
L7 37 e T ACHERA LSO L RSO HEBEEZ WD Z LRI D,

5 3a AHRBRO T N TORBRERMGEE TIX, #HRE N~ 7 VT FORG 28N E, REIOT
ESNT-GET 2 BFLLE 48 FEMLLE) HiuE, KOWERRTREGZ2ITH> 2L LT e, &
7oo WEIOFE S BE- £ T 2 AR (48 KR O%HAIE. REIOTEINHKEE TRE
TR L b Lic, ZOMEICET 2RI, 1~5 BEUNOER G OEITEYERE T 0 7 7 A
NADEBNIEAEZWITIHEY REL BNV ILERLEY I a2l —va LiZES0nTn5g, &
DFPEINTHEGHEDOREBRER D Con (B FHEGREOIXLDE OHANIZH D (FEMIEL Module
272341 %R L)
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2.7.3.5 $hBR Dk, MEMH
2.7.3.5.1 TS ILF FIZ& B HbA1c It T BB D4

T RTOH 3afHRBRIZI N T, B~ 7 F RIZL D HbAle DX TIL, HMEE IO AEEICE D
53, BHEHIMAMA (30 @A (3623 3R, 3627 FERL Y 4092 ;ﬁ%%) X% 56 JEE (3626 #ER &L O
4091 #BR) ] L CHERF S, T TORBR TR G TIRHIZIS 1T 5 HbAle DFRIEIL 7.0% A T b
DR—=2F7 A 2 RETEIST, ZORBRIE, &5%25%ET Lf_%&Z%ﬁ%@”fl I 87% %<, LA

—IBIR A BAE LT RS B3 D e o e (10%AR0) 2 Elc ko ThFfEshie (& 2.73.3-1) .
3626 #BR TiX. HbAlc MRA I T L7, &54% 30 LI OFKG-HIMIZH W\ T HbAle 23T 0T
EHA U, —J7. 4091 BUBRTl3# 5% 30 1 LARE[RIFREE CTHEFF S u7e (M 2.7.3.3-1) o 3626 ikBR TILEE
KRIEIZB N TS OT R EABRLNTZD, FRROERIFA AV TINFr V2T TF o
b=t F NEOT 27 70T R o B RIIRFRIEZ G Lot oR BRI W TBEIZ A 5
N TWBEY HbAle Db P27 EFIT, KEROEITE V-2 EEOBERIC L VSIS ER, 5K
TRIZBWT, B~ 7T RWHARIZEL D HbAIcIZHT 2317 ¢ v b GhH) 13Fski LT,

¥, IEARAPERE IZB W TRYA DML VL EMEZ G Lz 3744 3Bk (CVOT) 2B\ T,
HbAlc DX T i 104 BRI £ CHERF Sz, FEAIIE. 3744 BBR OISR HEE (Module 5.3.5.1) %
SO L,

27352 I TILF FIZKBBEEIZHT 2HEDHEHR

T~ 7T FIZ K D REREDE, RGO 30 B TR bivic, 30 HH 22 2R
IZBWT, FREICZEN EOZEIT R R—RA T4 &2+ Tl THEFF S v (%12.7.3.3-9)

¥, 3744 AR (CVOT) Tid, KEBEA DS 2 FRIMERF S LD 2 LRSSz, sHMiE, 3744 3R
OIEFHRFE MR EHFE (Module 5.3.5.1) 2oz &,

27353 M YTILF FREDOESE

P~ 27 NVF FHUROEAITEYRZEE LK T S, SURICTHRERR & > 2 GA IR ORT %
GlEE T RN D, i~ 7 AF FHUROEAIL, T X TOH 3a tHRBRIC ISV CTHIM 2K 4
U THETENT, fte~ 27 vF RHURBEEORIRIZ OV TIE, NIEME GLP-1 (ZxF3 5 A8 X i % 5F
fiL7z, 51T, Y%A wash-out L7oHEOFZRFA KL CRINS N2 MmEZHNT, B~ 7 LF Mk
ORI GLP-1 2% % in vitro TOYWFIWEM 2 5¢m L 7=,

WTNORBRICENT S, i~ 7 F FHURZ BB L7 BRE 1I58 0 bR, 270 7eh
572, GLP-1 & DRXIIEMEZ AT H0ENCELL T, it~ 27 VT RO EANE~ 7 VT R
OIMmBERE TIERZHRELEZEW) T —XIIREI o7, FEMIE. Integrated summary of
immunogenicity (Module 5.3.5.3) , Section4.4 Z#ZRD = L, F/-, i~V TF FHUKOFE T, &~
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TIVTF ROEYENREIZE % H 2 72 > 7= [Global modelling report (Module 5.3.3.5) , Section 4.1.4) ] |

27354

= I NTF RO ORE RN . B~ 7 LF RANAARA 2 B RFEEEIC L - TIERICHED

RIBFETH D Z LRIz, ERMERIBILTOLEBY THD,

o ARAERE NS LT RTOHE 3a HRBRIZIBNT, B~ LF K 05 mg KO~ ZLF R 1.0
mg PVTIUSHNTH, FIER HEEEROA > 2 U > & OPIREO TS UL 2o
XHREE (L4 27U 75 2 ROUBIMORE D BRI &l L CHRICKE 72 HbAle DX FAVRE R
7o TRTORBUCHNT, HbAle DT IS MM 228 L TR SRz,

o TRTOH Ja A BRICE N T, B~ 7T F 0.5mg KOE~I7 LT R 1.0 mg DNFRIZBNTH,
TIUR BMAEROA > 2 ) > L OPIREOR ) XEZRERORE (V5 7 ) 7F>
KOUEMOREOMRIFIK) L L CARICRKRERMERERD S RTINTE, KEIZHT A E~Z LT
RORIL, HHIM2EEE L TR Sz,

o HbAlcHE FEKOMAEBDEIT, B~ 7 VF F0S5mg LHHEL T~ 7 LF F1.0mg TREN-T,
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a-glucosidase inhibitor
Female

Male

oral anti-diabetic drugs
subcutaneous(ly)
sulphonylurea

type 2 diabetes mellitus
thiazolidinedione

Argentina
Austria
Australia
Bulgaria
Brazil
Canada
Switzerland
Czech Republic
Germany
Denmark
Algeria
Spain
Finland
France
United Kingdom
Greece
Hong Kong
Croatia
Hungary
Israel

India

Italy

Japan
Macedonia
Mexico
Malaysia
Netherlands
Norway
Poland
Portugal
Romania
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RS
RU
SE
SI
SK
TH
TR
™W
UA
Us
ZA

Serbia
Russian Federation
Sweden
Slovenia
Slovakia
Thailand
Turkey
Taiwan
Ukraine
United States
South Africa

4 of 7



Module 2.7.3 f18% 1

S5of7

Trial ID Type of Trial design and type of  Test drugs and route of Number of subjects in Healthy or Duration Study status Evaluation
Country study control administration the full analysis set type 2 diabetes of Type of report data
(male [M]/female [F]) treatment Location (yes/no)
Phase 2 trial
NN9535-1821 Dose Randomised, double-blind, Semaglutide (1.0 mg/mL 411 (M: 267, F: 144) T2D (on 12 weeks Complete; No
AT, BG, FI, range 9-armed parallel group, and 10 mg/mL); 0.1, 0.2, metformin or Full;
FR, DE, HU, study multicentre, multinational, 0.4, 0.8 and 1.6 mg controlled with Module 5.3.5.1
IN, IT, RS, dose finding trial; placebo-  once-weekly; s.c. diet and
ZA, ES, CH, controlled to investigate the administration; exercise)
TR, GB safety and efficacy of Semaglutide-placebo;
semaglutide once-weekly; s.c.
administration;
liraglutide (6.0 mg/mL)
open-label; 1.2 or
1.8 mg once-daily; s.c.
administration
Phase 3 trials
NN9535-3623 Efficacy Randomised, double-blind, Semaglutide 387 (M: 210, F: 177) T2D drug-naive 30 weeks Complete; Yes
and parallel-group, 1.34 mg/mL or Full;
CA, GB, IT, safety multinational, multicentre,  semaglutide-placebo Module 5.3.5.1
JP, MX, RU, 4-armed trial; placebo- solution; 0.5 and 1.0 mg
ZA,US controlled once-weekly; s.c.
administration
NNO9535-3627 Efficacy Randomised, double-blind, Semaglutide 396 (M: 222, F: 174) T2D (on 30 weeks Complete; Yes
and parallel-group, 1.34 mg/mL or treatment with Full;
DE, JP, RS, safety multinational, multicentre,  semaglutide-placebo basal insulin Module 5.3.5.1
SK, US with or without

4-armed trial; placebo-
controlled

solution; 0.5 and 1.0 mg
once-weekly; s.c.
administration

metformin)
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Trial ID Type of Trial design and type of  Test drugs and route of Number of subjects in Healthy or Duration Study status Evaluation
Country study control administration the full analysis set type 2 diabetes of Type of report data
(male [M]/female [F]) treatment Location (yes/no)

NN9535-3626 Efficacy Randomised, double-blind, Semaglutide 1225 (M: 620, F: 605) T2D (on 56 weeks Complete; Yes
and double-dummy, parallel- 1.34 mg/mL solution; treatment with Full;

AR,BG, CZ, gafety  group, multinational, 0.5 and 1.0 mg once metformin Module 5.3.5.1

HK, HU, IN, multicentre, 4-armed trial;  weekly, s.c. and/or TZDs)

JP, MX, NO, active-control administration.

PT, RO, RU, Sitagliptin, 100 mg once

ZA, ES, SE, daily, oral

TH, TR, UA administration

NN9535-3624 Efficacy Randomised, open-label, Semaglutide 809 (M: 447, F: 362) T2D (on 56 weeks Complete; No
and parallel-group, 1.34 mg/mL solution; treatment with Full;

AR, HR, FI, safety multinational, multicentre, 1.0 mg once-weekly; s.c. 1-2 OADs) Module 5.3.5.1

FR, DE, GR, 2-armed trial; active-control administration.

IT, NL, RS, Exenatide ER; 2.0 mg

CH, GB, US once-weekly; s.c.

administration

NN9535-3625 Efficacy Randomised, open-label, Semaglutide 1082 (M: 574, F: 508)  T2D, (insulin- 30 weeks Complete; No
and parallel-group, 1.34 mg/mL solution; naive, on Full;

AR, HR, FR, safety multinational, multicentre, 0.5 and 1.0 mg once- treatment with Module 5.3.5.1

DE, IN, MK, 3-armed trial; active-control weekly; s.c. metformin with

MX, NL, RO, administration. or without SUs)

SK, SI, ZA, Insulin glargine

GB, US

100 IU/mL; initial dose
of 10 IU, then treat-to-
target once-daily; s.c.
administration




Module 2.7.3 f18% 1

7 of 7

Trial ID Type of Trial design and type of  Test drugs and route of Number of subjects in Healthy or Duration Study status Evaluation
Country study control administration the full analysis set type 2 diabetes of Type of report data
(male [M]/female [F]) treatment Location (yes/no)
NNO9535-4091 Efficacy Randomised, open-label, Semaglutide 600 (M: 429, F: 171) T2D (on 56 weeks  Complete; Yes
and parallel-group, multicentre, 1.34 mg/mL solution; treatment with Full;
P safety single-country trial; active 0.5 and 1.0 mg once- 1 OAD [SU, Module 5.3.5.1
control weekly; s.c. glinide, a-GI or
administration. TZD))
One OAD (SU,
glinide, a-GI or TZD);
dosing and
administration as
appropriate
NN9535-4092 Efficacy Randomised, open-label, Semaglutide 308 (M: 235, F: 73) T2D 30 weeks Complete; Yes
and parallel-group, multicentre, 1.34 mg/mL solution; Full;
P safety single country trial; active 0.5 and 1.0 mg once- Module 5.3.5.1
control weekly; s.c.
administration.
Sitagliptin, 100 mg once
daily, oral
administration
NN9535-3744 Safety ~ Randomised, double-blind, Semaglutide 3297 (M: 2002, F: 1295) T2D (on 104 weeks Complete; Yes
parallel-group, 1.34 mg/mL or treatment with Full;
DZ, AR, AU, multinational, multicentre,  semaglutide-placebo 1-2 OADs or Module 5.3.5.1
BR, BG, CA, 4-armed trial; placebo solution; 0.5 and 1.0 mg with insulin
DK, DE, IL, control to evaluate once-weekly; s.c. [basal, long-
IT, MY, MX, cardiovascular and other administration acting or
PL,RU, ES, long-term outcomes with premixed] with
TW, TH, TR, semaglutide or without 1-2
GB, US

OADs, or T2D
drug-naive)
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Time since randomisation (week)
OAD: Oral anti-diabetic drug.
On-treatment without rescue medication data is presented. Estimates (+/- error bar) are from the mixed model for
repeated measurements with treatment, trial-specific stratification and country (global trials) as fixed factors and
baseline HbA lc¢ as covariate, all nested within visit and adjusted according to observed baseline distribution. Error bars
are +/- 1*SEM.
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HbA1c (%)
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0 09
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-1.0 4
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-2.5-
PBO: placebo. Sita: Sitagliptin. OAD: Oral anti-diabetic drug.
On-treatment without rescue medication data is presented. Estimates are from the mixed model for repeated
measurements with treatment, trial-specific stratification and country (global trials) as fixed factors and baseline HbA
as covariate, all nested within visit and adjusted according to observed baseline distribution.

273622 HbAICDR—RSA UMNLDELE (%) HEME) —%5 57 (5 3aEAER)
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273623 HbPAICHODA—RASA UMEZED HLAIc DR—RSA UL DELRE (%) —Ed#fstE —3623 HER (T EARXIE, BEimEE)

Sema 0.5 mg Sema 1.0 mg Placebo
Baseline Week 30 Change Baseline Week 30 Change Baseline Week 30 Change

Number of subjects 128 130 129
HbAlc (%) - On-treatment without rescue medication data
<= 7.5%

N 46 38 38 38 31 31 48 35 35
Mean 7.20 6.26 -0.95 7.21 5.95 -1.26 7.07 6.94 -0.16
SD 0.24 0.72 0.64 0.26 0.73 0.77 0.25 0.74 0.70
Median 7.20 6.10 -1.10 7.25 5.80 -1.40 7.10 6.90 -0.10
Min 6.50 5.20 -1.90 6.40 4.90 -2.20 6.50 5.20 -1.60
Max 7.50 8.10 0.60 7.50 8.80 1.90 7.50 9.00 1.60
> 7.5% to 8.0%

N 25 21 21 28 22 22 25 18 18
Mean 7.77 6.46 -1.32 7.79 6.46 -1.33 7.81 8.13 0.29
SD 0.14 0.90 0.86 0.13 1.32 1.32 0.15 1.05 1.05
Median 7.80 6.40 -1.40 7.80 6.05 -1.80 7.80 8.00 0.25
Min 7.60 4.80 -3.00 7.60 5.30 -2.60 7.60 6.60 -1.10
Max 8.00 9.10 1.10 8.00 10.00 2.30 8.00 10.60 2.60
> 8.0% to 8.5%

N 17 16 16 21 15 15 19 12 12
Mean 8.36 6.61 -1.76 8.30 6.44 -1.89 8.28 7.73 -0.53
SD 0.13 1.16 1.17 0.16 1.20 1.19 0.14 0.89 0.90
Median 8.40 6.30 -2.05 8.30 5.90 -2.20 8.20 7.90 -0.25
Min 8.10 5.30 -3.10 8.10 5.40 -3.10 8.10 5.60 -2.50
Max 8.50 9.30 1.00 8.50 9.40 1.00 8.50 9.00 0.80

Mono: Monotherapy, N: Number of subjects in the summary statistics, SD: Standard deviation

nn9535/nn9535-ise/freeze 20161014 eot ra er
140CT2016:11:26:46 - t hbalc desc hbalcbase.sas/t desc_hbalc vs hbalcbase 3623.txt
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HbAlc change from baseline versus HbAlc at baseline - descriptive statistics - 3623 vs Placebo (Mono)
Sema 0.5 mg Sema 1.0 mg Placebo
Baseline Week 30 Change Baseline Week 30 Change Baseline Week 30 Change

N 21 16 16 25 20 20 22 12 12
Mean 8.78 6.49 -2.31 8.76 6.81 -1.94 8.77 8.35 -0.37
SD 0.17 0.66 0.69 0.14 1.24 1.23 0.14 1.09 1.11
Median 8.80 6.30 -2.55 8.70 6.40 -2.25 8.75 8.40 -0.25
Min 8.60 5.80 -3.00 8.60 5.00 -3.90 8.60 6.50 -2.40
Max 9.00 8.20 -0.40 9.00 9.30 0.50 9.00 10.30 1.60
> 9%

N 19 11 11 18 16 16 15 7 7
Mean 9.62 6.98 -2.72 9.48 6.69 -2.78 9.41 9.16 -0.20
SD 0.39 1.01 0.95 0.33 0.57 0.56 0.32 1.23 1.29
Median 9.70 6.70 -2.90 9.45 6.75 -2.80 9.40 9.30 0.10
Min 9.10 5.80 -4.20 9.10 5.60 -3.80 9.10 7.20 -2.40
Max 10.30 9.30 -0.90 10.20 7.80 -1.70 10.20 10.80 1.70
All subjects

N 128 102 102 130 104 104 129 84 84
Mean 8.09 6.47 -1.56 8.12 6.41 -1.73 7.95 7.69 -0.15
SD 0.89 0.87 1.02 0.81 1.07 1.15 0.85 1.16 0.94
Median 7.90 6.25 -1.45 8.00 6.10 -1.80 7.90 7.60 -0.15
Min 6.50 4.80 -4.20 6.40 4.90 -3.90 6.50 5.20 -2.50
Max 10.30 9.30 1.10 10.20 10.00 2.30 10.20 10.80 2.60

Mono: Monotherapy, N: Number of subjects in the summary statistics, SD: Standard deviation

nn9535/nn9535-ise/freeze 20161014 eot ra er
140CT2016:11:26:46 - t hbalc desc _hbalcbase.sas/t _desc_hbalc_vs hbalcbase 3623.txt
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HbAlc change from baseline versus HbAlc at baseline - descriptive statistics - 3623 vs Placebo (Mono)
Sema 0.5 mg Sema 1.0 mg Placebo
Baseline Week 30 Change Baseline Week 30 Change Baseline Week 30 Change

HbAlc (%) - in-trial data
<= 7.5%

N 46 44 44 38 33 33 48 44 44
Mean 7.20 6.30 -0.91 7.21 5.99 -1.23 7.07 6.95 -0.11
SD 0.24 0.73 0.64 0.26 0.74 0.78 0.25 0.83 0.78
Median 7.20 6.15 -1.10 7.25 5.80 -1.40 7.10 6.90 -0.10
Min 6.50 5.20 -1.90 6.40 4.90 -2.20 6.50 4.90 -1.60
Max 7.50 8.10 0.60 7.50 8.80 1.90 7.50 9.00 2.00
> 7.5% to 8.0%

N 25 24 24 28 25 25 25 23 23
Mean 7.77 6.63 -1.15 7.79 6.62 -1.18 7.81 8.22 0.40
SD 0.14 1.19 1.15 0.13 1.39 1.38 0.15 1.04 1.05
Median 7.80 6.40 -1.40 7.80 6.20 -1.70 7.80 8.30 0.40
Min 7.60 4.80 -3.00 7.60 5.30 -2.60 7.60 6.60 -1.10
Max 8.00 10.60 2.70 8.00 10.00 2.30 8.00 10.60 2.60
> 8.0% to 8.5%

N 17 17 17 21 20 20 19 16 16
Mean 8.36 6.74 -1.62 8.30 6.54 -1.78 8.28 7.50 -0.76
SD 0.13 1.25 1.27 0.16 1.08 1.08 0.14 0.94 0.98
Median 8.40 6.40 -2.00 8.30 6.20 -2.05 8.20 7.70 -0.45
Min 8.10 5.30 -3.10 8.10 5.40 -3.10 8.10 5.60 -2.80
Max 8.50 9.30 1.00 8.50 9.40 1.00 8.50 9.00 0.80

Mono: Monotherapy,

N: Number of subjects in the summary statistics, SD: Standard deviation

nn9535/nn9535-ise/freeze 20161014 eot ra er

140CT2016:11:26:46 - t _hbalc desc hbalcbase.sas/t desc_hbalc vs hbalcbase 3623.txt
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HbAlc change from baseline versus HbAlc at baseline - descriptive statistics - 3623 vs Placebo (Mono)
Sema 0.5 mg Sema 1.0 mg Placebo
Baseline Week 30 Change Baseline Week 30 Change Baseline Week 30 Change

N 21 19 19 25 25 25 22 20 20
Mean 8.78 6.78 -2.02 8.76 6.88 -1.88 8.77 8.09 -0.67
SD 0.17 0.95 0.98 0.14 1.32 1.35 0.14 1.17 1.17
Median 8.80 6.50 -2.20 8.70 6.60 -2.10 8.75 8.00 -0.65
Min 8.60 5.80 -3.00 8.60 5.00 -3.90 8.60 6.30 -2.50
Max 9.00 9.10 0.50 9.00 9.90 1.30 9.00 10.30 1.60
> 9%

N 19 15 15 18 18 18 15 13 13
Mean 9.62 7.50 -2.19 9.48 6.67 -2.82 9.41 8.74 -0.72
SD 0.39 1.73 1.70 0.33 0.54 0.56 0.32 1.22 1.36
Median 9.70 6.70 -2.40 9.45 6.65 -2.80 9.40 8.50 -0.80
Min 9.10 5.80 -4.20 9.10 5.60 -3.80 9.10 7.20 -2.40
Max 10.30 12.70 3.00 10.20 7.80 -1.70 10.20 10.80 1.70
All subjects

N 128 119 119 130 121 121 129 116 116
Mean 8.09 6.66 -1.40 8.12 6.49 -1.68 7.95 7.68 -0.26
SD 0.89 1.15 1.17 0.81 1.10 1.21 0.85 1.17 1.08
Median 7.90 6.30 -1.40 8.00 6.20 -1.80 7.90 7.60 -0.20
Min 6.50 4.80 -4.20 6.40 4.90 -3.90 6.50 4.90 -2.80
Max 10.30 12.70 3.00 10.20 10.00 2.30 10.20 10.80 2.60

Mono: Monotherapy, N: Number of subjects in the summary statistics, SD: Standard deviation

nn9535/nn9535-ise/freeze 20161014 eot ra er
140CT2016:11:26:46 - t hbalc desc _hbalcbase.sas/t _desc_hbalc_vs hbalcbase 3623.txt
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HbAlc change from baseline versus HbAlc at baseline - descriptive statistics - 3623 vs Placebo (Mono)
Sema 0.5 mg Sema 1.0 mg Placebo

Baseline Week 30 Change Baseline Week 30 Change Baseline Week 30 Change
HbAlc (mmol/mol) - On-treatment without rescue medication data
<= 7.5%
N 46 38 38 38 31 31 48 35 35
Mean 55.24 44,90 -10.41 55.25 41.59 -13.82 53.78 52.39 -1.75
SD 2.59 7.90 6.97 2.89 8.00 8.46 2.76 8.14 7.67
Median 55.20 43.17 -12.02 55.74 39.89 -15.30 54.10 51.92 -1.09
Min 47.55 33.34 -20.77 46.45 30.06 -24.05 47.55 33.34 -17.49
Max 58.48 65.03 6.56 58.48 72.68 20.77 58.48 74.87 17.49
> 7.5% to 8.0%
N 25 21 21 28 22 22 25 18 18
Mean 61.45 47.13 -14.42 61.68 47.15 -14.56 61.84 65.34 3.16
SD 1.50 9.79 9.36 1.46 14.38 14.39 1.61 11.52 11.47
Median 61.75 46.45 -15.30 61.75 42.63 -19.67 61.75 63.94 2.73
Min 59.57 28.96 -32.79 59.57 34.43 -28.42 59.57 48.64 -12.02
Max 63.94 75.96 12.02 63.94 85.80 25.14 63.94 92.36 28.42
> 8.0% to 8.5%
N 17 16 16 21 15 15 19 12 12
Mean 67.86 48.71 -19.20 67.27 46.89 -20.69 66.99 60.93 -5.83
SD 1.45 12.66 12.80 1.74 13.13 13.01 1.57 9.72 9.80
Median 68.31 45.36 -22.41 67.22 40.99 -24.05 66.13 62.85 -2.73
Min 65.03 34.43 -33.88 65.03 35.52 -33.88 65.03 37.71 -27.33
Max 69.41 78.15 10.93 69.41 79.24 10.93 69.41 74.87 8.74

Mono: Monotherapy, N: Number of subjects in the summary statistics, SD: Standard deviation

nn9535/nn9535-ise/freeze 20161014 eot ra er
140CT2016:11:26:46 - t hbalc desc _hbalcbase.sas/t _desc_hbalc_vs hbalcbase 3623.txt
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HbAlc change from baseline versus HbAlc at baseline - descriptive statistics - 3623 vs Placebo (Mono)
Sema 0.5 mg Sema 1.0 mg Placebo
Baseline Week 30 Change Baseline Week 30 Change Baseline Week 30 Change

N 21 16 16 25 20 20 22 12 12
Mean 72.48 47.41 -25.21 72.25 50.93 -21.20 72.34 67.77 -4.01
SD 1.82 7.20 7.58 1.48 13.55 13.45 1.56 11.94 12.15
Median 72.68 45.36 -27.87 71.59 46.45 -24.59 72.14 68.31 -2.73
Min 70.50 39.89 -32.79 70.50 31.15 -42.63 70.50 47.55 -26.23
Max 74.87 66.13 -4.37 74.87 78.15 5.46 74.87 89.08 17.49
> 9%
N 19 11 11 18 16 16 15 7 7
Mean 81.66 52.81 -29.71 80.15 49.66 -30.40 79.39 76.59 -2.19
SD 4.21 11.00 10.40 3.60 6.27 6.17 3.53 13.46 14.15
Median 82.52 49.73 -31.70 79.79 50.28 -30.60 79.24 78.15 1.09
Min 75.96 39.89 -45.91 75.96 37.71 -41.53 75.96 55.20 -26.23
Max 89.08 78.15 -9.84 87.99 61.75 -18.58 87.99 94.54 18.58
All subjects
N 128 102 102 130 104 104 129 84 84
Mean 64.88 47.20 -17.02 65.29 46.57 -18.94 63.43 60.60 -1.64
SD 9.74 9.55 11.20 8.88 11.69 12.60 9.28 12.69 10.30
Median 62.85 44 .81 -15.85 63.94 43.17 -19.67 62.85 59.57 -1.64
Min 47.55 28.96 -45.91 46.45 30.06 -42.63 47.55 33.34 -27.33
Max 89.08 78.15 12.02 87.99 85.80 25.14 87.99 94.54 28.42

Mono: Monotherapy, N: Number of subjects in the summary statistics, SD: Standard deviation
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HbAlc change from baseline versus HbAlc at baseline - descriptive statistics - 3623 vs Placebo (Mono)
Sema 0.5 mg Sema 1.0 mg Placebo

Baseline Week 30 Change Baseline Week 30 Change Baseline Week 30 Change
HbAlc (mmol/mol) - in-trial data
<= 7.5%
N 46 44 44 38 33 33 48 44 44
Mean 55.24 45.33 -9.96 55.25 41.95 -13.41 53.78 52.51 -1.22
SD 2.59 7.94 6.99 2.89 8.05 8.54 2.76 9.03 8.49
Median 55.20 43.72 -12.02 55.74 39.89 -15.30 54.10 51.92 -1.09
Min 47.55 33.34 -20.77 46.45 30.06 -24.05 47.55 30.06 -17.49
Max 58.48 65.03 6.56 58.48 72.68 20.77 58.48 74.87 21.86
> 7.5% to 8.0%
N 25 24 24 28 25 25 25 23 23
Mean 61.45 48.91 -12.62 61.68 48.86 -12.85 61.84 66.32 4.32
SD 1.50 13.01 12.52 1.46 15.18 15.08 1.61 11.35 11.46
Median 61.75 46.45 -15.30 61.75 44.27 -18.58 61.75 67.22 4.37
Min 59.57 28.96 -32.79 59.57 34.43 -28.42 59.57 48.64 -12.02
Max 63.94 92.36 29.51 63.94 85.80 25.14 63.94 92.36 28.42
> 8.0% to 8.5%
N 17 17 17 21 20 20 19 16 16
Mean 67.86 50.18 -17.68 67.27 47.93 -19.46 66.99 58.48 -8.33
SD 1.45 13.68 13.88 1.74 11.80 11.80 1.57 10.30 10.67
Median 68.31 46.45 -21.86 67.22 44.27 -22.41 66.13 60.66 -4.92
Min 65.03 34.43 -33.88 65.03 35.52 -33.88 65.03 37.71 -30.60
Max 69.41 78.15 10.93 69.41 79.24 10.93 69.41 74.87 8.74

Mono: Monotherapy, N: Number of subjects in the summary statistics, SD: Standard deviation
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HbAlc change from baseline versus HbAlc at baseline - descriptive statistics - 3623 vs Placebo (Mono)
Sema 0.5 mg Sema 1.0 mg Placebo
Baseline Week 30 Change Baseline Week 30 Change Baseline Week 30 Change

N 21 19 19 25 25 25 22 20 20
Mean 72.48 50.59 -22.03 72.25 51.70 -20.55 72.34 64.92 =7.27
SD 1.82 10.35 10.69 1.48 14.47 14.80 1.56 12.80 12.78
Median 72.68 47.55 -24.05 71.59 48.64 -22.95 72.14 63.94 -7.10
Min 70.50 39.89 -32.79 70.50 31.15 -42.63 70.50 45.36 -27.33
Max 74.87 75.96 5.46 74.87 84.71 14.21 74.87 89.08 17.49
> 9%
N 19 15 15 18 18 18 15 13 13
Mean 81.66 58.48 -23.90 80.15 49.37 -30.79 79.39 72.01 -7.90
SD 4.21 18.93 18.56 3.60 5.95 6.09 3.53 13.37 14.83
Median 82.52 49.73 -26.23 79.79 49.18 -30.60 79.24 69.41 -8.74
Min 75.96 39.89 -45.91 75.96 37.71 -41.53 75.96 55.20 -26.23
Max 89.08 115.31 32.79 87.99 61.75 -18.58 87.99 94.54 18.58
All subjects
N 128 119 119 130 121 121 129 116 116
Mean 64.88 49.24 -15.28 65.29 47.48 -18.36 63.43 60.40 -2.89
SD 9.74 12.54 12.74 8.88 12.06 13.17 9.28 12.84 11.77
Median 62.85 45.36 -15.30 63.94 44.27 -19.67 62.85 59.57 -2.19
Min 47.55 28.96 -45.91 46.45 30.06 -42.63 47.55 30.06 -30.60
Max 89.08 115.31 32.79 87.99 85.80 25.14 87.99 94.54 28.42

Mono: Monotherapy, N: Number of subjects in the summary statistics, SD: Standard deviation

nn9535/nn9535-ise/freeze 20161014 eot ra er
140CT2016:11:26:46 - t hbalc desc _hbalcbase.sas/t _desc_hbalc_vs hbalcbase 3623.txt



Module 2.7.3 {5k 2 14 of 66

2736.24 HOAICDR—RFA VEZED HPAICDR—RXSA UNLDEILE (%) —RBHHEHE—3626 5K (27 TFURE, 0O

WEFRRE L DHER)
Sema 0.5 mg Sema 1.0 mg Sitagliptin

Baseline Week 56 Change Baseline Week 56 Change Baseline Week 56 Change
Number of subjects 409 409 407
HbAlc (%) - On-treatment without rescue medication data
<= 7.5%
N 147 122 122 154 125 125 125 105 105
Mean 7.13 6.28 -0.85 7.17 6.08 -1.08 7.23 6.84 -0.38
SD 0.28 0.72 0.74 0.26 0.56 0.60 0.22 0.80 0.78
Median 7.20 6.10 -0.90 7.20 6.10 -1.10 7.30 6.70 -0.50
Min 5.90 5.20 -2.30 5.90 4.80 -2.40 6.50 5.30 -2.10
Max 7.50 9.00 2.20 7.50 7.90 1.00 7.50 10.30 2.90
> 7.5% to 8.0%
N 95 80 80 85 68 68 96 74 74
Mean 7.78 6.63 -1.15 7.79 6.51 -1.29 7.78 7.10 -0.68
SD 0.14 0.78 0.75 0.14 0.91 0.90 0.13 0.76 0.76
Median 7.80 6.40 -1.30 7.80 6.20 -1.50 7.80 6.95 -0.70
Min 7.60 5.00 -2.70 7.60 5.60 -2.30 7.60 5.30 -2.30
Max 8.00 9.00 1.00 8.00 9.90 1.90 8.00 9.20 1.60
> 8.0% to 8.5%
N 63 50 50 69 61 61 58 48 48
Mean 8.27 6.69 -1.59 8.30 6.32 -1.99 8.29 7.55 -0.75
SD 0.13 0.91 0.91 0.14 0.65 0.65 0.14 0.95 0.95
Median 8.30 6.65 -1.60 8.30 6.30 -2.00 8.30 7.60 -0.75
Min 8.10 4.90 -3.50 8.10 4.80 -3.40 8.10 4.90 -3.50
Max 8.50 8.90 0.70 8.50 8.30 0.10 8.50 10.50 2.30

Sita: Sitagliptin, OAD: Oral anti-diabetic drug, N: Number of subjects in the summary statistics, SD: Standard deviation
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HbAlc change from baseline versus HbAlc at baseline - descriptive statistics - 3626 vs Sita (OADs)
Sema 0.5 mg Sema 1.0 mg Sitagliptin
Baseline Week 56 Change Baseline Week 56 Change Baseline Week 56 Change

N 42 30 30 32 25 25 54 31 31
Mean 8.78 6.96 -1.81 8.84 6.73 -2.10 8.83 7.36 -1.47
SD 0.16 1.12 1.11 0.16 0.90 0.94 0.14 1.25 1.20
Median 8.70 6.90 -1.90 8.90 6.60 -2.10 8.90 7.30 -1.70
Min 8.60 4.50 -4.10 8.60 5.20 -3.80 8.60 5.00 -4.00
Max 9.00 9.50 0.70 9.00 9.10 0.10 9.00 11.50 2.60
> 9%

N 62 46 46 69 52 52 74 27 27
Mean 9.67 6.79 -2.81 9.65 6.78 -2.82 9.68 7.56 -1.99
SD 0.50 1.00 1.05 0.43 1.26 1.28 0.46 1.46 1.41
Median 9.55 6.60 -2.95 9.60 6.55 -3.10 9.65 7.70 -1.90
Min 9.10 5.00 -4.50 9.10 4.70 -4.80 9.10 5.00 -4.20
Max 11.00 10.20 0.10 11.40 10.70 0.40 11.30 10.40 0.90
All subjects

N 409 328 328 409 331 331 407 285 285
Mean 8.01 6.56 -1.40 8.04 6.37 -1.64 8.17 7.15 -0.79
SD 0.92 0.87 1.08 0.93 0.86 1.04 0.92 0.99 1.05
Median 7.80 6.40 -1.30 7.80 6.20 -1.60 7.90 7.00 -0.80
Min 5.90 4.50 -4.50 5.90 4.70 -4.80 6.50 4.90 -4.20
Max 11.00 10.20 2.20 11.40 10.70 1.90 11.30 11.50 2.90

Sita: Sitagliptin, OAD: Oral anti-diabetic drug, N: Number of subjects in the summary statistics, SD: Standard deviation
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HbAlc change from baseline versus HbAlc at baseline - descriptive statistics - 3626 vs Sita (OADs)
Sema 0.5 mg Sema 1.0 mg Sitagliptin
Baseline Week 56 Change Baseline Week 56 Change Baseline Week 56 Change

HbAlc (%) - in-trial data

<= 7.5%

N 147 137 137 154 144 144 125 119 119
Mean 7.13 6.35 -0.78 7.17 6.19 -0.97 7.23 6.89 -0.34
SD 0.28 0.85 0.86 0.26 0.67 0.69 0.22 0.88 0.86
Median 7.20 6.20 -0.90 7.20 6.20 -1.00 7.30 6.70 -0.50
Min 5.90 5.20 -2.30 5.90 4.80 -2.40 6.50 5.30 -2.10
Max 7.50 11.80 4.50 7.50 9.70 2.20 7.50 10.30 2.90
> 7.5% to 8.0%

N 95 86 86 85 82 82 96 87 87
Mean 7.78 6.67 -1.10 7.79 6.55 -1.24 7.78 7.15 -0.63
SD 0.14 0.79 0.76 0.14 0.90 0.89 0.13 0.81 0.81
Median 7.80 6.50 -1.30 7.80 6.30 -1.50 7.80 7.00 -0.70
Min 7.60 5.00 -2.70 7.60 5.60 -2.30 7.60 5.30 -2.30
Max 8.00 9.00 1.00 8.00 9.90 1.90 8.00 9.20 1.60
> 8.0% to 8.5%

N 63 60 60 69 66 66 58 56 56
Mean 8.27 6.81 -1.47 8.30 6.38 -1.92 8.29 7.54 -0.75
SD 0.13 1.00 1.02 0.14 0.68 0.69 0.14 0.91 0.91
Median 8.30 6.80 -1.50 8.30 6.35 -1.90 8.30 7.60 -0.70
Min 8.10 4.90 -3.50 8.10 4.80 -3.40 8.10 4.90 -3.50
Max 8.50 10.40 2.30 8.50 8.30 0.10 8.50 10.50 2.30

Sita: Sitagliptin, OAD: Oral anti-diabetic drug, N: Number of subjects in the summary statistics, SD: Standard deviation
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HbAlc change from baseline versus HbAlc at baseline - descriptive statistics - 3626 vs Sita (OADs)
Sema 0.5 mg Sema 1.0 mg Sitagliptin
Baseline Week 56 Change Baseline Week 56 Change Baseline Week 56 Change

N 42 39 39 32 30 30 54 52 52
Mean 8.78 7.41 -1.36 8.84 7.01 -1.82 8.83 7.77 -1.06
SD 0.16 1.43 1.44 0.16 1.08 1.11 0.14 1.41 1.38
Median 8.70 7.40 -1.40 8.90 7.00 -1.70 8.90 7.50 -1.25
Min 8.60 4.50 -4.10 8.60 5.20 -3.80 8.60 5.00 -4.00
Max 9.00 12.30 3.60 9.00 9.50 0.80 9.00 12.20 3.20
> 9%

N 62 60 60 69 65 65 74 70 70
Mean 9.67 7.08 -2.60 9.65 7.17 -2.49 9.68 8.06 -1.61
SD 0.50 1.19 1.11 0.43 1.44 1.46 0.46 1.42 1.36
Median 9.55 6.75 -2.80 9.60 6.90 -2.80 9.65 7.90 -1.70
Min 9.10 5.00 -4.50 9.10 4.70 -4.80 9.10 5.00 -4.20
Max 11.00 10.50 0.10 11.40 11.10 1.90 11.30 11.80 2.50
All subjects

N 409 382 382 409 387 387 407 384 384
Mean 8.01 6.72 -1.31 8.04 6.53 -1.51 8.17 7.38 -0.79
SD 0.92 1.05 1.15 0.93 0.99 1.09 0.92 1.15 1.13
Median 7.80 6.50 -1.30 7.80 6.30 -1.50 7.90 7.20 -0.80
Min 5.90 4.50 -4.50 5.90 4.70 -4.80 6.50 4.90 -4.20
Max 11.00 12.30 4.50 11.40 11.10 2.20 11.30 12.20 3.20

Sita: Sitagliptin, OAD: Oral anti-diabetic drug, N: Number of subjects in the summary statistics, SD: Standard deviation
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HbAlc change from baseline versus HbAlc at baseline - descriptive statistics - 3626 vs Sita (OADs)
Sema 0.5 mg Sema 1.0 mg Sitagliptin

Baseline Week 56 Change Baseline Week 56 Change Baseline Week 56 Change
HbAlc (mmol/mol) - On-treatment without rescue medication data
<= 7.5%
N 147 122 122 154 125 125 125 105 105
Mean 54.47 45.14 -9.24 54.87 42.94 -11.85 55.51 51.26 -4.10
SD 3.05 7.84 8.10 2.89 6.08 6.51 2.42 8.72 8.53
Median 55.20 43.17 -9.84 55.20 43.17 -12.02 56.29 49.73 -5.46
Min 40.99 33.34 -25.14 40.99 28.96 -26.23 47.55 34.43 -22.95
Max 58.48 74.87 24.05 58.48 62.85 10.93 58.48 89.08 31.70
> 7.5% to 8.0%
N 95 80 80 85 68 68 96 74 74
Mean 61.56 48.97 -12.51 61.66 47.64 -14.06 61.57 54.12 -7.39
SD 1.51 8.57 8.25 1.52 9.95 9.80 1.42 8.33 8.28
Median 61.75 46.45 -14.21 61.75 44,27 -16.40 61.75 52.46 -7.65
Min 59.57 31.15 -29.51 59.57 37.71 -25.14 59.57 34.43 -25.14
Max 63.94 74.87 10.93 63.94 84.71 20.77 63.94 77.06 17.49
> 8.0% to 8.5%
N 63 50 50 69 61 61 58 48 48
Mean 66.92 49.62 -17.36 67.23 45.59 -21.72 67.11 58.98 -8.20
SD 1.47 9.92 9.97 1.49 7.12 7.10 1.51 10.33 10.34
Median 67.22 49.18 -17.49 67.22 45.36 -21.86 67.22 59.57 -8.20
Min 65.03 30.06 -38.26 65.03 28.96 -37.16 65.03 30.06 -38.26
Max 69.41 73.78 7.65 69.41 67.22 1.09 69.41 91.27 25.14

Sita: Sitagliptin, OAD: Oral anti-diabetic drug, N: Number of subjects in the summary statistics, SD: Standard deviation
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HbAlc change from baseline versus HbAlc at baseline - descriptive statistics - 3626 vs Sita (OADs)

Sema 0.5 mg Sema 1.0 mg Sitagliptin
Baseline Week 56 Change Baseline Week 56 Change Baseline Week 56 Change

> 8.5% to 9.0%

N 42 30 30 32 25 25 54 31 31
Mean 72.48 52.54 -19.82 73.09 50.08 -23.00 73.03 56.92 -16.04
SD 1.74 12.20 12.09 1.79 9.87 10.25 1.56 13.65 13.14
Median 71.59 51.92 -20.77 73.78 48.64 -22.95 73.78 56.29 -18.58
Min 70.50 25.69 -44 .81 70.50 33.34 -41.53 70.50 31.15 -43.72
Max 74.87 80.34 7.65 74.87 75.96 1.09 74.87 102.20 28.42
> 9%

N 62 46 46 69 52 52 74 27 27
Mean 82.20 50.68 -30.75 82.01 50.66 -30.84 82.33 59.08 -21.78
SD 5.46 10.88 11.52 4.74 13.74 13.97 4.98 15.90 15.45
Median 80.88 48.64 -32.24 81.43 48.09 -33.88 81.97 60.66 -20.77
Min 75.96 31.15 -49.19 75.96 27.87 -52.46 75.96 31.15 -45.91
Max 96.73 87.99 1.09 101.10 93.45 4.37 100.01 90.17 9.84
All subjects

N 409 328 328 409 331 331 407 285 285
Mean 64.09 48.21 -15.26 64.37 46.14 -17.95 65.79 54.66 -8.62
SD 10.10 9.55 11.77 10.18 9.39 11.42 10.06 10.77 11.51
Median 61.75 46.45 -14.21 61.75 44.27 -17.49 62.85 53.01 -8.74
Min 40.99 25.69 -49.19 40.99 27.87 -52.46 47.55 30.06 -45.91
Max 96.73 87.99 24.05 101.10 93.45 20.77 100.01 102.20 31.70

Sita: Sitagliptin,

OAD: Oral anti-diabetic drug, N: Number of subjects in the summary statistics, SD: Standard deviation
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HbAlc change from baseline versus HbAlc at baseline - descriptive statistics - 3626 vs Sita (OADs)
Sema 0.5 mg Sema 1.0 mg Sitagliptin

Baseline Week 56 Change Baseline Week 56 Change Baseline Week 56 Change
HbAlc (mmol/mol) - in-trial data
<= 7.5%
N 147 137 137 154 144 144 125 119 119
Mean 54.47 45.94 -8.54 54.87 44 .14 -10.60 55.51 51.83 -3.67
SD 3.05 9.26 9.39 2.89 7.33 7.56 2.42 9.60 9.41
Median 55.20 44,27 -9.84 55.20 44,27 -10.93 56.29 49.73 -5.46
Min 40.99 33.34 -25.14 40.99 28.96 -26.23 47.55 34.43 -22.95
Max 58.48 105.47 49.19 58.48 82.52 24.05 58.48 89.08 31.70
> 7.5% to 8.0%
N 95 86 86 85 82 82 96 87 87
Mean 61.56 49.41 -12.07 61.66 48.10 -13.60 61.57 54.68 -6.92
SD 1.51 8.59 8.29 1.52 9.82 9.73 1.42 8.89 8.80
Median 61.75 47.55 -14.21 61.75 45.36 -16.39 61.75 53.01 -7.65
Min 59.57 31.15 -29.51 59.57 37.71 -25.14 59.57 34.43 -25.14
Max 63.94 74.87 10.93 63.94 84.71 20.77 63.94 77.06 17.49
> 8.0% to 8.5%
N 63 60 60 69 66 66 58 56 56
Mean 66.92 50.92 -16.07 67.23 46.27 -20.95 67.11 58.88 -8.24
SD 1.47 10.91 11.16 1.49 7.46 7.56 1.51 9.99 9.90
Median 67.22 50.82 -16.40 67.22 45.91 -20.77 67.22 59.57 -7.65
Min 65.03 30.06 -38.26 65.03 28.96 -37.16 65.03 30.06 -38.26
Max 69.41 90.17 25.14 69.41 67.22 1.09 69.41 91.27 25.14
Sita: Sitagliptin, OAD: Oral anti-diabetic drug, N: Number of subjects in the summary statistics, SD: Standard deviation
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HbAlc change from baseline versus HbAlc at baseline - descriptive statistics - 3626 vs Sita (OADs)

Sema 0.5 mg Sema 1.0 mg Sitagliptin
Baseline Week 56 Change Baseline Week 56 Change Baseline Week 56 Change

> 8.5% to 9.0%

N 42 39 39 32 30 30 54 52 52
Mean 72.48 57.49 -14.83 73.09 53.12 -19.86 73.03 61.44 -11.60
SD 1.74 15.66 15.69 1.79 11.78 12.13 1.56 15.36 15.06
Median 71.59 57.38 -15.30 73.78 53.01 -18.58 73.78 58.48 -13.66
Min 70.50 25.69 -44.81 70.50 33.34 -41.53 70.50 31.15 -43.72
Max 74.87 110.94 39.35 74.87 80.34 8.74 74.87 109.85 34.98
> 9%

N 62 60 60 69 65 65 74 70 70
Mean 82.20 53.85 -28.45 82.01 54.86 -27.21 82.33 64.64 -17.55
SD 5.46 13.05 12.15 4.74 15.75 15.95 4.98 15.48 14.91
Median 80.88 50.28 -30.60 81.43 51.92 -30.60 81.97 62.85 -18.58
Min 75.96 31.15 -49.19 75.96 27.87 -52.46 75.96 31.15 -45.91
Max 96.73 91.27 1.09 101.10 97.82 20.77 100.01 105.47 27.33
All subjects

N 409 382 382 409 387 387 407 384 384
Mean 64.09 49.93 -14.29 64.37 47.84 -16.51 65.79 57.14 -8.68
SD 10.10 11.43 12.59 10.18 10.82 11.93 10.06 12.59 12.37
Median 61.75 47.55 -14.21 61.75 45.36 -16.39 62.85 55.20 -8.74
Min 40.99 25.69 -49.19 40.99 27.87 -52.46 47.55 30.06 -45.91
Max 96.73 110.94 49.19 101.10 97.82 24.05 100.01 109.85 34.98

Sita: Sitagliptin,

OAD: Oral anti-diabetic drug, N: Number of subjects in the summary statistics, SD: Standard deviation
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273625 HLAICDOR—RFA UEZ LD HOAICDAR—RX A UNLDELE (%) —RBHETE—3627 HER (TS5 RAB, 1 >RV

E DR
Sema 0.5 mg Sema 1.0 mg Placebo

Baseline Week 30 Change Baseline Week 30 Change Baseline Week 30 Change
Number of subjects 132 131 133
HbAlc (%) - On-treatment without rescue medication data
<= 7.5%
N 29 25 25 29 25 25 23 15 15
Mean 7.26 6.54 -0.72 7.30 6.13 -1.16 7.26 7.55 0.32
SD 0.17 0.81 0.77 0.16 0.67 0.65 0.21 1.30 1.18
Median 7.30 6.30 -0.80 7.30 6.10 -1.30 7.30 7.30 0.00
Min 7.00 5.40 -1.60 6.90 5.00 -2.20 6.80 5.10 -1.70
Max 7.50 9.20 1.90 7.50 7.40 0.20 7.50 10.80 3.30
> 7.5% to 8.0%
N 18 16 16 26 19 19 26 22 22
Mean 7.82 6.45 -1.36 7.80 6.22 -1.57 7.79 7.64 -0.15
SD 0.14 1.01 1.02 0.14 0.76 0.72 0.15 0.72 0.69
Median 7.80 6.35 -1.60 7.80 6.10 -1.70 7.75 7.80 -0.10
Min 7.60 4.80 -3.00 7.60 5.20 -2.50 7.60 6.00 -1.90
Max 8.00 8.80 1.10 8.00 8.40 0.40 8.00 8.80 1.00
> 8.0% to 8.5%
N 32 26 26 29 27 27 30 24 24
Mean 8.29 6.83 -1.44 8.32 6.33 -2.00 8.27 7.89 -0.38
SD 0.13 0.87 0.85 0.14 0.49 0.50 0.15 1.09 1.10
Median 8.30 6.70 -1.45 8.30 6.30 -2.00 8.25 7.95 -0.35
Min 8.10 5.50 -2.80 8.10 5.50 -2.90 8.10 6.20 -2.00
Max 8.50 8.90 0.80 8.50 7.30 -1.00 8.50 11.20 3.10

N: Number of subjects in the summary statistics, SD: Standard deviation
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HbAlc change from baseline versus HbAlc at baseline - descriptive statistics - 3627 vs Placebo (Insulin)
Sema 0.5 mg Sema 1.0 mg Placebo
Baseline Week 30 Change Baseline Week 30 Change Baseline Week 30 Change

> 8.5% to 9.0%

N 27 24 24 17 10 10 20 15 15
Mean 8.83 7.35 -1.47 8.77 6.79 -1.96 8.79 8.46 -0.32
SD 0.14 0.93 1.00 0.15 1.19 1.20 0.14 1.22 1.16
Median 8.90 7.15 -1.85 8.70 6.20 -2.50 8.75 8.40 -0.40
Min 8.60 5.90 -2.90 8.60 5.90 -2.90 8.60 6.60 -2.30
Max 9.00 9.30 0.60 9.00 9.70 1.10 9.00 11.10 2.10
> 9%

N 26 20 20 30 27 27 34 18 18
Mean 9.57 7.08 -2.47 9.46 6.90 -2.57 9.61 9.26 -0.30
SD 0.33 1.08 1.08 0.41 0.90 0.92 0.47 1.20 1.23
Median 9.55 6.90 -2.65 9.30 6.70 -2.70 9.50 9.35 -0.15
Min 9.10 5.00 -4.20 9.10 5.30 -4.20 9.10 6.80 -3.20
Max 10.30 9.10 -0.60 10.80 8.70 -0.60 11.10 11.40 1.40
All subjects

N 132 111 111 131 108 108 133 94 94
Mean 8.36 6.87 -1.46 8.31 6.45 -1.87 8.42 8.13 -0.19
SD 0.83 0.97 1.08 0.82 0.82 0.91 0.88 1.24 1.07
Median 8.35 6.70 -1.40 8.30 6.25 -1.90 8.40 8.00 -0.15
Min 7.00 4.80 -4.20 6.90 5.00 -4.20 6.80 5.10 -3.20
Max 10.30 9.30 1.90 10.80 9.70 1.10 11.10 11.40 3.30

N: Number of subjects

in the summary statistics, SD: Standard deviation
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HbAlc change from baseline versus HbAlc at baseline - descriptive statistics - 3627 vs Placebo (Insulin)

Sema 0.5 mg Sema 1.0 mg Placebo
Baseline Week 30 Change Baseline Week 30 Change Baseline Week 30 Change

HbAlc (%) - in-trial data
<= 7.5%

N 9 8 28 29 28 28 23 20 20
Mean 7.26 6.65 -0.61 7.30 6.18 -1.11 7.26 7.47 0.22
SD 0.17 0.88 0.83 0.16 0.65 0.64 0.21 1.13 1.03
Median 7.30 6.40 -0.80 7.30 6.15 -1.20 7.30 7.30 -0.05
Min 7.00 5.40 -1.60 6.90 5.00 -2.20 6.80 5.10 -1.70
Max 7.50 9.20 1.90 7.50 7.40 0.20 7.50 10.80 3.30
> 7.5% to 8.0%

N 8 8 18 26 24 24 26 26 26
Mean 7.82 6.44 -1.38 7.80 6.33 -1.46 7.79 7.76 -0.03
SD 0.14 0.95 0.97 0.14 0.81 0.78 0.15 0.80 0.77
Median 7.80 6.35 -1.60 7.80 6.10 -1.70 7.75 7.90 0.15
Min 7.60 4.80 -3.00 7.60 5.20 -2.50 7.60 6.00 -1.90
Max 8.00 8.80 1.10 8.00 8.40 0.40 8.00 9.40 1.70
> 8.0% to 8.5%

N 2 0 30 29 28 28 30 28 28
Mean 8.29 6.88 -1.41 8.32 6.36 -1.96 8.27 7.87 -0.40
SD 0.13 0.86 0.84 0.14 0.51 0.52 0.15 1.006 1.07
Median 8.30 6.80 -1.40 8.30 6.30 -2.00 8.25 7.95 -0.35
Min 8.10 5.50 -2.80 8.10 5.50 -2.90 8.10 6.20 -2.00
Max 8.50 8.90 0.80 8.50 7.30 -1.00 8.50 11.20 3.10

N: Number of subjects in the summary

statistics, SD:

Standard deviation

nn9535/nn9535-ise/freeze 20161014 eot ra er

140CT2016:11:32:02 - t _hbalc desc hbalcbase.sas/t desc_hbalc vs hbalcbase 3627.txt



Module 2.7.3 f-1§% 2

25 of 66

HbAlc change from baseline versus HbAlc at baseline - descriptive statistics - 3627 vs Placebo (Insulin)
Sema 0.5 mg Sema 1.0 mg Placebo
Baseline Week 30 Change Baseline Week 30 Change Baseline Week 30 Change

Mean
SD
Median
Min
Max

> 9
N
Mean
SD
Median
Min
Max

oe

All subjects
N

Mean

SD

Median

Min

Max

27 26 26 17 15 15 20 20 20
8.83 7.32 -1.50 8.77 7.28 -1.49 8.79 8.49 -0.30
0.14 0.90 0.96 0.15 1.30 1.28 0.14 1.11 1.06
8.90 7.15 -1.85 8.70 6.70 -2.00 8.75 8.45 -0.30
8.60 5.90 -2.90 8.60 5.90 -2.90 8.60 6.60 -2.30
9.00 9.30 0.60 9.00 9.70 1.10 9.00 11.10 2.10

26 24 24 30 29 29 34 30 30
9.57 7.47 -2.11 9.46 6.94 -2.52 9.61 9.15 -0.38
0.33 1.45 1.47 0.41 0.91 0.92 0.47 1.33 1.31
9.55 7.30 -2.40 9.30 6.70 -2.70 9.50 9.05 -0.40
9.10 5.00 -4.20 9.10 5.30 -4.20 9.10 6.80 -3.20

10.30 11.00 1.30 10.80 8.70 -0.60 11.10 13.50 3.60

132 126 126 131 124 124 133 124 124
8.36 6.97 -1.38 8.31 6.56 -1.75 8.42 8.19 -0.20
0.83 1.07 1.12 0.82 0.90 0.95 0.88 1.25 1.08
8.35 6.70 -1.30 8.30 6.30 -1.85 8.40 8.05 -0.15
7.00 4.80 -4.20 6.90 5.00 -4.20 6.80 5.10 -3.20

10.30 11.00 1.90 10.80 9.70 1.10 11.10 13.50 3.60

N: Number of subjects

in the summary statistics, SD: Standard deviation
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HbAlc change from baseline versus HbAlc at baseline - descriptive statistics - 3627 vs Placebo (Insulin)
Sema 0.5 mg Sema 1.0 mg Placebo

Baseline Week 30 Change Baseline Week 30 Change Baseline Week 30 Change
HbAlc (mmol/mol) - On-treatment without rescue medication data
<= 7.5%
N 29 25 25 29 25 25 23 15 15
Mean 55.80 47.98 -7.83 56.29 43.52 -12.64 55.81 59.06 3.50
SD 1.81 8.90 8.43 1.75 7.29 7.13 2.28 14.19 12.94
Median 56.29 45.36 -8.74 56.29 43.17 -14.21 56.29 56.29 0.00
Min 53.01 35.52 -17.49 51.92 31.15 -24.05 50.82 32.24 -18.58
Max 58.48 77.06 20.77 58.48 57.38 2.19 58.48 94.54 36.07
> 7.5% to 8.0%
N 18 16 16 26 19 19 26 22 22
Mean 62.00 47.00 -14.89 61.75 44 .50 -17.20 61.67 60.02 -1.69
SD 1.48 11.006 11.19 1.51 8.28 7.86 1.60 7.82 7.54
Median 61.75 45.91 -17.49 61.75 43.17 -18.58 61.21 61.75 -1.09
Min 59.57 28.96 -32.79 59.57 33.34 -27.33 59.57 42.08 -20.77
Max 63.94 72.68 12.02 63.94 68.31 4.37 63.94 72.68 10.93
> 8.0% to 8.5%
N 32 26 26 29 27 27 30 24 24
Mean 67.15 51.20 -15.76 67.48 45.64 -21.86 66.93 62.76 -4.19
SD 1.41 9.48 9.31 1.51 5.33 5.43 1.67 11.90 12.05
Median 67.22 49.73 -15.85 67.22 45.36 -21.86 66.67 63.39 -3.83
Min 65.03 36.62 -30.60 65.03 36.62 -31.70 65.03 44 .27 -21.86
Max 69.41 73.78 8.74 69.41 56.29 -10.93 69.41 98.92 33.88

N: Number of subjects in the summary statistics, SD: Standard deviation
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HbAlc change from baseline versus HbAlc at baseline - descriptive statistics - 3627 vs Placebo (Insulin)
Sema 0.5 mg Sema 1.0 mg Placebo
Baseline Week 30 Change Baseline Week 30 Change Baseline Week 30 Change

N 27 24 24 17 10 10 20 15 15
Mean 73.05 56.88 -16.12 72.36 50.71 -21.42 72.57 68.97 -3.50
SD 1.49 10.17 10.90 1.63 13.01 13.07 1.54 13.34 12.71
Median 73.78 54.65 -20.22 71.59 44.27 -27.33 72.14 68.31 -4.37
Min 70.50 40.99 -31.70 70.50 40.99 -31.70 70.50 48.64 -25.14
Max 74.87 78.15 6.56 74.87 82.52 12.02 74.87 97.82 22.95
> 9%

N 26 20 20 30 27 27 34 18 18
Mean 81.09 53.83 -27.00 79.90 51.92 -28.05 81.56 77.72 -3.28
SD 3.59 11.78 11.76 4.53 9.85 10.01 5.15 13.17 13.41
Median 80.88 51.92 -28.96 78.15 49.73 -29.51 80.34 78.70 -1.64
Min 75.96 31.15 -45.91 75.96 34.43 -45.91 75.96 50.82 -34.98
Max 89.08 75.96 -6.56 94.54 71.59 -6.56 97.82 101.10 15.30
All subjects

N 132 111 111 131 108 108 133 94 94
Mean 67.91 51.57 -15.95 67.34 46.99 -20.41 68.57 65.38 -2.09
SD 9.04 10.63 11.76 8.93 8.94 9.95 9.65 13.57 11.74
Median 67.77 49.73 -15.30 67.22 44.81 -20.77 68.31 63.94 -1.64
Min 53.01 28.96 -45.91 51.92 31.15 -45.91 50.82 32.24 -34.98
Max 89.08 78.15 20.77 94.54 82.52 12.02 97.82 101.10 36.07

N: Number of subjects in the summary statistics, SD: Standard deviation
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HbAlc change from baseline versus HbAlc at baseline - descriptive statistics - 3627 vs Placebo (Insulin)
Sema 0.5 mg Sema 1.0 mg Placebo

Baseline Week 30 Change Baseline Week 30 Change Baseline Week 30 Change
HbAlc (mmol/mol) - in-trial data
<= 7.5%
N 29 28 28 29 28 28 23 20 20
Mean 55.80 49.15 -6.64 56.29 44.07 -12.18 55.81 58.15 2.40
SD 1.81 9.58 9.09 1.75 7.14 6.95 2.28 12.33 11.31
Median 56.29 46.45 -8.74 56.29 43.72 -13.12 56.29 56.29 -0.55
Min 53.01 35.52 -17.49 51.92 31.15 -24.05 50.82 32.24 -18.58
Max 58.48 77.06 20.77 58.48 57.38 2.19 58.48 94.54 36.07
> 7.5% to 8.0%
N 18 18 18 26 24 24 26 26 26
Mean 62.00 46.88 -15.12 61.75 45.72 -15.99 61.67 61.33 -0.34
SD 1.48 10.44 10.57 1.51 8.88 8.48 1.60 8.72 8.47
Median 61.75 45.91 -17.49 61.75 43.17 -18.58 61.21 62.85 1.64
Min 59.57 28.96 -32.79 59.57 33.34 -27.33 59.57 42.08 -20.77
Max 63.94 72.68 12.02 63.94 68.31 4.37 63.94 79.24 18.58
> 8.0% to 8.5%
N 32 30 30 29 28 28 30 28 28
Mean 67.15 51.66 -15.37 67.48 45.98 -21.47 66.93 62.53 -4.41
SD 1.41 9.35 9.21 1.51 5.53 5.72 1.67 11.62 11.74
Median 67.22 50.82 -15.30 67.22 45.36 -21.86 66.67 63.39 -3.83
Min 65.03 36.62 -30.60 65.03 36.62 -31.70 65.03 44 .27 -21.86
Max 69.41 73.78 8.74 69.41 56.29 -10.93 69.41 98.92 33.88

N: Number of subjects in the summary statistics, SD: Standard deviation
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HbAlc change from baseline versus HbAlc at baseline - descriptive statistics - 3627 vs Placebo (Insulin)
Sema 0.5 mg Sema 1.0 mg Placebo
Baseline Week 30 Change Baseline Week 30 Change Baseline Week 30 Change

N 27 26 26 17 15 15 20 20 20
Mean 73.05 56.54 -16.44 72.36 56.07 -16.32 72.57 69.24 -3.33
SD 1.49 9.88 10.54 1.63 14.21 13.99 1.54 12.16 11.54
Median 73.78 54.65 -20.22 71.59 49.73 -21.86 72.14 68.86 -3.28
Min 70.50 40.99 -31.70 70.50 40.99 -31.70 70.50 48.64 -25.14
Max 74.87 78.15 6.56 74.87 82.52 12.02 74.87 97.82 22.95
> 9%

N 26 24 24 30 29 29 34 30 30
Mean 81.09 58.11 -23.04 79.90 52.41 -27.55 81.56 76.51 -4.19
SD 3.59 15.89 16.04 4.53 9.98 10.10 5.15 14.56 14.36
Median 80.88 56.29 -26.23 78.15 49.73 -29.51 80.34 75.42 -4.37
Min 75.96 31.15 -45.91 75.96 34.43 -45.91 75.96 50.82 -34.98
Max 89.08 96.73 14.21 94.54 71.59 -6.56 97.82 124.06 39.35
All subjects

N 132 126 126 131 124 124 133 124 124
Mean 67.91 52.65 -15.08 67.34 48.22 -19.11 68.57 66.04 -2.23
SD 9.04 11.73 12.28 8.93 9.81 10.42 9.65 13.69 11.84
Median 67.77 49.73 -14.21 67.22 45.36 -20.22 68.31 64.49 -1.64
Min 53.01 28.96 -45.91 51.92 31.15 -45.91 50.82 32.24 -34.98
Max 89.08 96.73 20.77 94.54 82.52 12.02 97.82 124.06 39.35

N: Number of subjects in the summary statistics, SD: Standard deviation
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27.36.26 HOAICDR—RFA VEZED HPAICDR—RXSA UNLDELLE (%) —HBRHHEHE—40925:ER (P27 TF UK, B

=)
Sema 0.5 mg Sema 1.0 mg Sitagliptin

Baseline Week 30 Change Baseline Week 30 Change Baseline Week 30 Change
Number of subjects 103 102 103
HbAlc (%) - On-treatment without rescue medication data
<= 7.5%
N 34 33 33 37 30 30 31 29 29
Mean 7.21 6.08 -1.13 7.24 5.81 -1.41 7.29 6.77 -0.52
SD 0.21 0.44 0.48 0.19 0.57 0.55 0.19 0.46 0.47
Median 7.25 6.00 -1.10 7.30 5.80 -1.50 7.30 6.70 -0.60
Min 6.70 5.40 -1.90 6.80 4.80 -2.50 6.90 5.80 -1.30
Max 7.50 7.50 0.10 7.50 7.40 0.00 7.50 8.00 0.70
> 7.5% to 8.0%
N 19 18 18 28 23 23 18 17 17
Mean 7.75 6.10 -1.66 7.76 5.94 -1.83 7.74 7.29 -0.45
SD 0.13 0.43 0.44 0.15 0.41 0.42 0.13 0.57 0.54
Median 7.70 6.00 -1.65 7.70 5.90 -1.80 7.70 7.20 -0.70
Min 7.60 5.40 -2.50 7.60 5.30 -2.60 7.60 6.30 -1.30
Max 8.00 7.00 -0.90 8.00 6.90 -1.10 8.00 8.30 0.60
> 8.0% to 8.5%
N 15 14 14 7 7 7 20 18 18
Mean 8.31 6.11 -2.21 8.21 5.74 -2.47 8.24 7.41 -0.83
SD 0.17 0.52 0.58 0.15 0.59 0.69 0.15 0.96 0.92
Median 8.40 6.00 -2.35 8.20 5.60 -2.60 8.20 7.25 -1.00
Min 8.10 5.20 -3.30 8.10 4.90 -3.60 8.10 5.60 -2.50
Max 8.50 7.00 -1.50 8.50 6.50 -1.60 8.50 9.90 1.40

Sita: Sitagliptin, Mono: Monotherapy, JP: Japan, N: Number of subjects in the summary statistics, SD: Standard deviation
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HbAlc change from baseline versus HbAlc at baseline - descriptive statistics - 4092 vs Sita (Mono), JP
Sema 0.5 mg Sema 1.0 mg Sitagliptin
Baseline Week 30 Change Baseline Week 30 Change Baseline Week 30 Change

> 8.5% to 9.0%

N 11 11 11 17 15 15 17 17 17
Mean 8.75 6.44 -2.32 8.79 6.21 -2.57 8.78 7.51 -1.27
SD 0.13 0.37 0.40 0.15 0.75 0.76 0.15 0.80 0.83
Median 8.80 6.50 -2.40 8.70 6.20 -2.70 8.70 7.20 -1.50
Min 8.60 5.80 -2.90 8.60 4.90 -4.10 8.60 5.80 -2.90
Max 9.00 7.10 -1.70 9.00 7.90 -1.00 9.00 9.00 0.30
> 9%

N 24 22 22 13 12 12 17 14 14
Mean 9.73 6.76 -2.99 9.63 5.79 -3.86 9.73 8.34 -1.40
SD 0.55 0.83 1.09 0.46 0.66 0.69 0.47 1.00 1.01
Median 9.60 6.70 -2.65 9.50 6.00 -3.75 9.70 8.20 -1.50
Min 9.10 5.40 -5.40 9.10 4.60 -5.10 9.10 6.90 -2.70
Max 11.20 8.00 -1.40 10.80 6.80 -2.90 10.70 10.30 0.90
All subjects

N 103 98 98 102 87 87 103 95 95
Mean 8.23 6.28 -1.93 8.01 5.91 -2.14 8.20 7.34 -0.83
SD 1.02 0.61 0.97 0.85 0.59 1.00 0.89 0.89 0.82
Median 7.90 6.10 -1.75 7.70 5.80 -1.90 8.10 7.10 -0.80
Min 6.70 5.20 -5.40 6.80 4.60 -5.10 6.90 5.60 -2.90
Max 11.20 8.00 0.10 10.80 7.90 0.00 10.70 10.30 1.40
Sita: Sitagliptin, Mono: Monotherapy, JP: Japan, N: Number of subjects in the summary statistics, SD: Standard deviation
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HbAlc change from baseline versus HbAlc at baseline - descriptive statistics - 4092 vs Sita (Mono), JP
Sema 0.5 mg Sema 1.0 mg Sitagliptin

Baseline Week 30 Change Baseline Week 30 Change Baseline Week 30 Change
HbAlc (%) - in-trial data
<= 7.5%
N 34 34 34 37 35 35 31 30 30
Mean 7.21 6.13 -1.09 7.24 6.05 -1.18 7.29 6.78 -0.51
SD 0.21 0.51 0.53 0.19 0.82 0.79 0.19 0.46 0.46
Median 7.25 6.00 -1.10 7.30 5.90 -1.40 7.30 6.75 -0.60
Min 6.70 5.40 -1.90 6.80 4.80 -2.50 6.90 5.80 -1.30
Max 7.50 7.60 0.30 7.50 8.30 1.10 7.50 8.00 0.70
> 7.5% to 8.0%
N 19 19 19 28 28 28 18 17 17
Mean 7.75 6.18 -1.57 7.76 6.15 -1.62 7.74 7.29 -0.45
SD 0.13 0.54 0.57 0.15 0.64 0.67 0.13 0.57 0.54
Median 7.70 6.00 -1.60 7.70 6.00 -1.75 7.70 7.20 -0.70
Min 7.60 5.40 -2.50 7.60 5.30 -2.60 7.60 6.30 -1.30
Max 8.00 7.60 0.00 8.00 7.70 0.10 8.00 8.30 0.60
> 8.0% to 8.5%
N 15 15 15 7 7 7 20 20 20
Mean 8.31 6.14 -2.17 8.21 5.74 -2.47 8.24 7.33 -0.91
SD 0.17 0.51 0.58 0.15 0.59 0.69 0.15 0.95 0.92
Median 8.40 6.00 -2.30 8.20 5.60 -2.60 8.20 7.15 -1.10
Min 8.10 5.20 -3.30 8.10 4.90 -3.60 8.10 5.60 -2.50
Max 8.50 7.00 -1.50 8.50 6.50 -1.60 8.50 9.90 1.40
Sita: Sitagliptin, Mono: Monotherapy, JP: Japan, N: Number of subjects in the summary statistics, SD: Standard deviation
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HbAlc change from baseline versus HbAlc at baseline - descriptive statistics - 4092 vs Sita (Mono), JP

Sema 0.5 mg Sema 1.0 mg Sitagliptin

Baseline Week 30 Change Baseline Week 30 Change Baseline Week 30 Change
> 8.5% to 9.0%
N 11 11 11 17 17 17 17 17 17
Mean 8.75 6.44 -2.32 8.79 6.47 -2.32 8.78 7.51 -1.27
SD 0.13 0.37 0.40 0.15 1.02 0.99 0.15 0.80 0.83
Median 8.80 6.50 -2.40 8.70 6.30 -2.40 8.70 7.20 -1.50
Min 8.60 5.80 -2.90 8.60 4.90 -4.10 8.60 5.80 -2.90
Max 9.00 7.10 -1.70 9.00 8.70 -0.20 9.00 9.00 0.30
> 9%
N 24 24 24 13 12 12 17 17 17
Mean 9.73 6.75 -2.98 9.63 5.79 -3.86 9.73 8.22 -1.51
SD 0.55 0.81 1.07 0.46 0.66 0.69 0.47 0.96 1.00
Median 9.60 6.70 -2.65 9.50 6.00 -3.75 9.70 8.10 -1.60
Min 9.10 5.40 -5.40 9.10 4.60 -5.10 9.10 6.90 -2.90
Max 11.20 8.00 -1.40 10.80 6.80 -2.90 10.70 10.30 0.90
All subjects
N 103 103 103 102 99 99 103 101 101
Mean 8.23 6.32 -1.91 8.01 6.10 -1.92 8.20 7.34 -0.88
SD 1.02 0.63 1.01 0.85 0.79 1.15 0.89 0.88 0.84
Median 7.90 6.20 -1.70 7.70 5.90 -1.80 8.10 7.10 -0.80
Min 6.70 5.20 -5.40 6.80 4.60 -5.10 6.90 5.60 -2.90
Max 11.20 8.00 0.30 10.80 8.70 1.10 10.70 10.30 1.40
Sita: Sitagliptin, Mono: Monotherapy, JP: Japan, N: Number of subjects in the summary statistics, SD: Standard deviation
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HbAlc change from baseline versus HbAlc at baseline - descriptive statistics - 4092 vs Sita (Mono), JP
Sema 0.5 mg Sema 1.0 mg Sitagliptin

Baseline Week 30 Change Baseline Week 30 Change Baseline Week 30 Change
HbAlc (mmol/mol) - On-treatment without rescue medication data
<= 7.5%
N 34 33 33 37 30 30 31 29 29
Mean 55.36 42.97 -12.35 55.61 40.00 -15.37 56.15 50.45 -5.69
SD 2.27 4.85 5.27 2.05 6.20 6.06 2.05 5.02 5.10
Median 55.74 42.08 -12.02 56.29 39.89 -16.40 56.29 49.73 -6.56
Min 49.73 35.52 -20.77 50.82 28.96 -27.33 51.92 39.89 -14.21
Max 58.48 58.48 1.09 58.48 57.38 0.00 58.48 63.94 7.65
> 7.5% to 8.0%
N 19 18 18 28 23 23 18 17 17
Mean 61.24 43.17 -18.16 61.36 41.41 -20.01 61.09 56.16 -4.95
SD 1.38 4.70 4.79 1.61 4.43 4.60 1.41 6.22 5.89
Median 60.66 42.08 -18.03 60.66 40.99 -19.67 60.66 55.20 -7.65
Min 59.57 35.52 -27.33 59.57 34.43 -28.42 59.57 45.36 -14.21
Max 63.94 53.01 -9.84 63.94 51.92 -12.02 63.94 67.22 6.56
> 8.0% to 8.5%
N 15 14 14 7 7 7 20 18 18
Mean 67.36 43.33 -24.20 66.28 39.27 -27.01 66.56 57.44 -9.11
SD 1.89 5.70 6.33 1.60 6.49 7.57 1.64 10.49 10.07
Median 68.31 42.08 -25.69 66.13 37.71 -28.42 66.13 55.74 -10.93
Min 65.03 33.34 -36.07 65.03 30.06 -39.35 65.03 37.71 -27.33
Max 69.41 53.01 -16.40 69.41 47.55 -17.49 69.41 84.71 15.30

Sita: Sitagliptin, Mono: Monotherapy, JP: Japan, N: Number of subjects in the summary statistics, SD: Standard deviation
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HbAlc change from baseline versus HbAlc at baseline - descriptive statistics - 4092 vs Sita (Mono), JP
Sema 0.5 mg Sema 1.0 mg Sitagliptin

Baseline Week 30 Change Baseline Week 30 Change Baseline Week 30 Change
> 8.5% to 9.0%
N 11 11 11 17 15 15 17 17 17
Mean 72.19 46.85 -25.34 72.62 44 .41 -28.05 72.43 58.54 -13.89
SD 1.41 4.10 4.34 1.66 8.25 8.29 1.62 8.75 9.13
Median 72.68 47.55 -26.23 71.59 44 .27 -29.51 71.59 55.20 -16.39
Min 70.50 39.89 -31.70 70.50 30.06 -44.81 70.50 39.89 -31.70
Max 74.87 54.10 -18.58 74.87 62.85 -10.93 74.87 74.87 3.28
> 9%
N 24 22 22 13 12 12 17 14 14
Mean 82.89 50.43 -32.64 81.76 39.80 -42.17 82.84 67.61 -15.30
SD 5.96 9.07 11.86 5.08 7.24 7.56 5.12 10.92 11.08
Median 81.43 49.73 -28.96 80.34 42.08 -40.99 82.52 66.13 -16.40
Min 75.96 35.52 -59.02 75.96 26.78 -55.74 75.96 51.92 -29.51
Max 98.92 63.94 -15.30 94 .54 50.82 -31.70 93.45 89.08 9.84
All subjects
N 103 98 98 102 87 87 103 95 95
Mean 66.40 45.17 -21.12 64.09 41.05 -23.42 66.13 56.77 -9.09
SD 11.14 6.70 10.59 9.33 6.45 10.95 9.72 9.70 8.93
Median 62.85 43.17 -19.13 60.66 39.89 -20.77 65.03 54.10 -8.74
Min 49.73 33.34 -59.02 50.82 26.78 -55.74 51.92 37.71 -31.70
Max 98.92 63.94 1.09 94 .54 62.85 0.00 93.45 89.08 15.30
Sita: Sitagliptin, Mono: Monotherapy, JP: Japan, N: Number of subjects in the summary statistics, SD: Standard deviation
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HbAlc change from baseline versus HbAlc at baseline - descriptive statistics - 4092 vs Sita (Mono), JP
Sema 0.5 mg Sema 1.0 mg Sitagliptin

Baseline Week 30 Change Baseline Week 30 Change Baseline Week 30 Change
HbAlc (mmol/mol) - in-trial data
<= 7.5%
N 34 34 34 37 35 35 31 30 30
Mean 55.36 43.46 -11.89 55.61 42.67 -12.87 56.15 50.61 -5.61
SD 2.27 5.56 5.84 2.05 8.93 8.60 2.05 5.01 5.03
Median 55.74 42.08 -12.02 56.29 40.99 -15.30 56.29 50.28 -6.56
Min 49.73 35.52 -20.77 50.82 28.96 -27.33 51.92 39.89 -14.21
Max 58.48 59.57 3.28 58.48 67.22 12.02 58.48 63.94 7.65
> 7.5% to 8.0%
N 19 19 19 28 28 28 18 17 17
Mean 61.24 44.04 -17.20 61.36 43.68 -17.68 61.09 56.16 -4.95
SD 1.38 5.91 6.25 1.61 7.02 7.31 1.41 6.22 5.89
Median 60.66 42.08 -17.49 60.66 42.08 -19.13 60.66 55.20 -7.65
Min 59.57 35.52 -27.33 59.57 34.43 -28.42 59.57 45.36 -14.21
Max 63.94 59.57 0.00 63.94 60.66 1.09 63.94 67.22 6.56
> 8.0% to 8.5%
N 15 15 15 7 7 7 20 20 20
Mean 67.36 43.61 -23.75 66.28 39.27 -27.01 66.56 56.56 -10.00
SD 1.89 5.60 6.34 1.60 6.49 7.57 1.64 10.43 10.10
Median 68.31 42.08 -25.14 66.13 37.71 -28.42 66.13 54.65 -12.02
Min 65.03 33.34 -36.07 65.03 30.06 -39.35 65.03 37.71 -27.33
Max 69.41 53.01 -16.40 69.41 47.55 -17.49 69.41 84.71 15.30

Sita: Sitagliptin, Mono: Monotherapy, JP: Japan, N: Number of subjects in the summary statistics, SD: Standard deviation

nn9535/nn9535-ise/freeze 20161014 eot ra er
140CT2016:11:33:18 - t hbalc desc _hbalcbase.sas/t _desc_hbalc_vs hbalcbase 4092.txt



Module 2.7.3 f-1§% 2

37 of 66

HbAlc change from baseline versus HbAlc at baseline - descriptive statistics - 4092 vs Sita (Mono), JP
Sema 0.5 mg Sema 1.0 mg Sitagliptin

Baseline Week 30 Change Baseline Week 30 Change Baseline Week 30 Change
> 8.5% to 9.0%
N 11 11 11 17 17 17 17 17 17
Mean 72.19 46.85 -25.34 72.62 47.22 -25.40 72.43 58.54 -13.89
SD 1.41 4.10 4.34 1.66 11.13 10.85 1.62 8.75 9.13
Median 72.68 47.55 -26.23 71.59 45.36 -26.23 71.59 55.20 -16.39
Min 70.50 39.89 -31.70 70.50 30.06 -44.81 70.50 39.89 -31.70
Max 74.87 54.10 -18.58 74.87 71.59 -2.19 74.87 74.87 3.28
> 9%
N 24 24 24 13 12 12 17 17 17
Mean 82.89 50.28 -32.61 81.76 39.80 -42.17 82.84 66.38 -16.46
SD 5.96 8.83 11.74 5.08 7.24 7.56 5.12 10.47 10.89
Median 81.43 49.73 -28.96 80.34 42.08 -40.99 82.52 65.03 -17.49
Min 75.96 35.52 -59.02 75.96 26.78 -55.74 75.96 51.92 -31.70
Max 98.92 63.94 -15.30 94 .54 50.82 -31.70 93.45 89.08 9.84
All subjects
N 103 103 103 102 99 99 103 101 101
Mean 66.40 45.54 -20.86 64.09 43.15 -20.93 66.13 56.71 -9.59
SD 11.14 6.90 11.02 9.33 8.69 12.53 9.72 9.57 9.17
Median 62.85 44,27 -18.58 60.66 40.99 -19.67 65.03 54.10 -8.74
Min 49.73 33.34 -59.02 50.82 26.78 -55.74 51.92 37.71 -31.70
Max 98.92 63.94 3.28 94 .54 71.59 12.02 93.45 89.08 15.30
Sita: Sitagliptin, Mono: Monotherapy, JP: Japan, N: Number of subjects in the summary statistics, SD: Standard deviation
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273627 HOAICOR—Z5A UEZED HPAICDR—R 54 VS DELE (%) —FEd#EHE—4091 HER GEMORE DHERHBIER R,
BOMRBREOHRA)
Sema 0.5 mg Sema 1.0 Additional OAD

Baseline Week 56 Change Baseline Week 56 Change Baseline Week 56 Change
Number of subjects 239 241 120
HbAlc (%) - On-treatment without rescue medication data
<= 7.5%
N 4 72 72 79 62 62 37 36 36
Mean 7.22 6.03 -1.19 7.23 5.83 -1.41 7.22 7.01 -0.21
SD 0.21 0.47 0.45 0.22 0.42 0.46 0.21 0.87 0.86
Median 7.20 6.00 -1.20 7.30 5.80 -1.40 7.30 6.80 -0.45
Min 6.70 5.40 -2.10 6.70 4.90 -2.50 6.80 5.90 -1.30
Max 7.50 8.10 0.70 7.50 6.90 -0.10 7.50 10.20 3.10
> 7.5% to 8.0%
N 3 58 58 58 49 49 29 27 27
Mean 7.77 6.31 -1.47 7.80 5.99 -1.81 7.79 7.14 -0.64
SD 0.14 0.86 0.88 0.12 0.59 0.58 0.15 0.76 0.77
Median 7.80 6.20 -1.60 7.80 5.90 -1.90 7.80 7.00 -0.80
Min 7.60 5.10 -2.80 7.60 4.90 -2.80 7.60 5.50 -2.20
Max 8.00 9.60 2.00 8.00 8.00 0.10 8.00 8.70 0.80
> 8.0% to 8.5%
N 5 34 34 35 32 32 27 22 22
Mean 8.28 6.30 -1.99 8.31 6.07 -2.24 8.28 7.56 -0.74
SD 0.14 0.61 0.63 0.14 0.63 0.64 0.16 0.99 0.92
Median 8.30 6.30 -1.95 8.30 6.15 -2.25 8.20 7.35 -0.90
Min 8.10 5.20 -2.90 8.10 5.10 -3.20 8.10 6.20 -1.90
Max 8.50 7.60 -0.60 8.50 7.20 -1.00 8.50 10.10 1.70
OAD: Oral anti-diabetic drug, JP: Japan, N: Number of subjects in the summary statistics, SD: Standard deviation
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HbAlc change from baseline versus HbAlc at baseline - descriptive statistics - 4091 vs OAD (OAD), JP

Sema 0.5 mg Sema 1.0 mg Additional OAD

Baseline Week 56 Change Baseline Week 56 Change Baseline Week 56 Change
> 8.5% to 9.0%
N 17 17 17 28 24 24 6 6 6
Mean 8.81 6.55 -2.26 8.79 6.11 -2.68 8.80 7.60 -1.20
SD 0.12 0.67 0.66 0.13 0.60 0.55 0.15 1.21 1.17
Median 8.80 6.40 -2.50 8.80 5.95 -2.75 8.80 7.25 -1.40
Min 8.60 5.60 -3.10 8.60 5.30 -3.50 8.60 6.50 -2.40
Max 9.00 8.00 -0.90 9.00 7.80 -1.20 9.00 9.60 0.60
> 9%
N 40 39 39 41 37 37 21 15 15
Mean 9.66 6.96 -2.71 9.80 6.58 -3.24 9.67 7.90 -1.63
SD 0.40 0.95 1.09 0.71 0.76 1.11 0.51 0.96 1.19
Median 9.60 6.80 -3.00 9.70 6.40 -3.20 9.50 7.80 -1.70
Min 9.10 5.30 -4.60 9.10 5.30 -7.50 9.10 6.50 -3.80
Max 10.70 9.70 0.60 13.10 8.50 -0.90 10.80 9.80 0.60
All subjects
N 239 220 220 241 204 204 120 106 106
Mean 8.04 6.35 -1.74 8.14 6.08 -2.12 8.10 7.32 -0.69
SD 0.89 0.78 0.94 0.96 0.64 0.95 0.89 0.94 1.02
Median 7.80 6.20 -1.60 7.90 5.90 -1.95 7.95 7.00 -0.75
Min 6.70 5.10 -4.60 6.70 4.90 -7.50 6.80 5.50 -3.80
Max 10.70 9.70 2.00 13.10 8.50 0.10 10.80 10.20 3.10

OAD: Oral anti-diabetic drug, JP: Japan, N: Number of subjects in the summary statistics, SD: Standard deviation
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(OAD) , JP

Sema 0.5 mg

Sema 1.0 mg

Additional OAD

Baseline Week 56 Change Baseline Week 56 Change Baseline Week 56 Change
HbAlc (%) - in-trial data
<= 7.5%
N 4 80 80 79 73 73 37 37 37
Mean 7.22 6.08 -1.14 7.23 5.98 -1.25 7.22 7.04 -0.18
SD 0.21 0.54 0.51 0.22 0.57 0.60 0.21 0.87 0.86
Median 7.20 6.00 -1.20 7.30 5.80 -1.30 7.30 6.80 -0.40
Min 6.70 5.40 -2.10 6.70 4.90 -2.50 6.80 5.90 -1.30
Max 7.50 8.10 0.70 7.50 7.90 0.70 7.50 10.20 3.10
> 7.5% to 8.0%
N 3 61 61 58 56 56 29 27 27
Mean 7.77 6.32 -1.45 7.80 6.10 -1.69 7.79 7.14 -0.604
SD 0.14 0.86 0.88 0.12 0.68 0.67 0.15 0.76 0.77
Median 7.80 6.20 -1.60 7.80 5.90 -1.80 7.80 7.00 -0.80
Min 7.60 5.10 -2.80 7.60 4.90 -2.80 7.60 5.50 -2.20
Max 8.00 9.60 2.00 8.00 8.20 0.40 8.00 8.70 0.80
> 8.0% to 8.5%
N 5 35 35 35 35 35 27 26 26
Mean 8.28 6.32 -1.97 8.31 6.15 -2.16 8.28 7.59 -0.69
SD 0.14 0.61 0.63 0.14 0.67 0.68 0.1l6 0.93 0.88
Median 8.30 6.30 -1.90 8.30 6.30 -2.10 8.20 7.45 -0.85
Min 8.10 5.20 -2.90 8.10 5.10 -3.20 8.10 6.20 -1.90
Max 8.50 7.60 -0.60 8.50 7.70 -0.80 8.50 10.10 1.70
OAD: Oral anti-diabetic drug, JP: Japan, N: Number of subjects in the summary statistics, SD: Standard deviation
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HbAlc change from baseline versus HbAlc at baseline - descriptive statistics - 4091 vs OAD (OAD), JP

Sema 0.5 mg Sema 1.0 mg Additional OAD

Baseline Week 56 Change Baseline Week 56 Change Baseline Week 56 Change
> 8.5% to 9.0%
N 17 17 17 28 28 28 6 6 6
Mean 8.81 6.55 -2.26 8.79 6.21 -2.58 8.80 7.60 -1.20
SD 0.12 0.67 0.66 0.13 0.64 0.60 0.15 1.21 1.17
Median 8.80 6.40 -2.50 8.80 6.05 -2.65 8.80 7.25 -1.40
Min 8.60 5.60 -3.10 8.60 5.30 -3.50 8.60 6.50 -2.40
Max 9.00 8.00 -0.90 9.00 7.80 -1.20 9.00 9.60 0.60
> 9%
N 40 40 40 41 39 39 21 20 20
Mean 9.66 6.98 -2.68 9.80 6.61 -3.18 9.67 8.07 -1.61
SD 0.40 0.95 1.10 0.71 0.79 1.15 0.51 1.37 1.57
Median 9.60 6.80 -2.95 9.70 6.40 -3.20 9.50 7.90 -1.70
Min 9.10 5.30 -4.60 9.10 5.30 -7.50 9.10 6.50 -4.00
Max 10.70 9.70 0.60 13.10 8.50 -0.90 10.80 12.50 2.70
All subjects
N 239 233 233 241 231 231 120 116 116
Mean 8.04 6.37 -1.69 8.14 6.17 -1.98 8.10 7.39 -0.70
SD 0.89 0.79 0.95 0.96 0.69 1.02 0.89 1.04 1.11
Median 7.80 6.20 -1.60 7.90 6.10 -1.90 7.95 7.20 -0.80
Min 6.70 5.10 -4.60 6.70 4.90 -7.50 6.80 5.50 -4.00
Max 10.70 9.70 2.00 13.10 8.50 0.70 10.80 12.50 3.10

OAD: Oral anti-diabetic drug, JP: Japan, N: Number of subjects in the summary statistics, SD: Standard deviation
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HbAlc change from baseline versus HbAlc at baseline - descriptive statistics - 4091 vs OAD (OAD), JP

Sema 0.5 mg Sema 1.0 mg Additional OAD

Baseline Week 56 Change Baseline Week 56 Change Baseline Week 56 Change
HbAlc (mmol/mol) - On-treatment without rescue medication data
<= 7.5%
N 84 72 72 79 62 62 37 36 36
Mean 55.40 42 .38 -13.04 55.54 40.18 -15.37 55.40 53.16 -2.25
SD 2.29 5.15 4.95 2.43 4.54 5.00 2.33 9.46 9.38
Median 55.20 42.08 -13.12 56.29 39.89 -15.30 56.29 50.82 -4.92
Min 49.73 35.52 -22.95 49.73 30.06 -27.33 50.82 40.99 -14.21
Max 58.48 65.03 7.65 58.48 51.92 -1.09 58.48 87.99 33.88
> 7.5% to 8.0%
N 63 58 58 58 49 49 29 27 27
Mean 61.46 45.51 -16.02 61.79 42.01 -19.83 61.64 54.51 -7.04
SD 1.50 9.41 9.62 1.31 6.43 6.31 1.61 8.31 8.43
Median 61.75 44,27 -17.49 61.75 40.99 -20.77 61.75 53.01 -8.74
Min 59.57 32.24 -30.60 59.57 30.06 -30.60 59.57 36.62 -24.05
Max 63.94 81.43 21.86 63.94 63.94 1.09 63.94 71.59 8.74
> 8.0% to 8.5%
N 35 34 34 35 32 32 27 22 22
Mean 67.03 45.36 -21.73 67.28 42.80 -24.52 66.98 59.12 -8.05
SD 1.53 6.65 6.83 1.57 6.88 7.02 1.78 10.81 10.08
Median 67.22 45.36 -21.31 67.22 43.72 -24.59 66.13 56.84 -9.84
Min 65.03 33.34 -31.70 65.03 32.24 -34.98 65.03 44 .27 -20.77
Max 69.41 59.57 -6.56 69.41 55.20 -10.93 69.41 86.89 18.58

OAD: Oral anti-diabetic drug, JP: Japan, N: Number of subjects in the summary statistics, SD: Standard deviation
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HbAlc change from baseline versus HbAlc at baseline - descriptive statistics - 4091 vs OAD (OAD), JP

Sema 0.5 mg Sema 1.0 mg Additional OAD

Baseline Week 56 Change Baseline Week 56 Change Baseline Week 56 Change
> 8.5% to 9.0%
N 17 17 17 28 24 24 6 6 6
Mean 72.75 48.06 -24.69 72.57 43.31 -29.28 72.68 59.57 -13.12
SD 1.36 7.30 7.24 1.44 6.54 6.03 1.69 13.26 12.84
Median 72.68 46.45 -27.33 72.68 41.53 -30.06 72.68 55.74 -15.30
Min 70.50 37.71 -33.88 70.50 34.43 -38.26 70.50 47.55 -26.23
Max 74.87 63.94 -9.84 74.87 61.75 -13.12 74.87 81.43 6.56
> 9%
N 40 39 39 41 37 37 21 15 15
Mean 82.06 52.53 -29.65 83.59 48.46 -35.45 82.16 62.85 -17.85
SD 4.39 10.42 11.94 7.81 8.29 12.17 5.59 10.52 13.02
Median 81.43 50.82 -32.79 82.52 46.45 -34.98 80.34 61.75 -18.58
Min 75.96 34.43 -50.28 75.96 34.43 -81.98 75.96 47.55 -41.53
Max 93.45 82.52 6.56 119.68 69.41 -9.84 94 .54 83.61 6.56
All subjects
N 239 220 220 241 204 204 120 106 106
Mean 64.40 45.91 -19.01 65.50 42.90 -23.16 65.06 56.47 -7.50
SD 9.76 8.57 10.27 10.55 6.95 10.41 9.77 10.29 11.15
Median 61.75 44,27 -17.49 62.85 40.99 -21.31 63.39 53.01 -8.20
Min 49.73 32.24 -50.28 49.73 30.06 -81.98 50.82 36.62 -41.53
Max 93.45 82.52 21.86 119.68 69.41 1.09 94 .54 87.99 33.88

OAD: Oral anti-diabetic drug, JP: Japan, N: Number of subjects in the summary statistics, SD: Standard deviation
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HbAlc change from baseline versus HbAlc at baseline - descriptive statistics - 4091 vs OAD (OAD), JP

Sema 0.5 mg Sema 1.0 mg Additional OAD

Baseline Week 56 Change Baseline Week 56 Change Baseline Week 56 Change
HbAlc (mmol/mol) - in-trial data
<= 7.5%
N 84 80 80 79 73 73 37 37 37
Mean 55.40 42.93 -12.47 55.54 41.92 -13.63 55.40 53.42 -1.98
SD 2.29 5.94 5.59 2.43 6.26 6.61 2.33 9.46 9.39
Median 55.20 42.08 -13.12 56.29 39.89 -14.21 56.29 50.82 -4.37
Min 49.73 35.52 -22.95 49.73 30.06 -27.33 50.82 40.99 -14.21
Max 58.48 65.03 7.65 58.48 62.85 7.65 58.48 87.99 33.88
> 7.5% to 8.0%
N 63 61 61 58 56 56 29 27 27
Mean 61.46 45.59 -15.88 61.79 43.21 -18.52 61.64 54.51 -7.04
SD 1.50 9.36 9.61 1.31 7.39 7.38 1.61 8.31 8.43
Median 61.75 44 .27 -17.49 61.75 40.99 -19.67 61.75 53.01 -8.74
Min 59.57 32.24 -30.60 59.57 30.06 -30.60 59.57 36.62 -24.05
Max 63.94 81.43 21.86 63.94 66.13 4.37 63.94 71.59 8.74
> 8.0% to 8.5%
N 35 35 35 35 35 35 27 26 26
Mean 67.03 45.55 -21.49 67.28 43.67 -23.61 66.98 59.48 -7.57
SD 1.53 6.65 6.89 1.57 7.37 7.46 1.78 10.14 9.59
Median 67.22 45.36 -20.77 67.22 45.36 -22.95 66.13 57.93 -9.29
Min 65.03 33.34 -31.70 65.03 32.24 -34.98 65.03 44 .27 -20.77
Max 69.41 59.57 -6.56 69.41 60.66 -8.74 69.41 86.89 18.58

OAD: Oral anti-diabetic drug, JP: Japan, N: Number of subjects in the summary statistics, SD: Standard deviation
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HbAlc change from baseline versus HbAlc at baseline - descriptive statistics - 4091 vs OAD (OAD), JP

Sema 0.5 mg Sema 1.0 mg Additional OAD

Baseline Week 56 Change Baseline Week 56 Change Baseline Week 56 Change
> 8.5% to 9.0%
N 17 17 17 28 28 28 6 6 6
Mean 72.75 48.06 -24.69 72.57 44.42 -28.14 72.68 59.57 -13.12
SD 1.36 7.30 7.24 1.44 6.94 6.60 1.69 13.26 12.84
Median 72.68 46.45 -27.33 72.68 42.63 -28.96 72.68 55.74 -15.30
Min 70.50 37.71 -33.88 70.50 34.43 -38.26 70.50 47.55 -26.23
Max 74.87 63.94 -9.84 74.87 61.75 -13.12 74.87 81.43 6.56
> 9%
N 40 40 40 41 39 39 21 20 20
Mean 82.06 52.76 -29.29 83.59 48.78 -34.81 82.16 64.71 -17.54
SD 4.39 10.39 12.00 7.81 8.60 12.54 5.59 15.02 17.17
Median 81.43 50.82 -32.24 82.52 46.45 -34.98 80.34 62.85 -18.58
Min 75.96 34.43 -50.28 75.96 34.43 -81.98 75.96 47.55 -43.72
Max 93.45 82.52 6.56 119.68 69.41 -9.84 94 .54 113.13 29.51
All subjects
N 239 233 233 241 231 231 120 116 116
Mean 64.40 46.08 -18.50 65.50 43.96 -21.66 65.06 57.30 -7.67
SD 9.76 8.63 10.38 10.55 7.53 11.13 9.77 11.33 12.19
Median 61.75 44 .27 -17.49 62.85 43.17 -20.77 63.39 55.20 -8.74
Min 49.73 32.24 -50.28 49.73 30.06 -81.98 50.82 36.62 -43.72
Max 93.45 82.52 21.86 119.68 69.41 7.65 94 .54 113.13 33.88

OAD: Oral anti-diabetic drug, JP: Japan, N: Number of subjects in the summary statistics, SD: Standard deviation
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Sema 0.5 mg Sema 1.0 mg Placebo

Mono: Monotherapy, Solid lines are regression lines and dashed lines are local linear regression curves (Loess) using 10% of the closest data points when
fitting the local linear regression (smoothing parameter = 0.1), On-treatment without rescue medication data are presented.
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HbA1c (%-point) - change from baseline

50 55 60 65 70 75 80 85 90 95 100 105 110 115 120 125 130 135 140 145 150 155 160 165 170 175 180
HbA1c (%) at baseline
Sema 0.5 mg Sema1.0mg Sitagliptin

Sita: Sitagliptin, OAD: Oral anti-diabetic drug, Solid lines are regression lines and dashed lines are local linear regression curves (Loess) using 10% of
the closest data points when fitting the local linear regression (smoothing parameter = 0.1), On-treatment without rescue medication data are presented.
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HbA1c (%-point) - change from baseline

50 55 60 65 70 75 80 85 90 95 100 105 110 115 120 125 130 135 140 145 150 155 160 165 170 175 180
HbA1c (%) at baseline

Sema 0.5 mg Sema 1.0 mg Placebo

Solid lines are regression lines and dashed lines are local linear regression curves (Loess) using 10% of the closest data points when fitting the local
linear regression (smoothing parameter = 0.1), On-treatment without rescue medication data are presented.
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HbA1c (%-point) - change from baseline

50 55 60 65 70 75 80 85 90 95 100 105 110 115 120 125 130 135 140 145 150 155 160 165 170 175 180
HbA1c (%) at baseline

Sema 0.5 mg Sema1.0mg Sitagliptin

Sita: Sitagliptin, Mono: Monotherapy, JP: Japan, Solid lines are regression lines and dashed lines are local linear regression curves (Loess) using 10% of
the closest data points when fitting the local linear regression (smoothing parameter = 0.1), On-treatment without rescue medication data are presented.
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HbA1c (%-point) - change from baseline

50 55 60 65 70 75 80 85 90 95 100 105 110 115 120 125 130 135 140 145 150 155 160 165 170 175 180
HbA1c (%) at baseline

Sema 0.5 mg Sema 1.0 mg Additional OAD

OAD: Oral anti-diabetic drug, JP: Japan, Solid lines are regression lines and dashed lines are local linear regression curves (Loess) using 10% of the
closest data points when fitting the local linear regression (smoothing parameter = 0.1), On-treatment without rescue medication data are presented.
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2.7.3.6.213 HbAICDAR—RFA U LDEILE (%) & HPAIcDR—RX 54 UHE—FTHER (5 3a HHER)

Regression coefficient Comparison of regression coefficients
FAS N Estimate SE Diff 95% CI p-value

HbAlc (%-point)
3623 vs Placebo (Mono)

Sema 0.5 mg 128 102 -0.57 0.12

Sema 1.0 mg 130 104 -0.64 0.12

Placebo 129 84 -0.05 0.13

Sema 0.5 mg - placebo -0.53 [-0.87; -0.19] 0.0023

Sema 1.0 mg - placebo -0.59 [-0.94; -0.25] 0.0008
3626 vs Sita (OADs)

Sema 0.5 mg 409 328 -0.62 0.06

Sema 1.0 mg 409 331 -0.62 0.06

Sitagliptin 407 285 -0.31 0.07

Sema 0.5 mg - Sitagliptin -0.31 [-0.48; -0.13] 0.0005

Sema 1.0 mg - Sitagliptin -0.31 [-0.48; -0.13] 0.0005
3627 vs Placebo (Insulin)

Sema 0.5 mg 132 111 -0.59 0.11

Sema 1.0 mg 131 108 -0.62 0.11

Placebo 133 94 -0.09 0.11

Sema 0.5 mg - placebo -0.50 [-0.80; -0.19] 0.0015

Sema 1.0 mg - placebo -0.53 [-0.84; -0.23] 0.0006
4092 vs Sita (Mono), JP

Sema 0.5 mg 103 98 -0.74 0.07

Sema 1.0 mg 102 87 -0.88 0.08

Sitagliptin 103 95 -0.42 0.08

Sema 0.5 mg - sitagliptin -0.33 [-0.52; -0.13] 0.0014

Sema 1.0 mg - sitagliptin -0.46 [-0.68; -0.24] <.0001

FAS: Full analysis set, N: Number of subjects contributing to the analysis at end-of-treatment, SE: Standard error, Diff:
Difference, 95% CI: 95% confidence interval, Mono: Monotherapy, OAD: Oral anti-diabetic drug, Exenatide ER: Exenatide
Extended Release, JP: Japan, CVOT: Cardiovascular outcomes trial, On-treatment without rescue medication data (key
efficacy + Japanese trials) and in-trial data (CVOT) are presented. The post-baseline data are analysed using the mixed
model for repeated measurements with baseline HbAlc as covariate, treatment as fixed factor, and interaction between
treatment and baseline HbAlc, all nested within visit. Mean estimates are adjusted according to the observed baseline
distribution
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HbAlc - change from baseline versus baseline value - statistical analyses - Phase 3a trials
Regression coefficient Comparison of regression coefficients
FAS N Estimate SE Diff 95% CI p-value

4091 vs OAD (OAD), JP

Sema 0.5 mg 239 220 -0.66 0.05

Sema 1.0 mg 241 204 -0.76 0.05

Additional OAD 120 106 -0.54 0.08

Sema 0.5 mg - Additional OAD -0.12 [-0.31; 0.07] 0.2188

Sema 1.0 mg - Additional OAD -0.22 [-0.41; -0.03] 0.0224
HbAlc (mmol/mol)
3623 vs Placebo (Mono)

Sema 0.5 mg 128 102 -0.57 0.12

Sema 1.0 mg 130 104 -0.64 0.12

Placebo 129 84 -0.05 0.13

Sema 0.5 mg - placebo -0.53 [-0.87; -0.19] 0.0023

Sema 1.0 mg - placebo -0.59 [-0.94; -0.25] 0.0008
3626 vs Sita (OADs)

Sema 0.5 mg 409 328 -0.62 0.06

Sema 1.0 mg 409 331 -0.62 0.06

Sitagliptin 407 285 -0.31 0.07

Sema 0.5 mg - Sitagliptin -0.31 [-0.48; -0.13] 0.0005

Sema 1.0 mg - Sitagliptin -0.31 [-0.48; -0.13] 0.0005
3627 vs Placebo (Insulin)

Sema 0.5 mg 132 111 -0.59 0.11

Sema 1.0 mg 131 108 -0.62 0.11

Placebo 133 94 -0.09 0.11

Sema 0.5 mg - placebo -0.50 [-0.80; -0.19] 0.0015

Sema 1.0 mg - placebo -0.53 [-0.84; -0.23] 0.0006

FAS: Full analysis set, N: Number of subjects contributing to the analysis at end-of-treatment, SE: Standard error, Diff:
Difference, 95% CI: 95% confidence interval, Mono: Monotherapy, OAD: Oral anti-diabetic drug, Exenatide ER: Exenatide
Extended Release, JP: Japan, CVOT: Cardiovascular outcomes trial, On-treatment without rescue medication data (key
efficacy + Japanese trials) and in-trial data (CVOT) are presented. The post-baseline data are analysed using the mixed
model for repeated measurements with baseline HbAlc as covariate, treatment as fixed factor, and interaction between
treatment and baseline HbAlc, all nested within visit. Mean estimates are adjusted according to the observed baseline
distribution

nn9535/nn9535-ise/freeze 20161014 eot ra er
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HbAlc - change from baseline versus baseline value - statistical analyses - Phase 3a trials
Regression coefficient Comparison of regression coefficients
FAS N Estimate SE Diff 95% CI p-value

4092 vs Sita (Mono), JP

Sema 0.5 mg 103 98 -0.74 0.07
Sema 1.0 mg 102 87 -0.88 0.08
Sitagliptin 103 95 -0.42 0.08
Sema 0.5 mg - sitagliptin -0.33 [-0.52; -0.13] 0.0014
Sema 1.0 mg - sitagliptin -0.46 [-0.68; -0.24] <.0001
4091 vs OAD (OAD), JP
Sema 0.5 mg 239 220 -0.66 0.05
Sema 1.0 mg 241 204 -0.76 0.05
Additional OAD 120 106 -0.54 0.08
Sema 0.5 mg - Additional OAD -0.12 [-0.31; 0.07] 0.2188
Sema 1.0 mg - Additional OAD -0.22 [-0.41; -0.03] 0.0224

FAS: Full analysis set, N: Number of subjects contributing to the analysis at end-of-treatment, SE: Standard error, Diff:
Difference, 95% CI: 95% confidence interval, Mono: Monotherapy, OAD: Oral anti-diabetic drug, Exenatide ER: Exenatide
Extended Release, JP: Japan, CVOT: Cardiovascular outcomes trial, On-treatment without rescue medication data (key
efficacy + Japanese trials) and in-trial data (CVOT) are presented. The post-baseline data are analysed using the mixed
model for repeated measurements with baseline HbAlc as covariate, treatment as fixed factor, and interaction between
treatment and baseline HbAlc, all nested within visit. Mean estimates are adjusted according to the observed baseline
distribution
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Mono: Monotherapy, FAS: Full analysis set, PBO: Placebo, On-treatment without rescue medication data are presented. The post-baseline data are analysed
using the mixed model for repeated measurements with baseline HbA1c as covariate, treatment and baseline HbA1c groups as fixed factors, and interaction
between treatment and baseline HbA1c groups, all nested within visit. Mean estimates are adjusted according to the observed baseline distribution in each
baseline HbA1c group.
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Baseline HbA1c Baseline HbA1c Baseline HbA1c Baseline HbA1c Baseline HbA1c
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Sita: Sitagliptin, OAD: Oral anti-diabetic drug, FAS: Full analysis set, On-treatment without rescue medication data are presented. The post-baseline data
are analysed using the mixed model for repeated measurements with baseline HbA1c as covariate, treatment and baseline HbA1c groups as fixed factors, and
interaction between treatment and baseline HbA1c groups, all nested within visit. Mean estimates are adjusted according to the observed baseline

distribution in each baseline HbA1c group. e eaeens 20161014 ot
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FAS: Full analysis set, PBO: Placebo, On-treatment without rescue medication data are presented. The post-baseline data are analysed using the mixed model
for repeated measurements with baseline HbA1c as covariate, treatment and baseline HbA1c groups as fixed factors, and interaction between treatment and
baseline HbA1c groups, all nested within visit. Mean estimates are adjusted according to the observed baseline distribution in each baseline HbA1c group.
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Baseline HbA1c Baseline HbA1c
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Sita: Sitagliptin, Mono: Monotherapy, JP: Japan, FAS: Full analysis set, On-treatment without rescue medication data are presented. The post-baseline data
are analysed using the mixed model for repeated measurements with baseline HbA1c as covariate, treatment and baseline HbA1c groups as fixed factors, and
interaction between treatment and baseline HbA1c groups, all nested within visit. Mean estimates are adjusted according to the observed baseline

distribution in each baseline HbA1c group.
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OAD: Oral anti-diabetic drug, JP: Japan, FAS: Full analysis set, On-treatment without rescue medication data are presented. The post-baseline data are
analysed using the mixed model for repeated measurements with baseline HbA1c as covariate, treatment and baseline HbA1c groups as fixed factors, and

interaction between treatment and baseline HbA1c groups, all nested within visit. Mean estimates are adjusted according to the observed baseline
distribution in each baseline HbA1c group.
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OAD: Oral anti-diabetic drug.

On-treatment without rescue medication data are presented. Missing data are imputed from the mixed model for
repeated measurements with treatment, trial-specific stratification, and country (global trials) as fixed factors, and
baseline HbA 1c as covariate, all nested within visit. To facilitate comparison of the curves across trials, the main range
of the x-axes are shown omitting thin tails

2.7.3.6.219 HbAICHDR—RSA UhbDEILE (%) —RESHAEL (5 3a HER)



Module 2.7.3 f-H§5% 2

ETD [95% ClI]

60 of 66

p-value

_“
Sema 0.5 mg - Placebo eoe | -1.43[-1.71; -1.15] <.0001
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Sema 1.0 mg - Placebo 1.0 mg Eavours —e— Eavours -1.05[-1.19; -0.91] <.0001
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<.0001
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2.7.36.220 HDPAICHDAR—RZA UhbDEILE (%)

HbA1c (%-point)

ETD: Estimated treatment difference, 95% CI: 95% confidence interval, Mono: Monotherapy, OAD: Oral anti-diabetic drug, Exenatide ER: Exenatide Extended
Release, JP: Japan, CVOT: Cardiovascular outcomes trial, On-treatment without rescue medication data (key efficacy + Japanese trials) and in-trial data
(CVOT) are presented. The post-baseline data are analysed using the mixed model for repeated measurements with treatment, trial-specific stratification, and
country (key efficacy trials) as fixed factors and baseline HbA1c as covariate, all nested within visit. Mean estimates are adjusted according to the

observed baseline distribution.
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2.7.3.6.2.21 HbA1c D BIEMEZE L - #ERE — bt E (58 3a HEER)
———————— 0dds ratio ——m
FAS R % Estimate 95% CI p-value
HbAlc <7.0% (ADA)
3623 vs Placebo (Mono) at week 30
Sema 0.5 mg 128 95 74.2
Sema 1.0 mg 130 94 72.3
Placebo 129 32 24.8
Sema 0.5 mg / Placebo 16.92 [ 8.44 ; 33.89] <.0001
Sema 1.0 mg / Placebo 15.70 [ 8.00 ; 30.83] <.0001
3626 vs Sita (OADs) at week 56
Sema 0.5 mg 409 282 68.9
Sema 1.0 mg 409 321 78.5
Sitagliptin 407 148 36.4
Sema 0.5 mg / Sitagliptin 4.16 [ 3.02 ; 5.74] <.0001
Sema 1.0 mg / Sitagliptin 7.92 [ 5.59 ; 11.22] <.0001
3627 vs Placebo (insulin) at week 30
Sema 0.5 mg 132 80 60.6
Sema 1.0 mg 131 103 78.6
Placebo 133 14 10.5
Sema 0.5 mg / Placebo 14.68 [ 7.43 ; 29.02] <.0001
Sema 1.0 mg / Placebo 34.28 [16.59 ; 70.83] <.0001
4092 vs Sita (Mono), JP at week 30
Sema 0.5 mg 103 87 84.5
Sema 1.0 mg 102 97 95.1
Sitagliptin 103 36 35.0
Sema 0.5 mg / Sitagliptin 16.53 [ 7.39 ; 36.99] <.0001
Sema 1.0 mg / Sitagliptin 43.66 [15.67 ;121.62] <.0001
4091 vs OAD (OAD), JP at week 56
Sema 0.5 mg 239 200 83.7
Sema 1.0 mg 241 220 91.3
Additional OAD 120 50 41.7
Sema 0.5 mg / Additional OAD 9.42 [ 5.39 ; 16.46] <.0001
Sema 1.0 mg / Additional OAD 23.06 [11.99 ; 44.306] <.0001

FAS: Full analysis set, R: Number of subjects achieving target, 95% CI: 95%
confidence interval, ADA: American Diabetes Association, Mono: Monotherapy, OAD: Oral
anti-diabetic drug, Exenatide ER: Exenatide Extended Release, JP: Japan, CVOT:
Cardiovascular outcomes trial, AACE: American Association of Clinical
Endocrinologists, BG: Blood glucose, On-treatment without rescue medication data (key
efficacy + Japanese trials) and in-trial data (CVOT) are presented. The binary
endpoint is analysed using a logistic regression model with treatment, trial-specific
stratification, and country (key efficacy trials) as fixed factors and baseline HbAlc
value as covariate. For the composite endpoint baseline body weight is also included
as covariate. Before analysis, missing data are imputed from the corresponding MMRM
for change from baseline; the post-baseline data are analysed using the MMRM with
treatment, trial-specific stratification, and country (key efficacy trials) as fixed
factors and baseline value (HbAlc or body weight) as covariate, all nested within
visit. MMRM: Mixed model for repeated measurements
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HbAlc - subjects achieving HbAlc treatment targets - statistical analyses - phase 3a
trials

Odds ratio ———
Estimate 95% CI p-value

FAS R %

HbAlc <=6.5% (AACE)
3623 vs Placebo (Mono) at week 30

Sema 0.5 mg 128 76 59.4

Sema 1.0 mg 130 78 60.0

Placebo 129 17 13.2

Sema 0.5 mg / Placebo 15.99 [ 7.82 ; 32.68] <.0001

Sema 1.0 mg / Placebo 18.34 [ 8.96 ; 37.54] <.0001
3626 vs Sita (OADs) at week 56

Sema 0.5 mg 409 215 52.6

Sema 1.0 mg 409 270 66.0

Sitagliptin 407 83 20.4

Sema 0.5 mg / Sitagliptin 4.39 [ 3.15 ; 6.12] <.0001

Sema 1.0 mg / Sitagliptin 8.99 [ 6.36 ; 12.72] <.0001
3627 vs Placebo (insulin) at week 30

Sema 0.5 mg 132 54 40.9

Sema 1.0 mg 131 80 61.1

Placebo 133 6 4.5

Sema 0.5 mg / Placebo 15.61 [ 6.47 ; 37.64] <.0001

Sema 1.0 mg / Placebo 35.84 [14.72 ; 87.27] <.0001
4092 vs Sita (Mono), JP at week 30

Sema 0.5 mg 103 73 70.9

Sema 1.0 mg 102 89 87.3

Sitagliptin 103 16 15.5

Sema 0.5 mg / Sitagliptin 18.70 [ 8.73 ; 40.04] <.0001

Sema 1.0 mg / Sitagliptin 45.19 [19.36 ;105.47] <.0001
4091 vs OAD (OAD), JP at week 56

Sema 0.5 mg 239 169 70.7

Sema 1.0 mg 241 193 80.1

Additional OAD 120 18 15.0

Sema 0.5 mg / Additional OAD 17.76 [ 9.64 ; 32.72] <.0001

Sema 1.0 mg / Additional OAD 35.76 [18.66 ; 68.50] <.0001

FAS: Full analysis set, R: Number of subjects achieving target, 95% CI: 95%
confidence interval, ADA: American Diabetes Association, Mono: Monotherapy, OAD: Oral
anti-diabetic drug, Exenatide ER: Exenatide Extended Release, JP: Japan, CVOT:
Cardiovascular outcomes trial, AACE: American Association of Clinical
Endocrinologists, BG: Blood glucose, On-treatment without rescue medication data (key
efficacy + Japanese trials) and in-trial data (CVOT) are presented. The binary
endpoint is analysed using a logistic regression model with treatment, trial-specific
stratification, and country (key efficacy trials) as fixed factors and baseline HbAlc
value as covariate. For the composite endpoint baseline body weight is also included
as covariate. Before analysis, missing data are imputed from the corresponding MMRM
for change from baseline; the post-baseline data are analysed using the MMRM with
treatment, trial-specific stratification, and country (key efficacy trials) as fixed
factors and baseline value (HbAlc or body weight) as covariate, all nested within
visit. MMRM: Mixed model for repeated measurements
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HbAlc - subjects achieving HbAlc treatment targets - statistical analyses - phase 3a
trials

Odds ratio ———
FAS R % Estimate 95% CI p-value

HbAlc <7.0% without severe or BG confirmed symptomatic hypoglycaemia and no weight gain

3623 vs Placebo (Mono) at week 30

Sema 0.5 mg 128 85 66.4

Sema 1.0 mg 130 85 65.4

Placebo 129 25 19.4

Sema 0.5 mg / Placebo 12.69 [ 6.57 ; 24.52] <.0001

Sema 1.0 mg / Placebo 12.45 [ 6.46 ; 23.99] <.0001
3626 vs Sita (OADs) at week 56

Sema 0.5 mg 409 256 62.6

Sema 1.0 mg 409 304 74.3

Sitagliptin 407 109 26.8

Sema 0.5 mg / Sitagliptin 4.84 [ 3.51 ; 6.68] <.0001

Sema 1.0 mg / Sitagliptin 9.52 [ 6.75 ; 13.43] <.0001
3627 vs Placebo (insulin) at week 30

Sema 0.5 mg 132 71 53.8

Sema 1.0 mg 131 88 67.2

Placebo 133 9 6.8

Sema 0.5 mg / Placebo 17.90 [ 8.26 ; 38.78] <.0001

Sema 1.0 mg / Placebo 29.93 [13.65 ; 65.61] <.0001
4092 vs Sita (Mono), JP at week 30

Sema 0.5 mg 103 74 71.8

Sema 1.0 mg 102 86 84.3

Sitagliptin 103 19 18.4

Sema 0.5 mg / Sitagliptin 14.78 [ 7.15 ; 30.58] <.0001

Sema 1.0 mg / Sitagliptin 28.43 [12.93 ; 62.54] <.0001
4091 vs OAD (OAD), JP at week 56

Sema 0.5 mg 239 148 61.9

Sema 1.0 mg 241 178 73.9

Additional OAD 120 24 20.0

Sema 0.5 mg / Additional OAD 7.63 [ 4.40 ; 13.25] <.0001

Sema 1.0 mg / Additional OAD 15.79 [ 8.84 ; 28.21] <.0001

FAS: Full analysis set, R: Number of subjects achieving target, 95% CI: 95%
confidence interval, ADA: American Diabetes Association, Mono: Monotherapy, OAD: Oral
anti-diabetic drug, Exenatide ER: Exenatide Extended Release, JP: Japan, CVOT:
Cardiovascular outcomes trial, AACE: American Association of Clinical
Endocrinologists, BG: Blood glucose, On-treatment without rescue medication data (key
efficacy + Japanese trials) and in-trial data (CVOT) are presented. The binary
endpoint is analysed using a logistic regression model with treatment, trial-specific
stratification, and country (key efficacy trials) as fixed factors and baseline HbAlc
value as covariate. For the composite endpoint baseline body weight is also included
as covariate. Before analysis, missing data are imputed from the corresponding MMRM
for change from baseline; the post-baseline data are analysed using the MMRM with
treatment, trial-specific stratification, and country (key efficacy trials) as fixed
factors and baseline value (HbAlc or body weight) as covariate, all nested within
visit. MMRM: Mixed model for repeated measurements
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AACE: American Association of Clinical Endocrinologists. PBO: placebo. Sita: Sitagliptin. OAD: Oral anti-diabetic drug.

On-treatment without rescue medication data is presented. Missing data are imputed from the mixed model for repeated measurements for change from baseline with
treatment, trial-specific stratification, and country (global trials) as fixed factors and baseline HbA . as covariate, all nested within visit, and subsequently dichotomised..
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ADA: American Diabetes Association. PBO: placebo. Sita: Sitagliptin. OAD: Oral anti-diabetic drug.
On-treatment without rescue medication data is presented. Missing data are imputed from the mixed model for repeated measurements for change from baseline with
treatment, trial-specific stratification, and country (global trials) as fixed factors and baseline HbA |, as covariate, all nested within visit, and subsequently dichotomised..
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30 weeks 56 weeks 30 weeks 30 weeks 56 weeks
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BG: Blood glucose. BG confirmed: BG < 3.1 mmol/L (56 mg/dL). PBO: placebo. Sita: Sitagliptin. OAD: Oral anti-diabetic drug.

On-treatment without rescue medication data is presented. Missing data are imputed from the mixed model for repeated measurements for change from baseline with
treatment, trial-specific stratification, and country (global trials) as fixed factors and baseline value (HbA . or body weight) as covariate, all nested within visit, and

subsequently dichotomised..
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Time since randomisation (week)
OAD: Oral anti-diabetic drug.
On-treatment without rescue medication data is presented. Estimates (+/- error bar) are from the mixed model for
repeated measurements with treatment, trial-specific stratification and country (global trials) as fixed factors and
baseline body weight as covariate, all nested within visit and adjusted according to observed baseline distribution. Error
bars are +/- 1*SEM.

273631 HKREDR—RSAUNLDELE (kg) (HEFEE) OEFHER - FOERTIRERE
(% 3a tHEER)



Module 2.7.3 {4% 3

4of 14
27 3623 3626
Ig===---5--3
2] ~
1] -
< -4 = - - Fx—F— 5
g -6 I miom I Simatoms T . = -
© 8- = Placebo = Sitagliptin
Q T T T T T T T T T L T T T T T T T T T
£ 0 4 8 12 16 23 30 40 48 56 0 4 8 12 16 23 30 40 48 56
£
o 3627
[9)]
c
4]
o
9]
1
—_ _ TEL
S 64 - Imoim -
~ - Flaceho ke N
— -8
-gj T T T T T T T T T T
0 0 4 8 12 16 23 30 40 48 56
=
4092 4091
> + = 5 Wy
Q =
m ~,
=
=y -
- - o T E----E----K
6 o mosm £ Dot
g | - St - Additional OAD
T T T T T T T T T T T T T T T T T T T T
0 4 8 12 16 23 30 40 48 56 0 4 8 12 16 23 30 40 48 56

OAD: Oral anti-diabetic drug.

Time since randomisation (week)

On-treatment without rescue medication data are presented. Estimates (+/- error bar) are from the mixed model for
repeated measurements with treatment, trial-specific stratification, and country (global trials) as fixed factors, and

baseline body weight as covariate, all nested within visit, and adjusted according to observed baseline distribution. Error

bars are +/- 1*SEM.
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PBO: placebo. Sita: Sitagliptin. OAD: Oral anti-diabetic drug.
On-treatment without rescue medication data is presented. Estimates are from the mixed model for repeated measurements with treatment, trial-specific stratification and
country (global trials) as fixed factors and baseline body weight as covariate, all nested within visit and adjusted according to observed baseline distribution.
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PBO: placebo. Sita: Sitagliptin. OAD: Oral anti-diabetic drug.
On-treatment without rescue medication data is presented. Estimates are from the mixed model for repeated measurements with treatment, trial-specific stratification and
country (global trials) as fixed factors and baseline body weight as covariate, all nested within visit and adjusted according to observed baseline distribution.
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Body weight (kg) - change from baseline
OAD: Oral anti-diabetic drug.
On-treatment without rescue medication data is presented. Missing data are imputed from the mixed model for repeated
measurements with treatment, trial-specific stratification, and country (global trials) as fixed factors, and baseline body

weight as covariate, all nested within visit. To facilitate comparison of the curves across trials, the main range of the x-
axes are shown omitting thin tails.
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Body weight (%) - change from baseline
OAD: Oral anti-diabetic drug.
On-treatment without rescue medication data are presented. Missing data are imputed from the mixed model for
repeated measurements with treatment, trial-specific stratification, and country (global trials) as fixed factors, and

baseline body weight as covariate, all nested within visit. To facilitate comparison of the curves across trials, the main
range of the x-axes are shown omitting thin tails.
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p-value

l

Sema 0.5 mg - Placebo | - { | -2.75[-3.92; -1.58]
Sema 1.0 mg - Placebo | & ! 1 -3.56 [-4.74; -2.38]

Sema 0.5 mg - Sitagliptin
Sema 1.0 mg - Sitagliptin

-2.35[-3.06 ; -1.63]
-420[-4.91; -3.49]

Sema 1.0 mg - Exenatide ER

-3.78[-4.58; -2.98]

<.0001
<.0001

<.0001
<.0001

Sema 0.5 mg - Insulin Glargine e 1 -4.62[-5.27 ; -3.96] <.0001
Sema 1.0 mg - Insulin Glargine | — | ' -6.33[-6.99; -5.67] <.0001
13627 vsPlacebo (Insulin) |
Sema 0.5 mg - Placebo e : -231[-3.33; 1.29] <.0001
Sema 1.0 mg - Placebo —e—— ‘ -5.06 [ -6.08 ; -4.04] <.0001
[4092vs Sita(Mono), JP |
Sema 0.5 mg - Sitagliptin —e— : -2.22[-3.02; -1.42] <.0001
Sema 1.0 mg - Sitagliptin f——e—H ‘ -3.88[-470; -3.07] <.0001
4091vs OAD (OAD), JP |
Sema 0.5 mg - Additional OAD F—e— w -1.84[-2.67 ; -1.01] <.0001
Sema 1.0 mg - Additional OAD f——e— : -3.59[-4.43; -2.75] <.0001
13744vsPlacebo, CVOT ||
Sema 0.5 mg - Placebo 0.5 mg —e— i -2.87[-3.47; -2.28] <.0001
Sema 1.0 mg - Placebo 1.0 mg Eavours —e— ' Eavours -4.35[-4.94; -3.75] <.0001
Sema ' Comparator
1 1 1 1 1 1 1 I‘ 1
-7 -6 -5 -4 -3 -2 -1 0 1

Body weight (kg)

ETD: Estimated treatment difference, 95% CI: 95% confidence interval, Mono: Monotherapy, OAD: Oral anti-diabetic drug, Exenatide ER: Exenatide Extended
Release, JP: Japan, CVOT: Cardiovascular outcomes trial, On-treatment without rescue medication data (key efficacy + Japanese trials) and in-trial data
(CVOT) are presented. The post-baseline data are analysed using the mixed model for repeated measurements with treatment, trial-specific stratification, and
country (key efficacy trials) as fixed factors and baseline body weight as covariate, all nested within visit. Mean estimates are adjusted according to the
observed baseline distribution.
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Sema 0.5 mg - Placebo
Sema 1.0 mg - Placebo

Sema 0.5 mg - Sitagliptin
Sema 1.0 mg - Sitagliptin

Sema 1.0 mg - Exenatide ER

Sema 0.5 mg - Insulin Glargine
Sema 1.0 mg - Insulin Glargine

Sema 0.5 mg - Placebo
Sema 1.0 mg - Placebo

Sema 0.5 mg - Sitagliptin
Sema 1.0 mg - Sitagliptin

Sema 0.5 mg - Additional OAD
Sema 1.0 mg - Additional OAD

Sema 0.5 mg - Placebo 0.5 mg
Sema 1.0 mg - Placebo 1.0 mg

ETD [95% CI]

10 of 14

p-value

f———e— | -312[-437; -1.87] <.0001

f——e—— | -3.94[-520; -2.68] <.0001
Y

—eo— l -3.02[-3.80 ; -2.24] <.0001

f—eo— ' -4.95[-5.73; -4.18] <.0001

-419[-5.02; -3.36]

—e— | -5.23[-5.92; -4.54] <.0001
—e— ! -6.88[-7.57: -6.18] <.0001
—e— : -2.90[-3.99; -1.82] <.0001
[ . -5.97 [-7.06 ; -4.88] <.0001
Y Y |
e | ! -3.29[-4.39; -2.18] <.0001
f——e—— i -5.66 [ -6.79 ; -4.53] <.0001
R
T S | I -2.96 [-4.13; -1.80] <.0001
b—— X -5.58 [ -6.75 ; -4.40] <.0001
—e— | -3.33[-3.96; -2.69] <.0001
Favours —— ' eavours -4.80[-5.43; -4.16] <.0001
Sema ! Comparator
T T T T T T T T ; T
-8 -7 -6 -5 -4 -3 -2 -1 0 1

Body weight (%-point)

ETD: Estimated treatment difference, 95% Cl: 95% confidence interval, Mono: Monotherapy, OAD: Oral anti-diabetic drug, Exenatide ER: Exenatide Extended
Release, JP: Japan, CVOT: Cardiovascular outcomes trial, On-treatment without rescue medication data (key efficacy + Japanese trials) and in-trial data
(CVOT) are presented. The post-baseline data are analysed using the mixed model for repeated measurements with treatment, trial-specific stratification, and
country (key efficacy trials) as fixed factors and baseline body weight as covariate, all nested within visit. Mean estimates are adjusted according to the

observed baseline distribution.
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273639 HKRERDEERL-HERE AT (5 3a 8B
Odds ratio ——
FAS R % Estimate 95% CI p-value
Body weight loss >= 10%
3623 vs Placebo (Mono) at week 30
Sema 0.5 mg 128 10 7.8
Sema 1.0 mg 130 17 13.1
Placebo 129 3 2.3
Sema 0.5 mg / Placebo 3.60 [ 1.09 ; 11.95] 0.0363
Sema 1.0 mg / Placebo 6.23 [ 1.98 ; 19.61] 0.0018
3626 vs Sita (OADs) at week 56
Sema 0.5 mg 409 52 12.7
Sema 1.0 mg 409 97 23.7
Sitagliptin 407 14 3.4
Sema 0.5 mg / Sitagliptin 4.09 [ 2.26 ; 7.40] <.0001
Sema 1.0 mg / Sitagliptin 8.85 [ 5.01 ; 15.61] <.0001
3627 vs Placebo (insulin) at week 30
Sema 0.5 mg 132 12 9.1
Sema 1.0 mg 131 34 26.0
Placebo 133 4 3.0
Sema 0.5 mg / Placebo 3.18 [ 1.05 ; 9.63] 0.0405
Sema 1.0 mg / Placebo 12.80 [ 4.51 ; 36.33] <.0001
4092 vs Sita (Mono), JP at week 30
Sema 0.5 mg 103 7 6.8
Sema 1.0 mg 102 19 18.6
Sitagliptin 103 0 0.0
Sema 0.5 mg / Sitagliptin 0.0141
Sema 1.0 mg / Sitagliptin <.0001
4091 vs OAD (OAD), JP at week 56
Sema 0.5 mg 239 20 8.4
Sema 1.0 mg 241 42 17.4
Additional OAD 120 1 0.8
Sema 0.5 mg / Additional OAD 7.41 [ 1.42 ; 38.73] 0.0176
Sema 1.0 mg / Additional OAD 17.69 [ 3.48 ; 89.99] 0.0005

FAS: Full analysis set, R: Number of subjects responding, 95% CI: 95% confidence
interval, OAD: Oral anti-diabetic drug, Exenatide ER: Exenatide Extended Release, JP:
Japan, CVOT: Cardiovascular outcomes trial, On-treatment without rescue medication
data (key efficacy + Japanese trials) and in-trial data (CVOT) are presented. The
binary endpoint is analysed using a logistic regression model with treatment,
trial-specific stratification, and country (key efficacy trials) as fixed factors and
the baseline body weight as covariate. Before analysis, missing data are imputed from
the corresponding MMRM for change from baseline; the post-baseline data are analysed
using the MMRM with treatment, trial-specific stratification, and country (key
efficacy trials) as fixed factors and baseline body weight as covariate, all nested
within visit. MMRM: Mixed model for repeated measurements, For trial 4092, Fisher’s
exact test was used instead of the logistic model, as none in the Sitagliptin group
achieved a weight loss of >= 10%
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Body weight - subjects achieving weight loss responses - statistical analyses - phase 3a
trials

Odds ratio

FAS R % Estimate 95% CI p-value

Body weight loss >= 5%
3623 vs Placebo (Mono) at week 30

Sema 0.5 mg 128 47 36.7

Sema 1.0 mg 130 58 44.6

Placebo 129 9 7.0

Sema 0.5 mg / Placebo 7.88 [ 3.65 ; 17.04] <.0001

Sema 1.0 mg / Placebo 12.01 [ 5.53 ; 26.07] <.0001
3626 vs Sita (OADs) at week 56

Sema 0.5 mg 409 188 46.0

Sema 1.0 mg 409 254 62.1

Sitagliptin 407 75 18.4

Sema 0.5 mg / Sitagliptin 3.76 [ 2.72 ; 5.19] <.0001

Sema 1.0 mg / Sitagliptin 7.47 [ 5.38 ; 10.37] <.0001
3627 vs Placebo (insulin) at week 30

Sema 0.5 mg 132 55 41.7

Sema 1.0 mg 131 86 65.6

Placebo 133 15 11.3

Sema 0.5 mg / Placebo 5.91 [ 3.08 ; 11.31] <.0001

Sema 1.0 mg / Placebo 16.59 [ 8.52 ; 32.30] <.0001
4092 vs Sita (Mono), JP at week 30

Sema 0.5 mg 103 30 29.1

Sema 1.0 mg 102 58 56.9

Sitagliptin 103 7 6.8

Sema 0.5 mg / Sitagliptin 5.28 [ 2.23 ; 12.53] 0.0002

Sema 1.0 mg / Sitagliptin 19.35 [ 8.17 ; 45.83] <.0001
4091 vs OAD (OAD), JP at week 56

Sema 0.5 mg 239 63 26.4

Sema 1.0 mg 241 112 46.5

Additional OAD 120 7 5.8

Sema 0.5 mg / Additional OAD 5.61 [ 2.51 ; 12.51] <.0001

Sema 1.0 mg / Additional OAD 14.83 [ 6.69 ; 32.85] <.0001

FAS: Full analysis set, R: Number of subjects responding, 95% CI: 95% confidence
interval, OAD: Oral anti-diabetic drug, Exenatide ER: Exenatide Extended Release, JP:
Japan, CVOT: Cardiovascular outcomes trial, On-treatment without rescue medication
data (key efficacy + Japanese trials) and in-trial data (CVOT) are presented. The
binary endpoint is analysed using a logistic regression model with treatment,
trial-specific stratification, and country (key efficacy trials) as fixed factors and
the baseline body weight as covariate. Before analysis, missing data are imputed from
the corresponding MMRM for change from baseline; the post-baseline data are analysed
using the MMRM with treatment, trial-specific stratification, and country (key
efficacy trials) as fixed factors and baseline body weight as covariate, all nested
within visit. MMRM: Mixed model for repeated measurements, For trial 4092, Fisher’s
exact test was used instead of the logistic model, as none in the Sitagliptin group
achieved a weight loss of >= 10%
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3623 3626 3627 4092 4091
30 weeks 56 weeks 30 weeks 30 weeks 56 weeks
80 -

5%

Percentage of subjects achieving weight loss >

Sema Sema  PBO Sema  Sema Sita Sema Sema  PBO Sema  Sema Sita Sema  Sema  OAD
05mg 10mg 05mg 10mg 05mg  1.0mg 05mg  1.0mg 05mg  1.0mg

PBO: placebo. Sita: Sitagliptin. OAD: Oral anti-diabetic drug.
On-treatment without rescue medication data is presented. Missing data are imputed from the mixed model for repeated measurements for change from baseline with

treatment, trial-specific stratification, and country (global trials) as fixed factors and baseline body weight as covariate, all nested within visit, and subsequently
dichotomised..

27.36.3.10 5%ULDARERBLEERLI-BBRE—HTI 57 (5 3aH:HER)



Module 2.7.3 {4 3 14 of 14

3623 3626 3627 4092 4091
30 weeks 56 weeks 30 weeks 30 weeks 56 weeks
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Sema Sema FBO Sema Sema Sita Sema Sema FPBO Sema Sema Sita Sema Sema OAD

05mg  1.0mg 05mg  1.0mg 05mg  1.0mg 05mg  1.0mg 0.5mg  1.0mg

PBO: placebo. Sita: Sitagliptin. OAD: Oral anti-diabetic drug.
On-treatment without rescue medication data is presented. Missing data are imputed from the mixed model for repeated measurements for change from baseline with

treatment, trial-specific stratification, and country (global trials) as fixed factors and baseline body weight as covariate, all nested within visit, and subsequently
dichotomised..
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