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area under the curve from zero to infinity ($5-%% 0 B> 5 MR KRR & TR
FE - R[] B AR T )

area under the curve from zero to last quantifiable concentration (#5-1% 0 ¢}~ 6
WBIZERARE Ch o 1o RER E TOIREE - FEf dhi T HfE)

Baby Hamster Kidney ({1722 2 —&ljig)

maximum concentration (F = IfiL H R FE)

confidence interval ({54 X i)

United States Code of Federal Regulation (GELFRFRHIEE)

ethylenediaminetetraacetic acid (=F L 7 I VUFEER)

European Medicines Agency (BRI [ZE 34T

Food and Drug Administration (CK[E £ &3 /7))

gastrointestinal adverse event (' IFEE OF EHL)

glucagon-like peptide-1 (7 /L7 F R~ TF R-1)

immunoglobulin E (#2)% 7' 071 . E)

incurred sample reanalysis (73T H &Y > 7 )V D FAT)

intravenous(ly) (FRMN#5-)

Liquid Chromatography and Tandem Mass Spectrometry Detection (JZ{k2 v~ k2
774/ 82T NERESHTE)

lower limit of quantification (& & T FRAE)

luminescent oxygen channeling immunoassay (8 YEHERE T ¥ > 1 U o 7 & HIE
%)

once weekly (& 1 [a])

pharmacokinetic(s) (EAEhAE

Pharmaceuticals and Medical Devices Agency (JHSZATBUE A [ 3 5 R R IR &
0]

poly ethylene glycol (ARV =F L 7Y a—)L)

quality control (b HH)

quantum satis (amount as needed) UE&E (MLZ&E) )

radioimmunoassay (HS 9 I E)

Relative Luminescence Units (FH %1%t &)

subcutaneous(ly) (£ F# 5]
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2711 BERUEE
27111 HFIEH

T~ 7T FEFNT, BETIIFEAR L TEFSHBKR TH Y, XUAEAGE — R L72E 1
E#GHOENETT L7 1L FiFIE LTt 2,

KB T 0 77 b, &~ 7 F RORALGICEF I /o272, T _XTOBEKRBRIZEB D
TR—AF OESHRA R AN Oz, Lol BKRBRRE T 17T Aicfiiflot~ 7T FRED
EEINT, Mx T, WHRERET e 77 adicfikofETE,s Il »0 TRz ~r AR
iz, BAIBEFO BiX, BEOFEMED 72 DI B OFZIHIM 2 2~8°C IR FTH L X236 » A
FC, FEHFRFCIL30°CLL T CRBEMEFTETHZEThHHT,

BRIRBESE 7' 0 7T DRV TR S 7R EE D 570 2 A O BE A 32 2.7.1.1-1 127”77, BAIBA S8
FEDOFEMIZ OV TIE, Module 3.2.P.22 K& = L,

Y=/ VF FIEEEN 1 mgmL, 134 mg/mL (FIRARAD) . 3 mg/mL & U8 10 mg/mL 7% 5 F RLH 3
iz, KEBoORBR Cldt~ 7L F RIBE 1.34 mg/mL ORFINHO SN0, WL DD
DOEFRFEHLEER N O 2 fHH & ER B Clit~ 7 /v FIEE 1 mg/mL, 3 mg/mL & T 10 mg/mL %454
DHVWLNT, 6 3a R B CIE, B~ 7T REE 1.34 mgmL #AIOALBHO O (£ 2.7.1.1-2)

R, I ORGSR K OV 2 MERREBR R S BTV B, X
B ol U7 JFUERIE, 5 3a FHERER S O 3a FHERBR & 0617 U C MG L 7= B R SRBEEABR < S v - i
AL (F2.7.1.1-2)

¥ 3atHRBOT- DDy ME, WIS 1000 O/ FH A A CEES I, BRI K O
2FEREBR DO v v NI, MO NNy FH A X CEEINTZ, &1y Oy FH A AOMEITER
27111 %2R0z &,
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#2.7.1.1-1 YT ILTF FREIOMER
Name of ingredients Quantity per mL used in formulation
Semaglutide 1.0 mg 3.0 mg 10 mg 1.34 mg
Disodium phosphate dihydrate 1.42 mg 1.42 mg 1.42 mg 1.42 mg
Propylene glycol 14.0 mg 14.0 mg 14.0 mg 14.0 mg
Phenol 5.50 mg" 5.50 mg* 5.50 mg* 5.50 mg*
Hydrochloric acid q.s. q.s.’ q.s.’ q.s.’
Sodium hydroxide q.s. q.s.’ q.s.’ q.s.’
Water for injection To make 1.00 mL  To make 1.00 mL  To make 1.00 mL ' To make 1.00 mL
Relevant information to drug
product formulation
pH 7.4 7.4 7.4 7.4
Drug product batch size 0.04 L 35L 20L 30L
20L 55L 275L 100 L
24L 94L 55L
55L 6.5L
70L
Packing size and device 1.5 mL cartridge in 1.5 mL cartridge in 1.5 mL cartridge in 1.5 mL cartridge in
Nordipenz or Nordipen® or Nordipen® or PDS290 Pen-
NovoPen™ 4 NovoPen” 4 NovoPen” 4 injector

Notes: Grey shading denotes proposed commercial product of semaglutide (product to be marketed); a An overage of 2
% phenol is added to compensate for loss during manufacturing; b To reach pH 7.4.

Abbreviation: q.s.; quantum satis (amount as needed)

27112 NAFATFRAFEYT 1, AFRERVEYFHRFEZRFTT IHBROBUE U2
M7 7o—F

271121 BREKRAEITOT S LOBME

=/ VF Nl 1 ER THEGORKBERE 7 v 77 MG ENT KRR L O R e T — & 2157
B AR FBR O 2 [ 2.7.1.1-1 IT7R T,

T~ VT R 1R TG OKERE 7 v 77 AOBKRBR CHEM Szt~ 71T KK oR
BEIZOWT, ZOMEA R 2.7.1.1-2 1277,

v 7 F R Gl 1ER THRYES) 2 HWZERRRIL, 7oy =2 b (NN9535) KU 4 HiDE A
HSCkpl D (B : NN9535-1820) , A Module TlE, FEAKABRIL 4 HTOEAEK S (XXXX) %
W IXXXX iR L RFET 5 (1] - 1820 5:R)
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' N ™ 's ™)
Phase 1 / Clinical pharmacology trials Phase 2 trial Phase 3a trials
Healthy subjects [ 1821 - Dose finding ] 3623 ws Placebo (Mona) (SUSTAIN 1)
1820 - Firsthumandose 3626 vs Sita (0ADs) (SUSTAIN 2)
3679 — Equivalence— product strength o= mEmmmEmEmmmm——— ™1 | 3624 vs Exe ER (DADs) (SUSTAIN 3)
3687 — Equivalence/bioavailability j Phase 2 trial 1] 3625 vs 1GIar (0ADS) (SUSTAIN 4)
4010 - Bioequivalence— manufscturing process || NNS924-3750-o0ral OD vs s.c. OW : 3627 vs Placebo (Insulin) (SUSTAIN 5)
3633 - Multiple dose— Caucasian/|apanese : | | 4082 vs Sita(Mono), IP
3634 — PK/PD - Caucasian/lapanese ™ 7| 4091 vs OAD (0AD), IP
a 3788 - Metabolisn \ J
E E ssszl—mc . - . ~
. Special Ponufa_'lmﬂS_ Phase 3a trial
2 | |3%16-Renalimpairment Long-term outcomes trial
S 3651 - Hepatic impairment 3744 vs Placebo, CVOT [SUSTAIN 5
Drug-drg interaction \ y
3817 - DDI - metformin and warfarin
3818 - DD - atorvastatin and digoxin
3819 - DDI - oral contraceptives
Pharmacodynamics
3635 — Beta-cellfunction
3684 — Hypoglycaemia
3685 —Energyintake
N W r,
______ ‘_‘________________________________________\________________________________________.
E v |1 Phase1/dlinical Pharmacology trial : Phase 3b trial
8 g : Healthy subjects 1 4216 vs Dula (0AD) (SUSTAINT)
g = ‘ MMNE9535-4215—s.c ODvss.c. OW :
___________________ o

—
Notes: Semaglutide s.c. OW trials (solid dark blue); Supportive data trials comparing different administration routes
and dosing intervals of semaglutide (dashed light blue). For the phase 3a trials, background anti-hyperglycaemic
treatments are indicated in parentheses.

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.
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271122 NAFTFRASEY T4, AFEERVCEYFHRFEHER

A3 ODEERKERBRNER S, A AT A T T 4 OMEF (3687 ABR) | HREEH A S
A ORIEME OB RIS &N FRNCHE L8PS E N D08 2 hOfEt (3679 3Bk & O 3687
B ] RO 2 SR 5 8E TR TRYE S 2 BRI O AW TR SEHEOREE (4010 5U8R) 2370
nico 3RBRIL. Wb EEERE A x5 L Lo, BIEAEIY 117, ZEER., HEES, 2870
AA =R TH o 72, 4010 RBRIT. KEAMBERLF (FDA) ' BINERLT (EMA) 2K OVl
SEATEOE N E S E RSSO (PMDA) O H A R T A 2B W TEW RSB IC LT
—EAIIZER D H AV TV B AN HE © TR MR OV E S 47z, 3679 3R & O 3687 R Cld, Roefiil s
BAF—=RN—=FHA v BEHINT, TROLEERE L, FHI TS SREN R D 3 >R (1
mg/mL. 3 mg/mL &N 10mg/mL) @95 H 2 >ORANOFE %257, B~ 71T FO¥EHIIEE <,
BHERE OSMPIRNEMC D72 Z LB REMEL 7 a A4 — =T A TR E o7z, A
AFT ATV T 4 (ETHEEGEOFIRNE S OLE) ORFHIBWTIE, 5Eil7 g A4 —/—
ERHV B (3687 #BR) . AR, (k27141 22RO Z L,
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FERBH 7 e 77 AT &z, RENERD 45O~/ vF FEA] (1 mgmL, 1.34 mg/mL,
3mg/mL X TF 10 mg/mL) OiEWZREFT 2 HHYT, 3679 s & 1 3687 BRIZIS W TR #7225 3
SORFIM (1 mgmL, 3 mg/mL &K 10 mg/mL) OFRIEENGFHI SN (F2.7.1.1-2) , B ALF R
PEFED 1.34 mg/mL OFRF] (FEBRARAD) 13, T_TOH 3a AHFER L OSBRI F2HE L 7= B bR KB
BRCEH Sz, B~ 27 LF RIBE 1.34 mg/mL 13 3679 3R5R & O 3687 ikBR THia S /- IR EHPH (1
mg/mL, 3 mg/mL &N 10 mg/mL) 128 EN5,

3679 WRIL, RARDRE DL~ 7T NRAIM O REFMED SN SN Th - 7o, AR
TiE, b~V F RBEEIANY) T =2 3 V ENTEmNEET v o3 U > 7 flEE (LOCT k)
ZHWCOrSNz, £0%, ZOWPEEZ~ MY v 7 298 (W) ORBZ2=75 2 LB L,
Mg~ 7 VT RREOHEMMNEELZ T - ieEnH 2 Z LAV L (2.7.1.13.1.1 #5)
D, 3679 R DL NI AERAMGRT D720, < U v 7 ZRICHT BIREZMEDME, R
Vr—varaIhki®Rikra~ 7277 4 /%07 NEESHTE (LC-MSMS 15) % VT 3687 3tk
ZHEM LT, £7o, 3687 BT~ VT RE TR &2~ 7T REIRNE G 21T, #aktg s
AAT A T8V T 4 BRET STz,

Y~ ZVF FEEROSE TRIE, B2 MR 182135 o%ic Tl »5 Tk c£8F S
N7z (£271.1-2) ., 20O, 4010 TIL, 0200838 E TR cCiEI Lt~ LT
R (B F#eh) BRI C A FRIRS SR S s,

3 ODEERFER (3679 B, 3687 BN N 40107888) Tlx, =2 RABA > M a6 L, EHR
WET N ERNTIRIT L=, TA R4 2 20E-> T, 4010 BBROE T /LI T8, B, B 58T
MO GNEFNOHERE 2 FERR E L TEDI, RNEils vm 24— S—ikr (3679 7l & U 3687
B TIE, A RO A EER R 7 b BB R A2 BET 220 ICfE 2 LB L L
TEDIZET MR RENRR 2 HAM O Z 1T 572, 3687 RO NS AT XA T YT 4D
FHMITTIE, = RRA > R EFATANCHE CTHIE Lz, 7 i3 b, WRE K O & [ &0 &
ELTED,
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Phase

Trial

Synthetic manufacturing process: Strength (mg/mL)

Recombinant manufacturing process: Strength (mg/mL)

1 3 10 1.34

1 3 10 1.34°

Phase 1

1820%¢

X X

3679°

X X X

4010

3687

3633°

3634

3789¢

3652

3616

3651

3817

3818

3819

3635

3684

3685

Phase 2

1821%¢

Phase 3a

3623

3626

3624

3625

3627

4092

4091

3744

Supportive
data
NN9924

3790°

Ll R R A e R A R R e R R e

Notes: a Proposed commercial product of semaglutide (product to be marketed) b Semaglutide in plasma was analysed
by LOCI assay in trials 1820, 1821, 3633 and 3679. In the remaining trials, LC-MS/MS was used; ¢ 1 mg/mL used for
the lower doses (0.625, 1.25, 2.5, 5 pg/kg) and 10 mg/mL for the higher doses (5, 10, 15 and 20 pg/kg). Both 1 and 10
mg/mL was used for 5 pg/kg, depending on body weight; d 1 mg/mL used for 0.1 mg, 0.2 mg, 0.4 mg and 10 mg/mL
used for 0.8 mg or 1.6 mg; e The final trial product (1.0 mg [3H]—semaglutide/mL/up to 1000 uCi/mL) was
manufactured at the trial site by the CRO by mixing semaglutide 1.34 mg/mL, [3H]-semaglutide drug substance and
semaglutide placebo; f an oral formulation of semaglutide is currently under investigation. Therefore the relative
bioavailability of oral versus s.c. administration of semaglutide was investigated in subjects with type 2 diabetes in trial
NN9924-3790. However, this route of administration is not part of the current application, and therefore not reported

here.
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27113 AE.
271131 MmMEREITILF FREEDEIE

ERARBHIE 7 1 77 AOPINZI W T, ifEf -t~ 7T REEIL LOCHEIZ L W JlE S (1820
AER, 1821 Bk, 3633 AL 3679 #BR) . £ D%, WEEIX LC-MS/MSIEIZET Sz (&
27.1.1-2) . WTFROHEES, vt~ 7 F FREZAE Lz, Rt~ 27 0F FiREIL LC-MS/MS
B X0 RE Sz,

LOCI K N LC-MS/MS E1x, Wb BIET 2BUTO T A KT A 30PER OfEdE 078 2 ptn . TE
WEEE. REEE. JRINME, FE, HEBMROZEMEICOWTAY F—v g v a7 (£2.7.1.1-3) . S5
BTV OFSHT (ISR) DM FlgREER 208 U CHEME S vz, M4, itz 7z LC-MS/MS iE2
NYF—yvarapex, £ FEE (LLOQ) 1% 1.94 nmol/L Th -7z, HWENFEFMEZIT 5 72D
ICEORHMERENLIEL S22, WERITEELS, LLOQ IE X VKV 0.729 nmol/L THJE
N F—varsii,

A CHIER (LOCHEKL N LC-MS/MS ¥£) 73, FEREIREEBRIC b Sz (Module 2.6.4.2.6.4.2 &%
BozZ k),

LOCI i%

Mg~ 7 VT RREIX, /R VT 0 AZFERBR L, NU T — 3> L7z LOCIEE vz
HEHEIZ LD RE Sz, LOCIEIX, =2y rE U ATa— ST 7874 —bE—XK VPR LT
F7EY L TCa— &N RFP—E—XD 2D B — ADUHEICHESL , REV =T ARITHET v
A THD, B I NANTF FITxT 2R RILHUE (GLPb-7F1) &7 7 874 —bE—XIfET 52 L
k0, BREEESTFREL L, APV R EY U Ta— FEnk FF— b — X3RN T
Hb, B~ T RICHT 5 E4F ALk (GLP162-3F15) 28, $oBERISc KB RA » FRED
ooz ointz, L—¥—pmEiEicky, Fr—be—XcBW\WT—HERENEEL, Thick-T
LR 7 FNBT 78T H— =X b EN D, ZO®tT 7 F Vi Envision” V) — & — Tt
HE ST, MHERE, BEfg R R OVVEE B (QC) MKIX—F L o) I U IUEEE (EDTA)
e e UCERBOUIFAR S, 2 BRAE Sz, mAERIAROIERE X, weighted logistic fitting & F\ T
HHsn,

LC-MS/MS %

Mg~ 7 vF RREIL, miEh &% o R0 B2 R EE72 %2 LC-MS/MS (L7 hr X7 L—
A A b, RPT 47 MRME— K, m/z : 1029.5 — 136.3) % H\W\CHIE S iz, ARREEOBI KL
O 77— 5 1 Celerion Switzerland AG TITOMN T2, fx biRS) TR/ A 42 TH D 4D E
DA Ay (m/z:1029.5) KOVFEDT7Z 7 Ak (m/z: 136.3) 2, ER{bO7=OITRINS T, &
~ 7 F ROREEFELEAE (NNCO113-0000-0679) XIELZEE 72 E LA (NNC0113-0000-4168) 73,
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EEONEEREYE (2T m/z : 1106.6 — 123.2, m/z : 1033.5 - 136.3) & L TS/, KA
BB, RREAH R Y QC MR, KsEDTA MM & U CTERECUIFAM S vz, mAERIE DR EIT,
weighted linear regression fitting (1/x)% W CHRH X7,

Rt~ 70 F RREZ, M4 & RO REREEZ T LC-MSMS IC X v lliEEshi, &t~ 7T
R DOEIRB &~ DIERFRAVFE S 2B < Tod | RO FIRUZ F5U) T Triton™ X-100 23 FIN s 7z (R
1% Triton™ X-100 9/1 v/v) , AHEIEDBFE L O\ 57— 5 1% Celerion Switzerland AG T{TH 4172,
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#27.1.1-3 BIE &
Assay Matrix Parameter Results Cross-reference Study ID
LOCI Plasma Range 0.500 — 50.0 nmol/L M 5.3.1.4,207163
Accuracy 81.4% —114.1% M 5.3.1.4,207163
Precision 4.1% — 4.8% M 5.3.1.4,207163
Dilution Dilution 1:2, 1:4, 1:16, 1:60, 1:150 and 1:600 M 5.3.1.4,207163
within acceptance
Sensitivity LLOQ = 0.500 nmol/L M 5.3.1.4,207163
Plasma 24 hours at room temperature and at 4°C M 5.3.1.4,207163
Stability 12 months at -20°C M 5.3.1.4, 209082
Freeze/thaw 5 cycles M 5.3.1.4,207163
plasma stability
Interference Sensitive to haemolysis in samples M 5.3.1.4,207163
ISR Within acceptance. Samples from trial 1821 M 5.3.1.4, 208465
ISR Within acceptance. Samples from trial 3679 M 5.3.1.4, 209099
ISR Within acceptance. Samples from trial 3633 M 5.3.1.4, 209507
LC- Plasma Range 1.94 — 194 nmol/L M 5.3.1.4, AA91659
MS/MS Accuracy 93.6% — 119.6% M 5.3.1.4, AA91659
Precision 3.7% —18.1% M 53.1.4, AA91659
Dilution Dilution 1:20 within acceptance M 5.3.1.4, AA91659
Sensitivity LLOQ = 1.94 nmol/L M 5.3.1.4, AA91659
Plasma 24 hours at room temperature M 5.3.1.4, AA91659
Stability 582 days at -20°C M 5.3.1.4, AA91659 and AA95112
322 days at -80°C M 5.3.1.4, AA95112
Freeze/thaw 3 cycles at -20°C and at -80°C M 5.3.1.4, AA91659
plasma stability
Whole blood 2 hours at room temperature M 5.3.1.4, AA91659
stability
Interference Minor impact of haemolysis at LLOQ M 5.3.1.4, AA91659
NNCO0113-0000-3363: None
ISR Within acceptance in all trials
LC- Plasma Range 0.729 — 60.8 nmol/L M 5.3.1.4, AA95860 and CA11388
MS/MS Accuracy” 85.2% — 96.5% M 5.3.1.4, AA95860
96.1% —100.2% M 5.3.1.4,CA11388
90.0% — 107.7% M 5.3.1.4, ZZ44775
Precision® 2.7% —15.3% M 5.3.1.4, AA95860
2.2% —6.8% M 5.3.1.4,CA11388
2.9% —12.5% M 5.3.1.4, ZZ44775
Dilution Dilution 1:5 within acceptance M 5.3.1.4, AA95860
Sensitivity LLOQ =0.729 nmol/L M 5.3.1.4, AA95860 and CA11388
Plasma 72 hours at room temperature M 5.3.1.4, AA95860 and CA12337
Stability 1021 days at -20°C M 5.3.1.4, AA95860, CA11388

351 days at -80°C

and CA17145

M 5.3.1.4, AA95860 and CA17145
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Assay Matrix Parameter

Results

Cross-reference Study ID

Freeze/thaw 7 cycles at -20°C M 5.3.1.4, AA95860 and CA17145

plasma stability 2 cycles at -80°C M 5.3.1.4, AA95860

Whole blood 2 hours at room temperature M 5.3.1.4, AA95860

stability

Interference No impact of haemolysis M 5.3.1.4, AA95860 and CA11388
NNC0113-0000-3363: No impact M 5.3.1.4, AA95860 and CA11388
Atorvastatin: No impact M 5.3.1.4, CA17145
Digoxin: No impact M 5.3.1.4, CA17145
Metformin: No impact M 5.3.1.4, CA17145 and AA98749
Warfarin: No impact M 5.3.1.4, CA17145
Ethinylestradiol: No impact Trial 3819 (M5.3.3.4), Appendix

16.1.10
Levonorgestrel: No impact Trial 3819 (M5.3.3.4), Appendix
16.1.10

Paracetamol: No impact M5.3.1.4, AA98749
Acetylsalicylic acid: No impact M5.3.1.4, AA98749

ESRD patient  No impact assay valid M 5.3.1.4, CA17145

plasma

ISR Within acceptance in all trials

LC- Urine® Range 0.729 — 60.8 nmol/L M5.3.1.4,CA11773
MS/MS Accuracy 99.0% — 105.0% M 5.3.1.4,CA11773

Precision 2.2% —5.0% M 5.3.1.4, CA11773

Dilution Dilution 1:5 within acceptance M 5.3.1.4, CA11773

integrity

Sensitivity LLOQ =0.729 nmol/L M 5.3.1.4, CA11773

Urine Stability 24 hours at room temperature M 5.3.1.4, CA11773
225 days at -20°C M 5.3.14, CA11773
105 days at -80°C M 5.3.1.4, CA17145

Freeze/thaw 3 cycles at -20°C M 5.3.14, CA11773

plasma stability 2 cycles at -80°C M 5.3.1.4, CA11773

Interference None M 5.3.1.4,CA11773

ISR Not relevant®

Notes: “Assay validated using analogue Internal Standard (AA95860), assay validated using stable labeled Internal
Standard (CA11388) and assay validated using stable labeled Internal Standard and automatic sample preparation
(ZZA44775); ® Matrix defined as urine/1% Triton X-100 (9/1 v/v) (Assay range corresponds to 0.810 — 67.6 nmol/L in
urine); © Semaglutide concentrations below assay LLOQ in all samples. ISR not carried out.

Abbreviations: LLOQ: Lower limit of quantification; ISR: Incurred Sample Reproducibility; ESRD: End Stage Renal

Disease

B ITNTF RAALFTT TV RO DA FT F VT 1 LAR— MM, Module 5.3 D1 & DR

DIEBFEIREE~DOSRI L & I3k 27142 10 BFR R LT,
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2711311 BIEZEDER

1820 7R (b MR E, HEHRE) | 1821 35k (5 2 A ERE) | 3633 3R (MG - =—
ATy /SAARN) KO 3679 BB (RSN - JANRE) (BT 28~ 27 0F ROANAL AT TV A3
LOCIHEIZ L W iToTe, D%, RUEET~ M) v 7 ZROBE LT 52 LAVH L, &
~ VT RIREOREMEN L Z T /iR S5 Z LA L, o), B~ 7 vF KON
AL T F VT ADTZDDOREBEORELEN LC-MS/MS JEIZFE SO TR & iviz, LC-MS/MS 5 TlE
VT — g VREUTE N AT ) v RZBNT~ b v 7 ZAZh5R mwgm&#oho_@
72, Z D% OEEREIRBR N O 3a tHEBR TlX, B~ 27V F RO AL 4T F U 2 A 121E LC-MS/MS
EMME R S 47z,

3616 38R (BERERRE) [2H W\ THRIAIZ, LOCI{EK Y LC-MS/MS IED I 7 Tt Shiz, Z Dkt
DL AT TO LBy ThoTo,

o IMHEFE~ LT RIEBEOREMIZ., LOCIE & il LT LC-MS/MS IETEnoT2, T DEWIZD
Wi, ﬁ%$@tvﬁ»%F%f:%fbt@ﬁﬁ&%mho?&b% ERE LY HIKEE T
FOEENRD N, P~ 7T FREOHIEMEIT, REH B U T, LOCIE & bl
L T LC-MS/MS IE TR LT 2f5mMo T,

o HFRIHHME TS (AUC) O#BREIZENIL, LOCIVE (29~50%) & H#k L T LC-MS/MS (17~
27%) ET/INE o7,

Y~ 7 VT RIg#EREIL, LC-MS/MSTEIC K VLT —4 L ik LT LOCIEIC L 0 K< H#EE
ENTTTREMEN o T, FRCHEMEIE Y 0 7 7 A L O (til) IZHHND LD RIREETL Y K& 72
WENHST-EEZBN5, Lo TLOCIHEIZ L DA A7 U 2 RIZHES < SEWENHE DG R ORI
Hleo TUIEBRBPLETHY , ZNHDOT —H % LC-MSMSIEIC LA NNA AT F I v ADT —X LH
PR & TIEAR VY,

BEIRBAFRE 7' 1 77 5 Cld, LOCHEIZ X D34 A7 U v RZEES  FEWEHREDOFE R IOV Tk, #r
TR 2 940 L, LC-MS/MSIEIC L DA AT U VRICHE AW THME L7, 207,
3634 B KL O 3687 iR (LC-MS/MS JEIC L DA AT F VU v R) THLNZEDEREDOFERZ H - T,
NN 3633 ABR KL TN 3679 5BR (LOCIHEIZ L2 \A AT 5V v R) THOLN-IEMENREDRE R & 2
L&z 5,

271132 H\ETYTILF FHEEQRIE

it~ 27 F FHUROEAIL, MRt M RERE (1820 #ER) | 25 2 MM ERERER (1821 #AER) |
W OO RFIRFEHEER K O 3a fHRBR 7 1 7 7 AT STz, ik~ 27 F FIikooirix, &
PER 727 7e—F (D BEBEANAZ V== 7050, 2 BebE A SR8 oo, 3 Bl B ASWNIAVEZ v =2

UHRARTF R-1 (GLP-1) & DX BS54 B O 4 BB A 23 in vitro TOHRIFUAS T 2 F T =
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e, BEICRET AR Z LTI RT, o, FE7Z2it I D\ Tl Integrated summary of
immunogenicity (Module 5.3.5.3, Section3) =& Z &,

MY ILF FiERIA K

FIEDHILIL 2 AT D2 WHUAS e HIE (RIA) HE1E, 1820 3XBR, 1821 BRBR, 3633 #lBR & 13819
BRIZ BV THIRINE GLP-1 & ORI IS D o3HT &2 d ettt ~ 7 VF NPUREA DT O 720 B
Nz, RREEDOBR KL ONY T—2 g 03/ R VT 4 AZ7#E Tz (Module 5.3.1.4, Study
207194) , ARPEETIE, DI CEEESNE-E~ 20T REEH L, ETDRIKCFET 28t~ 2
NTF RPURE G STz, WEFIE, WENRT A =4, QCHREK DAY F— 3 VOFERIZONTO
FEAMZ2 @RI, Integrated summary of immunogenicity (Module 5.3.5.3. Section3) #ZMRDZ &,

WRINTZHUERIALE (7 b v 7 X EHFNOFUEIS T 72D OMKORTHAE 2 ETe) 73, 5 3a
FERABR 7" 1 77T B R O% ) ORGIRIEFEAERIZH V)T, NEPE GLP-1 & DRSO a & ivhit <
TNTF REUREAD IO T DIZHW b7z, /NY 77— = I Celerion Switzerland AG TIT o472
(Module 5.3.1.4, Study 212541 & T*216098) . HIE/XT A —% QCHREK O F— a3 »OfERIZ
DN T OFEMIZ2REBH X, Integrated summary of immunogenicity (Module 5.3.5.3, Section 3.2.2) &R
&,

RRUADAIE &

Invitro (2R D8~ 7 VF FHUEOPRUWEH OFHEIL, FAlE U+ v a7 v b LIckOFEZHN
AR S L7k 2 VT, fifaz v ebtt ~ 270 F R mGuailEEIc L v iThiiz, In
vitro |28 D8t < 7V F F-GLP-1 ZXHUAOTFIUEM ORI, EHE2 T+ v 27w b LED
FEHEBRICER R S iRz VT, Mz V72850 GLP-1 FFRFUARIEIEIZ L 01Tz,

1821 ABRIZIS T B in viro DFFER OFHINIL, FEAELIRICRS NIBEZ T, fFL2
& —lig (BHK) #faZFH Lz Rt RiEEIC L v iTbid, Mg~ & b GLP-1 XEEK D
N T 2T —BUR—F—BIETFN T AT =7 F a3, RAEETE, 7 A0F Rk M
fRg 2 BE T 28~ 7 v FHURMER 2 /x5t & (RLU) & U THIE L7z, ARREEOBTE &
UNYF— a0t /R VT 4 A7 4TItz (Module 5.3.1.4, Study 207300) , JHIE /N7 A
— X QCHHAKL N T — g3 »OFERIZHOWTOFEMZRFA X, Integrated summary of
immunogenicity (Module 5.3.5.3, Section3.2.4.1) Z&HOZ &,

F a7 0 77 A TIE, v M) vy 7 ZAFHERY RS T2DDORY =F L 7Y a—/4 (PEG)
2 X DR DRHLEL 2 & et B L2 IELEE FHWT, invitro IZBT 281t~ 7 VT RHUEOFFI/EH
Zeabil U7z, ARRIERER 1821 B CHW S HIEE & [FIERIZ BHK MIfEIZ S\ T Tz, AR
EVEDBRE L IR F—a 0k, /R T 4 27 4Tz (Module 5.3.1.4, Study 214429)
HIERT A =% QCHIKKONY T — 3 VOFERIZHOWTOFEM 7271, Integrated summary of
immunogenicity (Module 5.3.5.3, Section3.2.4.2) Z&MDOZ &,
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FHEMEMMICERSNTZBRED 5> B, NEPE GLP-1 &£ ORI LN E AT i1t~ 7T RHER
Bt Cdo o 7o AIRIZ DWW T, BRIROFTEE 247V, [F UM Z W 72 B]IEE 2 - Clin vitro 1231
LHRFERARHE SNz, 7272 L, Mot~ 7 vF R TldZe< GLP-1 TiTo 72, ARIEED
BARMKONY F =g 03, SR T 4 A7 4TI (Module 5.3.1.4, Study 214422 KT
216154) . HIE/XT A —H QCHIEK N F—3 g OFEFIZOWNTOFEMZRFLAIL, Integrated
summary of immunogenicity (Module 5.3.5.3, Section 3.2.4.3) ZZ&HOZ &,

I JILF FHEMN IgE AR E D =H D ImmunoCAP %

ImmunoCAP {513, T1RERFEITEIN T 2 B O RMEEBUE DO\ W D72 OIEE S ook LT, &~
T RRERIGE 7 07 Y U E (IRE) FUAOHHO =D bz, AEEDORHEROANY 7
—Yavit, AR AT 4 A7 (ETITbAE (Module 5.3.1.4, Study 213540) , Z ORIEEIL, 3627
AR KL O 3744 3B CEH S 47z, MIEFE, MIENT A =2 QCHIELUNY F— 2 U OFERIC
DN TOFEMZ2 3B IE, Integrated summary of immunogenicity (Module 5.3.5.3, Section 3.2.3) Z=Z M0
Zé&,
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2.7.1.2 R DHAERGERDER

NAFTRAZEYT 1, FEELOEYFORIEEZ G LB —E %2 62 OO R
K OGERIZ DWW T OB HZRHA & & ISPk 2.7.1.4.1 12773, Module 5 D] # DFRER D IEERIBTEH S
FAOZRE S THER2.7.1.4.1 1R T,
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2713 £HBEE L TORMRDOLLE & #47
27131  NAFTFRASEYTA

TR E x5 & LT, B~ 70T RERIRNEESZXT 58~ 70T R TG OMKI A 7
TR_AZ VT 4 DR 3687 iR TIT o 72,

B~ T NTF ROMKIASA T T XA TV T 413, B~ 7 VF F0.5mg HERZ TR G#% LN~ 7
VT R 025 mg RN G4 0D AUC e DI E L THEE L7z (2 2.7.1.3-1) , #lRNEES% D AUC 12
SWTIE, EBEOHETH S 025mg 705 0.5 mg lZ FHEAMIE L7z, AUCqns DT EH D (2 Fi#5
SEIRNIR ) DHEE SNt~ 7T RETRGEOMEINA T T XA VT 413 89% ThH

277,

& 2.7.1.341 BEEREICE T EITILT FOBMINA AT RASE ) T 1 - 3687 HER

Trial Dose (Strength) Administration ratio AUC(.;,r Ratio 95% CI

3687 s.c.: 0.5 mg (1 mg/mL) s.c./i.v. 0.89 [0.83; 0.94]
i.v.: 0.25 mg (1 mg/mL)

Note: In the i.v. treatment group the AUC was dose-adjusted from the actual dose of 0.25 mg to 0.5 mg
Abbreviations: CI: Confidence interval; s.c.: subcutaneous; i.v.: intravenous

KEBES, FREE R OESICE THRE LB DO~ 7 F RO NSA T T XA Z U T 1%,
L SR By BEARAT &2 F O TR L 72 (Module 2.7.2.3.1.3.6 21X Module 2.7.2.3.1.6 #ZRD &)
BB x5 . KBRS K O B i 5- 0 & FIRABIZ 35 1T 2 S0 5 5 0D b 0D 90% (5 X [ 53 5
AT HLE L7 &GP (0.80; 1.25) I ADHEIT, 3 nTOEGHMNIIT RCHAETHDH LB 2 biL, B
T (EFIRRE) ok, KBRS, TEET 0.97 (90%FHEXE : 0.93;1.00) K& O L, MEEC 0.93
(90%EHEX ] : 0.90;0.96) ThH o7z, DO Enb, BT RELHIZIE, 3 5 FTo& 5% X
BTDHZERSHNDZ ENTE D,

271311 Z0thORERER

OGO~ 7/ F K (NN9924) (ZHAEEHTH Y | HBiZ GRBIIAPFEOXIG TIEAR U,
X oT, BROBGIZET 2 EHITIA Module |25 H 720,

27132 ERRLSHEIRERMOEYFEHRFNE

TRCOBEERBRICBNT, F—L G0~ 7vF REF EHR) MEF SN, LavL, BEE
BZ 70 7T LO@P CHEEORLE TERA/LEINZ Q7111 #5H) |

4010 B (B~ 7L F K 0.5mg DHERE) (BT, 20848 TE ik X0

THLUE SN T~ 7 VT R & AR O AW 7RIS TN S 472, AUCquq M2 OV ) i H iR

(Crax) D EED 90%{5 T X ] 28 R HLE L% (0.80; 1.25) IS A DB AT AW AR SRR S
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noz &bz fEe LT, 4010 3#5 < C5E U 72 5 K O % B iy ClldE U 72 ik %
E T RIAIM AW FE RSN RSN (£2.7.1.3-2)

*2.7.1.3-2 REHBRECE T OIRGIHETRERMOEMFHNEFT

Trial Semaglutide Dose AUC)-1ast Crax
Ratio [90% CI] Ratio [90% CI]

4010 Recombinant manufactured 0.50 mg
drug substance versus
synthetically
manufactured drug
substance

Treatment ratio

Recombinant / Synthetic 1.04 [1.02; 1.06] 1.04 [0.99; 1.08]

Notes: AUC.j,5¢ and Cy,, Were primary endpoints
Abbreviation: CI: Confidence interval; AUC: area under the curve; C,,,,: maximum concentration

27133 EIYTILFRFEENEL ZEFBOREN

TRTCOEERBRICENT, RO~ 27AF REK GEFE) MER S, L. BE
T 07T ADEPCHAMO~ 7 VF FRESZERE S 27111 2#28) . 368738k (&
<~ 7 VF R 0.5mg DH[EIEE) (28 W T, B~ 70T FREENRR 28K (1 mg/mL, 3 mg/mL &
10 mg/mL GeFEEi) ) D REEEMEDFEAR S 72, AUC.ins D HL D 90%1E #E X 2N FATICHE L 7= %l
(0.80; 1.25) IZEENDLAICFAEMENREND Z & & Le (ZEEOTEII I TORN-T2) |

3687 ARBRICEBV T, MIBTER (AUConp) DOXRTHENIC LY 3 BEMORISEMEN RSN, Zhicky,
T~ NTF ROKRBERX, 1~10 mg/mL OFFHICB W CRAIF O~ 7 VT RBEOREEZIT R
WZEWTRBENT, Con B LT Z A, B 7T FRED 1 mg/mL & 3 mg/mL ORA|M Tl
FISMEOIAEZG - L7228, 1 mg/mL & 10 mg/mL O BHIE K O 3 mg/mL & 10 mg/mL O BLHIH TIE[A
MR EN RN o T (£ 2.7.1.3-3) o BT NIBENRRELRD 3 SOOREF G D Chpux D21
¥ (GEHME) X, BEO BRI TN L7 (1 mg/mL, 3 mg/mL & 10 mg/mL TZALE4L 11.3
nmol/L, 13.1 nmol/L & T8 16.2 nmol/L (f}§%2.7.1.4.1) ] ,

3687 BRI DR DA R, BEL T 367938 (LOCLIEIC LD ¥~ VTF FOARL AT F U TR
EiTo70) ORREXFFT20b0Tho7z ((H8£27141 25O L) |



Module 2.7.1

20 of 21
%£27133 BEERECHSTHEFNEEDORDREFMSE
Trial Semaglutide Dose AUCqy_ins Crax
(Injection volume) Ratio [90% CI] Ratio [90% CI]
3687 Strengths
1 mg/mL 0.50 mg (500 uL)
3 mg/mL 0.51 mg® (170 uL)
10 mg/mL 0.50 mg (50 uL)
Treatment ratio
1 mg/mL / 3 mg/mL 1.02 [0.99; 1.05] 0.91 [0.84; 1.00]
1 mg/mL / 10 mg/mL 0.97 [0.94; 1.01] 0.71 [0.65; 0.78]
3 mg/mL / 10 mg/mL 0.96 [0.92; 0.99] 0.78 [0.72; 0.85]

Notes: * For semaglutide strength of 3 mg/mL, 0.51 mg was administered due to increments in the device. For the
statistical evaluation the endpoint was dose-adjusted from 0.51 mg to 0.5 mg.

AUC was a primary endpoint and C,,x was a supportive secondary endpoint.

Abbreviation: CI: Confidence interval; AUC: area under the curve; C,,,: maximum concentration

TENRAMAITH L~ 70 F FIRE 1.34 mg/mL ®ANL, E25 3a fHRER 2 & Lo ARGABR O K
o THWONTE (22.7.1.1-2) , 3687 #BRIZEBVT, 1 mg/mL & 3 mg/mL #AIM D AUC &Y Cpax C
RSP LD - STz, TARAIORE TH S 1.34 mgmL 13 Z OREFHHNTH D Z Lnb,

1 mg/mL & O 3 mg/mL A HELNTZT —F 03, 134 mg/mL /AN HTNIED EBZDHDIEHY
THD, 10mg/mL & 1 mg/mL BAIR KON 10 mg/mL & 3 mg/mL BAIF O bl Tld, wiggEHE (AUC)
TR R SNIZD, Coa (COW RSBV R SR~ Te (£2.7.1.3-3) . B, B~ LF
R¥EEE 10 mg/mL BANX, 2 DO EERFEPLEER (1820 7B O 3616 385R) KOV 2 FHAH &3 E
AR (1821 3#lR) T Sh, AREEIRBRFE 7' 1 7 F KT 1T DL RN O O RIRR 22k,
Y~ 7T RIRE 1.34 mg/mL 8AI 26 H L7z EERE 3a BRI E ST D,
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Food and Drug Administration: Code of Federal Regulations, 21 CFR Part 320, Bioavailability and
Bioequivalence Requirements. July 21, 2016.

EMEA. CPMP/EWP/QWP/1401/98 Rev. 1 - Guideline on the investigation of bioequivalence. 2010 2010.
PR EVERIRO A KT A > (2RI DDA SMRIR S A KT A > (FRk 9 48
12 A 22 Aff, BEIFE 487 BREAE ERZ 2 RERE IR @) )

Viswanathan CT, Bansal S, Booth B, DeStefano AJ, Rose MJ, Sailstad J, et al. Workshop/conference report -
Quantitative bioanalytical methods validation and implementation: Best practices for chromatographic and
ligand binding assays. Aaps Journal. 2007;9(1):E30-E42.

Fast DM, Kelley M, Viswanathan CT, O'Shaughnessy J, King SP, Chaudhary A, et al. Workshop report and
follow-up--AAPS Workshop on current topics in GLP bioanalysis: Assay reproducibility for incurred
samples--implications of Crystal City recommendations. AAPS J. 2009;11(2):238-41.

Nowatzke W, Woolf E. Best practices during bioanalytical method validation for the characterization of
assay reagents and the evaluation of analyte stability in assay standards, quality controls, and study samples.
AAPS J. 2007;9(2):E117-22.

Guidance for Industry. Bioanalytical Method Validation. U.S Department of Health and Human Services,
Food and Drug Administration, Center for Drug Evaluation and Research (CDER); Center for Veterinary
Medicine (CVM). May, (2001).

European Medicines Agency, Committee for medicinal products for human use (CHMP). Guideline on
bioanalytical method validation. EMEA/CHMP/EWP/192217/2009 Rev. 1 Corr. 2**. 21 July 2011. 21 Jul
2011.

Food and Drug Administration. Code of Federal Regulations, 21 CFR Part 320, Bioavailability and
Bioequivalence Requirements. 4/1/2008 2008.
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Frel

Lv.
LC-MS/MS
LOCI

M

s.c.

2

tmax

VS.
Vz/F
A,

Eia—F—%
DE

area under the curve

maximum concentration

confidence interval

total apparent clearance

female

relative bioavailability

intravenous

Liquid Chromatography and Tandem Mass Spectrometry Detection
luminescent oxygen channeling immunoassay
male

subcutaneous

terminal elimination half-life

time to maximum concentration

versus

the apparent volume of distribution

terminal rate constant

Germany
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271411 NAFTRASEY T 1. AFEERVCEYZHIEFHABROERN

Trial ID, Trial Design and Subjects Treatment and Dose Results and Conclusions
Report Location, Objectives Exposed
Region, (M/F)
Analysis Method
4010 A singlc? centre, Healthy Semaglutide: single 8.C. e Bioequivalence was demonstrated between semaglutide produced by two different
M5.3.1.2 rapdomlsed, dguble- 28 (12/16)  dose 0f0.§ mg synthetic manufacturing processes (recombinant [B] and synthetic [A]) as the 90% CI for the ratio of both
DE blind, two-pe?rlqd, (semagl.utlde A)or 0'5‘ mg the primary pharmacokinetic endpoints AUC_1, and C,,,,, was fully contained within the limits
LC-MS/MS cross-over trial in recombinant semaglutide
. . of 0.80—1.25.
healthy subjects (semaglutide B) ) ) ) ) )
investigating the o  The estimated ratio (semaglutide B vs. semaglutide A) and the corresponding
bioequivalence Strength: 1.34 mg/mL CI of AUC 1o was 1.04 [1.02; 1.06]gpvcr
between s.c. o  The estimated ratio (semaglutide B vs. semaglutide A) and the corresponding
injections of CI 0f C o Was 1.04 [0.99; 1.08]ogosc1
semaglutide e No relevant difference between synthetic and recombinant semaglutide were seen for the other
produced by two d harmacokinetic or pharmacodynamic endpoints
manufacturing secondary pharmacokinetic or pharmacody ¢ endpoints.
processes e No apparent or unexpected safety or tolerability issues were observed for either synthetic

semaglutide or recombinant semaglutide.
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Trial ID, Trial Design and Subjects Treatment and Dose Results and Conclusions
Report Location, Objectives Exposed
Region, (M/F)
Analysis Method
3687 Single-centre, Healthy Group A: Equivalence (group A)
M53.12 randomised, Group A:  Semaglutide: single s.c. e Equivalence was demonstrated for semaglutide total exposure after a single 0.5 mg dose for the
EE 1nc9mplete two- 32(20/12)  doses of 0.5 mg pairwise comparison between the three strengths of s.c. semaglutide; as the 90% CI for the
C-MSMS pgrlod eross-over . . estimated treatment ratio of AUC,_,, was fully contained within the limits of 0.80—1.25.
trial to investigate Group B:  Strengths (s.c.):
the pharmacokinetics 10 (5/5) 1 mg/mL; o 1 mg/mL vs. 3 mg/mL: 1.02 [0.99; 1.05]ogvcr
of's.c. injection of 3 mg/mL; o 1 mg/mL vs. 10 mg/mL: 0.97 [0.94; 1.01] ggesct
semaglutide with 10 mg/mL o 3 mg/mL vs. 10 mg/mL, 0.96 [0.92; 0.99]9gcr
g;t;jfetfél;gtsr:;:ﬁ;hs Group B: Bioavailability (group B)

bioavailability, safety
and tolerability of
semaglutide in
healthy subjects

Group A:
Investigating
equivalence

Group B:
Investigating
absolute
bioavailability

Semaglutide: single i.v.

dose of 0.25 mg and single

s.c. dose of 0.5 mg

Strength (i.v. and s.c.):
1 mg/mL

e The absolute bioavailability after single 0.5 mg dose of s.c. semaglutide was 89%; estimated
treatment ratio, s.c. vs. i.v., 0.89 [0.83; 0.94]9se,cr

Pharmacokinetics (group A)

e The observed geometric mean C,,,, following single s.c. dosing of three different strengths of
semaglutide increased with increasing strengths (11.3 nmol/L, 13.1 nmol/L and 16.2 nmol/L for
the 1 mg/mL, 3 mg/mL and 10 mg/mL strengths respectively).

e Overall, equivalence was not shown with regards to the C,,,,. The comparison between the s.c.
semaglutide strengths 1 mg/mL vs. 3 mg/mL met the equivalence criterion, as the 90% CI for the
estimated treatment ratio was fully contained within the limits of 0.80—1.25, (0.91 [0.84;
1.00]9g0c1)- Equivalence was not shown between the 1 mg/mL vs. 10 mg/mL (treatment ratio,
0.71 [0.65; 0.78]ggesc1) and the 3 mg/mL vs. 10 mg/mL (0.78 [0.72; 0.85]9g,c1) comparisons.

e The median t,,, decreased with increasing strengths of s.c. semaglutide (60.0 hours for the 1
mg/mL, 41.9 hours for the 3 mg/mL and 12.0 hours for the 10 mg/mL strength).

e The terminal t;, of semaglutide remained constant across the three strengths of s.c. semaglutide
with geometric mean ranging from 147 to 152 hours.

Pharmacokinetics (group B)

e The geometric mean of terminal half-life following s.c. and i.v. dosing of semaglutide (1
mg/mL) was comparable, 143 and 137 hours respectively.

e The estimated mean absorption time of s.c. semaglutide was 37.6 hours, [28.5; 46.7]9s0,c1

Safety

e No new safety or tolerability issues were observed for semaglutide
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Trial ID, Trial Design and Subjects Treatment and Dose Results and Conclusions
Report Location, Objectives Exposed
Region, (M/F)
Analysis Method
3679 Single-gentre, Healthy Semaglutide: single s.c. e Equivalence was demonstrated for semaglutide total exposure after a single 0.8 mg dose for the
M5.3.1.2 randomised, double- 44 (44/0) doses of 0.8 mg. pairwise comparison between the three strengths of s.c. semaglutide; as the 90% CI for the
DE bhnd, two-period estimated treatment ratio of the primary endpoint AUC,_,, was fully contained within the limits
LOCI incomplete cross- Strengths: ’
. ; of 0.80-1.25.

over trial to test for 1 mg/mL; )

equivalence between 3 mg/mL; o 1 mg/mL vs. 3 mg/mL comparison: 1.00 [0.86; 1.16]¢ge,c1

s.c. injection of 10 mg/mL. o 1 mg/mL vs. 10 mg/mL comparison: 1.00 [0.86; 1.17]ggect

semaglutide with
different strengths,
and assess safety in
healthy male subjects

o 3 mg/mL vs. 10 mg/mL comparison: 1.00 [0.86; 1.16]gge,cr

e For the secondary endpoint, C,,,, equivalence was demonstrated between the 1 mg/mL vs.
3 mg/mL and between 3 mg/mL vs. 10 mg/mL semaglutide concentrations, but not between the
1 mg/mL vs. 10 mg/mL semaglutide concentrations. The estimated ratios and the corresponding
90% ClIs were:
o 1 mg/mL vs. 3 mg/mL comparison: 0.93 [0.80; 1.10]9gect
o 1 mg/mL vs. 10 mg/mL comparison: 0.88 [0.75; 1.03]ggescr
o 3 mg/mL vs. 10 mg/mL comparison: 0.94 [0.80; 1.11]ggect
e The observed geometric mean C,,,,, following single s.c. dosing of three different strengths of
semaglutide increased with increasing strengths (5.2 nmol/L, 5.7 nmol/L and 6.0 nmol/L for the
1 mg/mL, 3 mg/mL and 10 mg/mL strengths respectively).

e The t,, was reached earlier with increasing strength of semaglutide (63 h for 1 mg/mL, 48 h for
3 mg/mL and 30 h for 10 mg/mL)

e The endpoints t(h), AUC\., AUCoexiras AUCo 29 gayss As» tis, CL/F and V,/F were comparable for
semaglutide 1 mg/mL, 3 mg/mL and 10 mg/mL

o Fwasclose to 1 for all three comparisons (semaglutide 1 mg/mL vs. 3 mg/mL, 3 mg/mL vs.
10 mg/mL and 1 mg/mL vs. 10 mg/mL).

e No safety concern was raised after a single administration of semaglutide 1 mg/mL, 3 mg/mL or
10 mg/mL
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Trial ID and Report Protocol Title Matrix Assay Assay ID  Laboratory BARID
Location Principle (SOP ID)
Phase
Trial 1820 (M 5.3.3.1), A randomised, double-blind, placebo-controlled, dose escalation ~ Plasma LOCI 117686 Novo Nordisk 207203
Appendix 16.1.10 trial of single subcutaneous doses of NNC 0113-0217 to assess A/S
Phase 1 safety, tolerability, pharmacokinetics and pharmacodynamics in
healthy male subjects
Trial 1821 (M 5.3.5.1), Investigation of safety and efficacy of five doses of NNC 0113- Plasma LOCI 117686 Novo Nordisk 208329
Appendix 16.1.10 0217 versus placebo and open-label liraglutide, as add on therapy, A/S
Phase 2 in subjects diagnosed with type 2 diabetes currently treated with
metformin or controlled with diet and exercise. A 12 week multi-
centre, multi national, doubleblind, placebo-controlled,
randomised, nine armed parallel group, dose finding trial
Trial 3616 (M 5.3.3.3), An open-label trial investigating the pharmacokinetics and the Plasma LC-MS/MS SM1-346A Celerion AA94707
Appendix 16.1.10 tolerability of NNC 0113-0217 in subjects with normal renal Switzerland AG
Phase 1 function and various degrees of impaired renal function
LOCI 117686 Novo Nordisk 209059
A/S
Trial 3623 (M 5.3.5.1), SUSTAIN™ [ — Monotherapy. Plasma LC-MS/MS SM1-385B Celerion CA10562
Appendix 16.2.8 Efficacy and safety of semaglutide once-weekly versus placebo in Switzerland AG
Phase 3a drug-naive subjects with type 2 diabetes
Trial 3624 (M 5.3.5.1), SUSTAIN™ 3 —vs. QW GLP-1 Plasma LC-MS/MS SM1-385B Celerion CA10567
Appendix 16.2.8 Efficacy and safety of semaglutide once-weekly versus exenatide Switzerland AG
Phase 3a ER 2.0 mg once-weekly as add-on to 1-2 oral antidiabetic drugs
(OADs) in subjects with type 2 diabetes
Trial 3626 (M 5.3.5.1), SUSTAIN™ 2 — vs. DPP-4 inhibitor Plasma LC-MS/MS SM1-385B Celerion CA10572
Appendix 16.2.8 Efficacy and safety of semaglutide once-weekly versus sitagliptin Switzerland AG

Phase 3a

once-daily as add-on to metformin and/or TZD in subjects with
type 2 diabetes
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Trial ID and Report Protocol Title Matrix Assay Assay ID  Laboratory BARID
Location Principle (SOP ID)

Phase

Trial 3633 (M 5.3.3.3), A randomised, double blind, placebo-controlled, parallel-group, Plasma LOCI 117686 Novo Nordisk 209058
Appendix 16.1.10 multiple doses, dose escalation study to assess the safety, A/S

Phase 1 tolerability, and pharmacokinetics profiles of NNC 0113-0217 in

healthy male Japanese and Caucasian subjects after weekly
subcutaneous injections

Trial 3634(M 5.3.3.3), A single-centre, parallel-group, randomised, double-blind, Plasma LC-MS/MS SM1-385B Celerion CA13875-01
Appendix 16.1.10 placebo-controlled, multiple-dose trial to assess the Switzerland AG
Phase 1 pharmacokinetics, pharmacodynamics, and the safety and

tolerability of semaglutide in healthy male Japanese and Caucasian

subjects
Trial 3635 (M 5.3.4.2), A single-centre, randomised, double-blind, multiple-dose, Plasma LC-MS/MS SM1-385B Celerion CA10579
Appendix 16.2.8 placebocontrolled, parallel-group trial investigating the effects of Switzerland AG
Phase 1 semaglutide on B-cell function in subjects with type 2 diabetes
Trial 3651 (M 5.3.3.3), A multi-centre, open-label, parallel-group trial investigating the Plasma LC-MS/MS SM1-385B Celerion CA10577-01
Appendix 16.2.8 pharmacokinetics, safety and tolerability after a single Switzerland AG
Phase 1 subcutaneous injection of semaglutide in subjects with mild,

moderate or severe hepatic impairment compared to subjects with
normal hepatic function

Urine LC-MS/MS SM1-395A Celerion CA10577-02
Switzerland AG
Trial 3652 (M 5.3.4.1), A thorough QTc evaluation of the effect of semaglutide on cardiac Plasma LC-MS/MS SM1-385B Celerion CA10576-01
Appendix 16.2.8 repolarisation in healthy subjects: A randomised, double-blind, Switzerland AG
Phase 1 placebo-controlled, three-arm parallel trial with a nested cross-
over design for positive control with moxifloxacin administration
Trial 3679 (M 5.3.1.2), A randomised, single centre, doubleblind, incomplete block trial to Plasma LOCI 117686 Novo Nordisk 209051
Appendix 16.1.10 test for equivalence between subcutaneous injections of the GLP-1 A/S
Phase 1 analogue NNC 0113-0217 in 1 mg/mL, 3 mg/mL and 10 mg/mL
concentrations in healthy male subjects
Trial 3684 (M 5.3.4.2), A randomised, single-centre, double-blind cross-over trial Plasma LC-MS/MS SM1-385B Celerion CA10583
Appendix 16.2.8 investigating the effect of semaglutide on hypoglycaemic counter- Switzerland AG

Phase 1 regulation compared to placebo in subjects with type 2 diabetes
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Trial ID and Report Protocol Title Matrix Assay Assay ID  Laboratory BARID
Location Principle (SOP ID)
Phase
Trial 3685 (M 5.3.4.1), A single-centre, randomised, double-blind two-period cross-over ~ Plasma LC-MS/MS SM1-385B Celerion CA10580
Appendix 16.2.8 trial investigating the effect of semaglutide on energy intake, Switzerland AG
Phase 1 appetite sensations, postprandial glucose and triglyceride

metabolism and gastric emptying in obese subjects compared with

placebo
Trial 3687 (M 5.3.1.2), A randomised, single centre, two period, incomplete cross over Plasma LC-MS/MS SM1-385B Celerion CA14454
Appendix 16.2.8 trial in healthy subjects investigating the pharmacokinetics of Switzerland AG
Phase 1 subcutaneous injections with 1 mg/mL, 3 mg/mL, and 10 mg/mL

semaglutide strengths and the absolute bioavailability of

semaglutide
Trial 3744 (M 5.3.5.1), SUSTAIN™ 6 — Long term outcomes Plasma LC-MS/MS SM1-385B Celerion AA99768
Appendix 16.2.8 A long-term, randomised, double-blind, placebo controlled, Switzerland AG
Phase 3a multinational, multi-centre trial to evaluate cardiovascular and

other long-term outcomes with semaglutide (NNC0113-0217) in

subjects with type 2 diabetes
Trial 3789 (M 5.3.3.1), A single centre, open label trial investigating the absorption, Plasma LC-MS/MS SM1-385B Celerion CA10578
Appendix 16.1.10 metabolism and excretion after a single subcutaneous dose of Switzerland AG
Phase 1 [3H]—semaglutide in healthy male subjects
Trial 3817 (M 5.3.3.4), An open-label, one-sequence cross over, single centre trial, Plasma LC-MS/MS SM1-385B Celerion CA10581-01
Appendix 16.1.10 investigating the influence of semaglutide on pharmacokinetics Switzerland AG
Phase 1 and pharmacodynamics of warfarin and pharmacokinetics of

metformin in healthy subjects
Trial 3818 (M 5.3.3.4), An open-label, one-sequence cross over, single centre trial, Plasma LC-MS/MS SM1-385B Celerion CA10582
Appendix 16.2.8 investigating the influence of Semaglutide on the Switzerland AG
Phase 1 pharmacokinetics of single doses of atorvastatin and digoxin in

healthy subjects
Trial 3819 (M 5.3.3.4), An open-label, one-sequence cross-over, single centre trial Plasma LC-MS/MS SM1-385B Celerion AA96048
Appendix 16.1.10 investigating the influence of semaglutide on pharmacokinetics of Switzerland AG

Phase 1

ethinylestradiol and levonorgestrel in an oral contraceptive
combination drug after multiple dose administration of
semaglutide in subjects with type 2 diabetes
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Trial ID and Report Protocol Title Matrix Assay Assay ID  Laboratory BARID
Location Principle (SOP ID)
Phase
Trial 4010 (M 5.3.1.2), A randomised, single centre, double-blind, two-period, cross-over Plasma LC-MS/MS SM1-385B Celerion AA99458
Appendix 16.1.10 trial in healthy subjects investigating the bioequivalence between Switzerland AG
Phase 1 subcutaneous injections of semaglutide produced by two

manufacturing processes
Trial 4091 (M 5.3.5.1), SUSTAIN™ — Japan OAD Combination Plasma LC-MS/MS SM1-385B Celerion CA14330-01
Appendix 16.2.8 Safety and efficacy of semaglutide once weekly in monotherapy or Switzerland AG
Phase 3a in combination with one OAD in Japanese subjects with type 2

diabetes who are insufficiently controlled on diet/exercise therapy

or OAD monotherapy
NN9924-3790 Determination of semaglutide in human plasma (K3EDTA) Plasma LC-MS/MS SM1-385B Celerion CA12337
Trial 3790 (M 5.3.5.4), samples derived from the clinical trial “multiple dose trial Switzerland AG

Appendix 16.2.8
Phase 2

examining dose range, escalation and efficacy of oral semaglutide
in subjects with type 2 diabetes” by LC-MS/MS
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BERE A AR AR OMERE = — 0 & 7 U RE IS BT D3 544 12 B O Z2fERs i h 7 v

a—ZPEE (mg/dL) (ST 5~ ZNTF ROEE (3634 58B8) oo
2 UM PRI BB ISR DR G4 12D 24 R B FAMRBR CORE /L a— X
T A=BIHT Do~ I NT RO (3635F8BR) oo
2 BURER IR BE IS BT DB 554 12 OZEERA > 2 U > (pmol/L) IZxt3 5t~
TIVT ROFLEE (3635 FUER) oo
2 RUPERIF B 12T D% 512 12 MO ZEIERE C-_X7"F F (nmol/L) (ZXT5&~
TIT RO (3635 BTN 3684 FRER) oo e
TEEE A AN K QMR = — 1 & 7 AR E (21T 2 5-4% 12 022G 2 )
KR C-_TF RIZkT D22~ 7T ROFEE (3634 78BR) oo
2 U PRI BB ISR DR G4 12D 24 R B FAMRBR TORB A A Y X
T A=BIHT D e~ T NT RO (36355 BR) oo
2 UM PRI BB IS BT DR G146 12 D 24 R B F AR TORE C-~FF 8
T A=BIHT D e~ T NT RO (36355 BR) oo
2 UM PRI BB (S BIT D514 123D IVGTT TDA > A YU L PEEE K OV ISR (2%
LT INT RO (3635 FER) oo e
2RBERIE BB I RBIT 5 E% RBEOT VX = AR TOA 2 ) U RN
ISRIZHKT B~ 7 LT RO (3635 FER) oo
2 RUBEIRIF B 2B 1T 2% 512 12 HOBRER 7 v a — 2 FEANRBRTOA 2 Y
PR PEIZRT T B2~ 7T RO (3635 F8BR) oo
fEFEAARANKR OB — 0 o7 RE BT 2% 5% 128D 7 VT F 2%
LB T INT RO (3634 FER) oo
2 UM FRIF BB ISR DR G4 12D 24 R B FAMRBR CORB /L 22X
T A=BIHT Do~ T NT RO (36355 BR) oo
2 BUBE PRI A (BT D 544 12D IVGTT, 7V = Akl L OB 7
Na—AFEARBRCTOI NV T AAKT D8~ 7T ROFE (3635 ) ...

RipEEF D 7V T C-_XTF R, TRV, AT KLUy, alsF
SRR ERVE NI T D~ 7T RO 2 BIFERFBE BT 5
H4% 12 OSEHEpE (Ef 70 22— 2 5.5 mmol/L (100 mg/dL) 7> 5 JEfE %
T) (BOBATRER) oo
2 BUFE PRI B (21T D & 544 12 I O BFERIIRILEE 7 7 7 CD AUCqRr (ZXH3 %
T TN T ROEEE (3684 FRER) oo s
2 BUBEIRIR B 1SR B854 12 H O BpEMKIEE 7 7 > 7 T oK MpEHER A =
T R OGBHBERET A MZxtd b~ 7T ROFEE (3684 35k)
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BNEHICRIT 28~ 7 VT ROEE - Beh4% 12 I8 2 EHgEERE D3 Z
vHE—N (TEINTI ) T72) BETO T 7 AN BET AUC LT Chax

(3685 FRIBR) oo 116
2 FRURE R BB M OB R B (BT D _R—A T A LR G T £ TOREDE
FEIE (K@) oottt 117
fREE H AN K OMERE 2 — 1 o 7 R E B A IREICH T 2B~ 7 VT ROE
BB (3634 FRBR) oo 118
METSHBRE 23T 5= AT A b 54 12 B E TOHKMEMARDOEIE (3685
FRER) oot 119
HAR AN OFE H AR AR E 2B W T PSS HbAle D HEGRR (F/r—
IVOBREFRE: - SUBBIRT T /AT D K)o 131

R—R T A T LTz QTc MROIEERZE (B~ 7V F R 1.5mg— 77 &R)
DHETEAE (3652 FRBR) oottt ettt ettt et ea et et et et et e 138
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American Association of Clinical Endocrinologists CKE RN /W 542s)
American Diabetes Association CK[EFE IR F2)

8-amino-3,6-dioxaoctanic acid (8-7 X / -3,6-V A A7 X ER)
absorption, metabolism, elimination (W%UY - {3} - HEii)

apolipoprotein B48 (77" U 7R % > /37 B48)

area under the curve (JE — IRe[HIHERS MR T )

area under the curve from zero to last quantifiable measurement ($&¢5-% 0 REfN O E &R
RE 72 B i IR AR C O E — IRp ] bt F i )

area under the curve from zero to infinity ($&5-% 0 FEfi]2 & MERRKIRER £ CTOPREE — IR
[T R T )

area under the glucose infusion rate curve (27 /b =— A AGHE gh#R T mifE)
incremental area under the curve (F{N1&IZxEd 2% gl T ifE)
biopharmaceutics classification system ( ZE#)3EA| 7550 AT L)

body mass index (AEEFRE : (KE(Kkg) HE(m))

average concentration in a dosing interval, at steady state (GEHFRAED 1 Al 5-RIf&IZH
D TR EE)

coefficient of variation (ZEEIRE)

confidence interval ({54 X i)

apparent clearance (JL2MF D27 V7 7 2 R)

cytochrome P450 (5 ~ 7 & A P450)

maximum concentration (F5z Il L)

energy percentage (/L ¥ —LLER)

exposure inducing half-maximal effect (50%7 Zhi )

estimated glomerular filtration rate (HE5L % BR{AJE I &)

European Medicines Agency (BRI [ 3K 45 )T)

maximal drug effect (Fx KZhH)

end-stage renal disease (ARHIFE L)

estimated treatment difference (V5% ] 2= O HE EfH)

estimated treatment ratio (JA7%€ [l Fe D HEE M)

Food and Drug administration (K [E| £ /i [ 3£ 5 7))

free fatty acid IFHERGIZ)

fraction of unbound protein

good clinical practice ([ 3£ 5 DGR SR 0O T2 D H:7E)

gas chromatography- mass spectrometry (7227 v~ K77 7 4 —EEBSHTE)
glomerular filtration rate (& EK{A<Jig 1 &)

glucose infusion rate (7" /L =1 — A AHE)

glucagon like protein -1 (7 V7 T 877 F R-1)

GLP-1 receptor agonist (GLP-1 524¥{4)

high performance liquid chromatography (FdE&7 v~ K777 1 —)
hypoglycaemic symptoms score ({EIIFEER 2 = 77)

identification (3% 5)

international normalised ratio ([EBRAZHE L)
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INR

ISR

Lv.

IVGTT
LC-MS/MS

LLOQ
LOCI
MAT
MDRD
MMRM
MRT
NEP
OAS
PD

PK

QT

QTc
QTcB
QTcF
QTcL
Race

Racc,DC

RMR
RQ
s.c.
SD
ti2

tmax

TG
VAS
VLDL
V,/F
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maximum INR response (Fz K INR i)

insulin secretion rate (f > A U 53 WA E)

intravenous(-ly) (FfkPY)

intravenous glucose tolerance test (FfRMN =7 N o7 E 2 7 aklih)

liquid chromatography and tandem mass spectrometry detection (K7 v~ K77 7 1 —
S BT DNERESHNE)

lower limit of quantification (& & F[RE)

luminescent oxygen channeling assay (# B3R T ¥ 1 U o 7 gl E k)
mean absorption time (SR U IRERE)

modification of diet in renal disease

mixed model for repeated measurement ({8 V) i UHIEIZXF 9 HIREET V)
mean residence time (V-7 IRE(H])

neutral endopeptidase (HPE= 2 R _T7F ¥ —+F)

overall appetite suppression score (Fa & HJEAKA =2 7)

pharmacodynamic(s) CE/J7=091ER)

pharmacokinetic(s) (CEK#EhRE)

interval in the ECG; from the start of the QRS complex to the end of the T wave (L& [XIZ35
J 50 5 QRS DA D T I DI £ TOREH)

heart rate corrected QT interval (L% CHHIE L 7= QT FEIl)

Bazett heart rate corrected QT interval (Bazett 35 CHi1E L 7= QT [if)
Fridericia heart rate corrected QT interval (Fridericia ¥ CHliiE L 7= QT [EF3)
Linear regression heart rate corrected QT interval (FRJE[EIFAHIE L 7= QT fk&)
accumulation ratio (&)

dose corrected accumulation ratio (FH & CHIIE L 72 RFEHR)

resting metabolic rate (ZFF{ =)

respiratory quotient (W% %)

subcutaneous(-ly) (FZ )

single dose (Hi[E[#25-)

terminal elimination half-life (V2 2-8034)

time to maximum concentration (g = I H 7 B B 22 IRF )

triglyceride (U Z UtV R)

visual analogue scale (fiRH)7 v 7 A /r— L)

very low density lipoprotein (FEAKEEEE U AR & L /37)

apparent volume of distribution in the terminal elimination phase ((&AKFHIZI 1T 5 B iF D
GARITEY )
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2721 BERUEE
2.7.2.1.1 E=

AEEFRME CIX, 2B RIBEREOIME = > e —L 2B E Lzt~ 20T Kl 1 B T #5128
o BN RE K OSBRI E O 7 — &2 Z2o”d,

2RIERREEDAR

2 HUBERRI I, HEGHR S & T2 & T D TR OB IERHHER B TH 5, T ORIEMTIC i%ﬁ
ZR, AVEEELR OB FRIERZ S 0L RERDEEST 5 2 PRI TERY . KibHikick
DA LAY HRPIME, BB HIIICER T DA R Y A E DR T K OFT T OB H B OIS i@@
PERY 2R @I BE 2S5 &l = & nt,

HAIZRB W TR BE ORIy (95%LL ) 13 2 BB RBICHE S D, 28 HET, BEIED
PALRLH IRIEEN DR T & W o T2 AEERRRO LI X 0 . AARICKT 2HRBRERIIHE R L, Fak
24 AEDERLERE - SRETE (20144F) *TiX, HAICEWT, HRBEAMS B b A (HbAle 23
6.5%Lh ESUTERE T THERRIBORBEEZ T TVD | EEZT-N) OFUIFI 950 A LHEESH
TW5, 2BEERFOEHICIN T, FERFAIHED U R 7 2T 51 &7z - TIHEEE N A & 72
543, BERFIAFROBITZ T2 b 00, £ OFERFBEICB VT, BIChEZ 2 /ML &
DFHE B KIS A OHE % B/ NRIZHI 2 5 72 DICHERR S A b = > b v — /WEEERL S TRl HE
RIGT — 4~ 3T A2 MMJFFE2 (JDDM) OFEGEOHENT L 5 &, 2013 FEITHFIFERICESR S - AA
N 2 BUpEIR IR B (RBGREF L 53664 4) D H 5 40%EDY 7.0%AT O HbAlc HAEME 2 5k L TV 72
Motz

e LA R O 2 BRUBE IR . B I O R DOFIEIC D72’ D K< bz Y AV K E LT
BN 23 801 B AT, R HADER L WD AREE LOMETH S %, A TIThI T,
B2 A+ 5 HAN (BMI25LLE) 1F, JER TRV BAAN &l U IR AL > fEREREE (8,
EILE R ONEARIMAE) 2 & 0F Lo VW ERRESNTWDES 2ok, IBHE AT 5 HEIRFEEIC
PBOTIE, M= ha—L & BRI LI, BERT 52 ENEE L 2L, BABEREES
(JDS) @ THERIFIRFEEA A K1 OCTiE, B2 AT 2HRFBEE OREEHO AR L LT, 5%
BENTWD, LIEAR- T, HbAle DIK R CTRERDER 2 A9 28 RmEERT, OmE %
DY A7 AT D 2RMERBEREICBVTE LR IBHRAREEZ LT 5T,

AW T R BITH IR B IR 5 EEARER O 1 > TH Y, £ 7BERFEERE TILIE
BESRI# & Hle U CO S R IR R D FEIE SRS g\ D0 PRIPS TE m:vxrm~wmf
FOEIE & & bIo, DREROMAETOTE-5 U 27 ER & 2o TWDHM, 2 RS BE 1T
DERT 7 N AOUGEE, E, BSOS A & Tekk 2 72 U A7 BRNZKHLT 5 Z LI &
STERSNDS,
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TNATHRTF F-1 (GLP-1)

NI AAERTF R-1 (GLP-1) X, /NMED LM O3S ind A 7 LFUFRALESTHD
FTWNTEASNLMRENRTF FTHDH, ZORVEANIT VT — ARERFRNIA A Y 2500k
EARHET D & & BITHER O 7 VT I3l E Bl 510, 2 BURERIEBRE CIIWNRMES v 7 LT
(GLP-1 KO DD 7 /v 21— KA A o AV ORISR U <7 F R (GIP) ) %3 2 RSHED
KT 528, AFMEZ BR5 RO GLP-1 Z#% 54 % & bk TIERARN RSN 5S, ARN GLP-1
J O GLP-1 2 A REENRIE, WIS O 2 58 L, EEEA MK 2 2 &Itk v = x ¥ —#
AL S8, KEZED SE%Y, Z0z X —HEREORBIDEFITL IS TR,
R (BFHEEREOK FIZ- 2728 5 iR OB O 2 =] 2 58ik) 1238195 GLP-1 AN
B LTW5 EBZHNTNDHEE,

GLP-1 S FMRITFEIR-CHR 720 T Dk, &, e RoMiia, RKOBRICHHEELL TRV,
2D Z LD B A R OSSR 1T DAERIZ DWW T GLP-1 ZFARM I LT 2 Al RS
HoY, U AEMEHLEET LTI, GLP-1 ZEBEBIRO LIBR#IER SR b, 77 n— A
BRI LD UE, 7T — 7 REMEOIRIE K QML MRS EE DIES 23 7 & L 72220202 & DD BRI
HRIE (RANVF= Ly LT EEOFT VY Do L) TlibifE U A7 B3N+ % i RetEnd 5
2T 2016 FITITZERERE BT DR T, 2 BUBE R RIE U X 7 OB 7o B QNS EBIIRR DR
RO 54 5 & b GLP-1 ZRROBE T ZEAERFE S22, B MMTRWT GLP-1 A
ARG E 2K T S8, BRIECZ BN S 5 0822 2016 4EICAR SNT-F — & TlREHERBRIC
BOTIEMOEGICE > TLET ¥ b I AOWEHERA LIS, LLEDZ &5, GLP-1 ZERE
FEE A T GLP-1 AR ZIEHAL T Z LI L VLB Y 27 PME T T2 REEMENH 5 Z & 23RIE
iz,

GLP-1 & O GLP-1 S FARVEENEE T 2 BB IRIFIRIE OEE D B IEEO X — 7y hE L TWD, i
WZITifE = > b — L R OMERERBD A E £ 50, DIiE Y AZIRT IR Y —5 > k&7 D AlREME
Wd D, AN GLP-1 XV IR 3 E Y (FRIRN B G-1% 1.5 50 K00) 72 DIRR OB S L TEE L
W EIEE 272\, GLP-1 B FEFOIRE EOWIERE) & O S ¥ 5 7012, IR EhRE K OS¢
WIVEF ORGP EN LI L 72 5,

BRR CHEH STV DRkt 2 A9 5 GLP-1 A MBEEEDH & LT, /&R VT 4 A7%3 1 H
1R THREHE LTHELIEY Z70F RBH 5, U T 27 0F RIXENST 2 BUBERFTRR X OMKE
HH (ENRKR) OO ORER L L TKR S, Victoza® (£ F—H") TN Saxenda D4 # TR
FEINTND,

wITILFE
B VT RiX, SR AT 4 A7 K0 BRE T ORI GLP-1 S FERIEEEE CH 5, E OffiE
XY 7 0F RIZEE L TWAEN, BT RIZEREEREZ L VELSTH5320ICHBEN=H 0
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BERGICEL TS, v 74T FOFREIBER T, 2260 Y ¥ ATkEE Lo REHIEN
Mm%®M%%EuiOT%Léﬂ57W7l/ﬁéuié%@f%éoﬂ%W@%i%%%i&@
LBV THDHC 1) VT FUNRTFH—F4 (DPP-4) IIxTHLREMEZ S BICH ESEE7200
NXTF REBNSMLOT 2 BOES (7T7=2002-T A4 VERE) . KOESIFOY v ok
EAUEORETHIZOD MDY P DT IVF = ~DEHE, 2) 260D Y ¥ LIRSS LT
WDy TN UEEEDOMICHEET DES THANEY v — 3) KL E2H 3547 2500 ",
INBHD ) BBE 2 OO T VT I URESOMINCE S L, iiEd '~ 7T ROofif 4 BT S
. #%%:mauT?yx%ﬁTéﬁéo:na;Dtvyw%b®#ﬁ%iﬁ1 A TR S
., B A F REBE 1R THERGICELIEZBDIZL TN,

Y= 7T ROIRR EOA R HOWTIE KRB BR 7 0 75 A TiMli S, 7 2 BURER
RFEZE L TR SN, B~ 70T ROE a HHESKREE 7 a 77 A0 B, zﬂﬁ rﬁﬁ@h
PRELY K ORI C & DIEHR OBRPULIZFE SN T, HIEE K O 2~3 Al EIEICBIT 58~ 7 LT
N GHE1EET#EE) ORI ORI EZFHMIT 52 & ThoTe, o, EANOTA KT A Kk
DT, DIEA N R U 27 BREOEA 2 BRI BE xR & LoD R T U b L5 ER
(CVOT) ZFEiL, EERLMEA <2 b (MACE) OB/ RRA Vv hEHANWTE~ZLF KO
DIMAE U A 71Tk 2 58 % 5T L 72,

27212 BER

T~ 7 AF ROME 1B F&REGOFYENRE K O FHER O D70, ek~ 7 VF R
O, FEWA AN O TRENE K OV R THIIE L 72 QT (QTe) Rl ~D 8 I REVE 2 et 4 % 72
b\@%%ﬁ%%%ﬁfu77A%%mbtoé7u77Aitk$%ﬁﬂ%mwtmmmﬁﬁf@
TR L oTEMITFONTZ, £, U7 0l T AT 2 BPERIFEE 2 x5 & Lz 5 ODOH 3a fHik
%(%Bﬁ% 3626 kR, 3624 R, nmﬁ%&ommﬁ%)wﬁ% TEED W RHEERTSE B RE AR
Wk OWgE & - SOSBURET A E £z (X12.7.2.1-1 B])

tv&»%hwm1@&T&E%mﬁbt%%ﬁ%i\7m7:7%%%f&éNmﬁskEﬁ@4
HiDFE ST TRET D, ARERABEE T, KRR Z XXXX B (XXXX IZEEF D 4HiDFES) LR
LT D, 7o & 21X, NN9535-3634 (3 3634 7klik & K7 5,

MERRFEH 7' 0 77 AOHINFLL FIZOWTHREFT2Z & Th o7z,

o 2TUBEIRFIBFE BT D~ VT ROIERYBIREReE
-@%HKA&U@%:—ﬁv7yﬁ%% BB~ 7T ROy EhE oI

o BT NT ROIEYEREIT KT D B HERER S K OV RE R D 28

o BV NTF ROWIL, ﬁﬁ&@%ﬁ(%ﬂ)

o RHEMIEWBEBNREMATIZIE S B~ LT NOEWEREIZ KT 2 NIRITEZER (MR, ARl TR,

B, R, BEREREE ., AL, ARG 6 O, &5-8) O
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o PP R OMUEFIENRIR D~ ZVF BN 31T 23 & o [R5 M

o HARHEH K OMFHT 2R AEOWIUI T D5~ 7 VF FORE

o UV a—2ZMEH KO HINERRE XTI D8~ Z VT RO

o HRELIERMPE~DIEG L (BT Z—L X2l —ay) (T HE~v 7 LF RogsE

o TRNLF—HIELPERIIKT D28~ 7 VF FOKE

o HIRMRRIZK T 28~ LT RORE

o TREMRFHHKT 28~ VTF FOFRE

o LEFSIHR (QTe) [ZXfT 5~ 7 /LF ROFE

o BREER - USERET Y 72z, FrEDAZME (HbAle M OMEAHE) KOVzatt (FEEEO
BEEG, DLV b=V RONMAER) T A —ZIZBI 2BHEE - KRR, b IciEk-
<H&E

2.7.21.21 TR TILF FOEYEERER VR NFHIERRFEOTEIC AU ERREER

B~ VT ROIEYENRERRE K O R E R RHE 2 39~ 5 72 D125 16 O RSB BR A3 [E NS+
THEshE (X2721-1 22RO L (B, YZKIZBWGHEEE K OSZEGRHCE £5K
BratrLiz) 1. 2095 2 oDMKREERER (363435 & 13633 3Bk) Tid., HAAKRD =
— T URRE OW NG T,

BERE B AR AR OMdEEE == — 1 o 7 R E (BT B~ 7 LF R O SR EhRERH M K O ) 22 A0/ T 4
PEZ P U7 3634 3Bk ) OY 3633 SR 2 s R & L7z, QTelzxtd b~/ VT ROEEL e~/
VT RO EYRERE A BT L7 3652 B2 FEM& k& L7z, F£72. 2 BUpER W%%%ﬁ%&bt
DO 3a FHERERD D OFEMBREY > 7L % FW T REEFA SR B REARAT S OWMR R & - SUSBIRAENT O 7
— Tt~ 7T ROBRKEBRFRREOFMICH W= Z &b EE@%%&%Z ENTNIS VT
BT, ek, ZNHO SEEBRO S b 4 BBRITEERILFEEER (3624 3R, 3744 3B, 3623 AKX Y
3626 R BR, Z D5 H 3623 FER K 3626 MERIZIZTAARANBRE NG END) THY ., 4091 BRI A A
NEERE DN G ENDHENRBR TH -7,

1 2 OFER OIEBRIRFE S E1E Module 5.3.1, 5.3.3, 5.3.4 & U5.3.5, & MEMKKEE 2 in vitro
ABRIE Module 532 D Z &, Module 5 DAE % OFRER & O in vitro 7RO S IS XL N U6k
272512 R OMF§£2.7.2.51.1 2ZHD Z &, BB Tix, FPEDORERICI T D Module 5 DIRERAR
s EOSRAL, B2 iE 1182035 (Module 5.3.3.1) , Section 9.1) @ K 9 IZFe#9 5,

KEEARMZE O yEE (2.7.2.3.1) KOS FIER (2.7.2.3.2) OHETIE, BRI 2 TUEERP
BEOT—HEm L, WICEMEREDOT —% GELT2b00RHH5E) |« REICHEBERE 0T
— 2 ERT, BEEEHARAKROMEERE 72— 7 AR 2 Hig U 7o IS BHT D TR T O fd e Bk
BT D ORI T D,
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Phase 1 / Clinical pharmacology trials Phase 2 trials Phase 3a trials

Healthy subjects r3623 vs Placebo (Mono) (SUSTAIN 1)
3633 —Multiple dose — Caucasian/Japanese 3626 vs Sita (OADs) (SUSTAIN 2)
3634 —-PK/PD - Caucasian/Japanese 4091 vs OAD (OAD), JP

3652-QTc

Long-term outcomes trial
3744 vs Placebo, CVOT (SUSTAIN 6)

Evaluation Data

{ N
3624 vs Exe ER (OADSs) (SUSTAIN 3)

' a
Healthy subjects [ 1821 —-Dose finding

1820 —Firsthuman dose

3679 —Equivalence — product strength

3687 —Equivalence/bioavailability
4010-Bioequivalence —manufacturing process
3789 —Metabolism

Special populations

3616 —Renal impairment

3651 —Hepatic impairment

Drug-drug interaction

3817 —DDI - metformin and warfarin
3818—DDI - atorvastatin and digoxin
3819-DDI - oral contraceptives
Pharmacodynamics

3635 —Beta-cell function

3684 —Hypoglycaemia

\3685 —Energy intake )

e N N e e \
. Healthy subjects I I'l Phase 3b trial
I 11
11

_Jl —————————————————————— P ——————— - -

—

\, J

COMPLETED TRIALS

Reference Data

Notes: Semaglutide s.c. OW trials (solid dark blue outline); Supportive data trials comparing different administration
routes and dosing intervals of semaglutide (dashed light blue outline). For the phase 3a trials, background anti-
hyperglycaemic treatments are indicated in parentheses. Data from trials in dark blue are presented in this summary,
trials in light blue are presented in other summaries. From the phase 3a trials in dark blue, only data contributing to the
population pharmacokinetic and exposure-response analyses are presented. For trials 3679, 3687and 4010 (equivalence
and bioavailability trials), see also Module 2.7.1. 3. *On-going trials.

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.

2.7.2.1-1 TJO—NILERAKETOY S LICEFNSBKABROBE

272122 E FEFREE Z AU in vitro SERDRLER

FEIRIEBL 7 1 7T B OB O—H & LT, invitro REBROEFERN 7 0 77 MM\ T~ 7 LT
REFHm L7z, ZNH0EERD 55 9 0iF MEERKEID inviro B TH Y . v Mg, Mk OR
BIEEHNCER L, 2O ORBOMELE 2.7.2.1-1 TR, EREREOHERICOVWTLLTIC
L, 56272511, 725N Module 2.6.4.4.3, 2.6.4.5.1, 2.6.4.52 % 112.64.7277,
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*&2.7.2.1-1 E MAEKRERZ R in vitro RERDBLER
AR AR AR Module 2.6.5 ZHE
Plasma protein binding 208380, 213228 Module 2.6.5.6
In vitro metabolism in hepatocytes 206642, 214064 Module 2.6.5.10.A % 1} 2.6.5.10.B
In vitro metabolism NEP 215514 Module 2.6.5.10.C
Metabolite identification 214379 Module 2.6.5.9.1
In vitro CYP inhibition 214196 Module 2.6.5.15.C
In vitro CYP induction 215048 Module 2.6.5.15.B
In vitro transporter inhibition 215026 Module 2.6.5.15.D

Note: References to the individual study reports in Module 5 can be found in Appendix 5.1, Section 1
Abbreviations: NEP: neutral endopeptidase; CYP: cytochrome P450

mig4R v\ #4& (208380, 213228)

T NF FOFEFEETIDRIZ1%RME TH o2, Lo T invitro [T D MEEZ X7 #EERIL
9%HEThH -7, ZOZLIFMmFtLIzfEZE L TRk ThH-o7z, P~ VT FOFERESEALIL
TINVT I THoT,

e
In vitro : BF#ERAI= & &K (206642, 214064)

Invitro CLH|Tyr-t~ ZVF R R OPHIOct-t <~ Z L F K& T v b, A KO FOfFlaz A %
aX— g LIERER, DTN LT, Inviro Tk MR OB AR S N2> T2,

Invitro : AT Y FRIFEA—FIZLBRBE (215514)

vt~ NF REHFHET Y RRTFHZ—F (NEP) DA FaX— 3 02X 0§19 FEOMH N
RS CREE S U7z, 6 FER OB ST 10 FEO REAGED Hiv, £ 0 9 5 4 TR Ser'™-Tyr'",
Tyr'”-Leu’. Glu”-Phe’® & O¥ Trp’'-Leu™ D\WF > | 5 BT CO X L3 7 B fEGIRNIC X B EAEM T -
7o BT RITBIT 5 200 OEALIE NEP IZ X D RAIOUIWEINL TH D Z LRSI iz, 24 FFfHE
OFEE T, KV IREBER D RIC L > THEEINE, X0 /NE72 15 FEEORB D E S iz,

REYEE (214379)

3789 @Bk [ (Module 5.3.3.1) , Section 11.1) TEH I 7=t hOIMFER OVRBIETRENTZ X DI,
T~ JIVF RIE_XTF RE&E D HZ R0 By K ORI RIS i p ki L v s h - (1
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2.723-6 Z2H) . MIEFICHROGLRBOONTRBEH TH L P3 L3 DL EOWEEE ATV, P3B
X~ VF KD 20-370 DT 2 ) BEAT 57T NEH GgO 130T 2 BREIl Shi-
L) ERESNTZ, RHPICKDZ RO LN 2FEOMRHY U6 LN UTIX, ThEnT ¥ g
FOANEH > TBEOT 2 BB SRR T D 260D VU v OB L FIE S, FEC VLTI
2723151 %Dz &,

In vitro : ZEYHEE{ER

BEARIICEWDO H HIEECTOE MFHIIZEBIT ST F 7 1 L P450 (CYP) BEEKR N KT v AKR—H
*Kﬁﬁémmmﬁﬁ@%%pﬁo<k\?77w?F#%K%uE%@%é%%ﬁE@%%t;?
s R ¥ A WA DY

EEREMFE (215048)

CYP1A2, CYP2B6 KON CYP3A4/5 DfEHRIEM, H L <1X mRNA B &EITZ(LZ8D S, FE
WIZhT N ThHo T,

EEREMEE (214196)

CYP1A2, CYP2B6. CYP2C8. CYP2C9. CYP2C19, CYP2D6 T} CYP3A4/5 &\ o T- G R fHRE
R AF N a b PASORERICKTT D, B~ LT RIC L HEFHENREEEM. b L < TR R OMRHE
WARFR 72 BEEITERD e o 72,

{if

S RIR—4—FAE (215026)

PEH T AR—=2—TdH % P-gp L' BCRP, 72 5 NZHV IAF R T U AR—H —T5H OATI,
OAT3 LN OCT2 IZBH9 A HEITRD HivZe o 7-, OATPIBI LT OATPIB3 k7 v AR —H —TH
SYHIZRBRE NS b7z (OATPIBI U OATPIB3 T 50%BHERE (ICs) 3% E4 3500 nmol/L K
2950 nmol/L T 72]) o ICsoEILEFIRIED B~ ZNF FTFHEND Conx B (1.0 mg i 1 [AIF5-
THI33nmol/L) DI 100 5L ETh -T2 b, w7 AF RIZE - T, Mgt S R R T A

N— 2 — CHRINCRIE & R D BEMER S S 2 Shd aTRethiikvn e Ex 6 s (2.723.131%
1)

o

27213 HERTHA D RUT—2BITOEL Y
=T Nl 1 BE TS ORISR O E 72 RS oME 2 £ 2.7.2.1-2 127777,
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%2721-2 & R AR BR
i D EHANROT T4~ ) =22 FRA 2 b DRBRE R (N) DiRRIE (R
50 DE Y T BRI DEBR T A
Ealifeg )
3634 FHEHM : BRAR R —D T ARBEBMERE 252 e LT, & 1) @EEMEHRE 446 (AARA|l) BE~ZAF R/ TR 05
AN R a—p o7 | ¥ 7T RRIERCT 5.4 OUREE L & LLRat§ 5., R2FRPA—=TTT 22 mg"' 2 00 1.0 mg'
BT BIMBIRE | T T A~V = FEA U b L AUC e (1B SRINE ; B0~ | P ) . | LT
)2 R 168 Bl 515 2 EHRRE TOE~ /L F RO AUC) 2) 8:3:8:3 (FHEFEOHAALT
13 3 a—H T EERE R )
J/ _HER
3633 TEHW : BRAR O —h o7 AREREMWERE 255 L LT, & (1) @BEBEMEWRE 846 (AARAN|1) B~ AF R/ 7FI&R 0.1,
Kl a—p oy |7 NVT FRER FERGRORENROBENEE, AEFRREHEREL RBIJR—=T T 42 02, 0.4, 0.8° &0 1.2°mg
© BAA L CHBMATT 2, ) ] 2) RAEHG, SR (5
8 S TIA4 <Y == RRA Vb FEES 2) 31 (FHEFROBAARAKRR= = ARASHIL = —h
— T BREEIIR L L 7 845
72) J _HER
3652 TEEY : B~ NF ROWEICE D TR LB L THAETE R (1) BEERE (168 4) ) B AVF R/ TITER:
QTe WS HRIBIE R DR T & 2R T 5, ZOOICHMEZ —&%S |2) 211/ “EERC 025, 0.5, 1.0 X" 1.5mg (%
16 #H B~ AF R 15mgt 772D QTR (RN—RF 1 > CiljE PERHR E LCEF T 7u 34
L. #E = LD TRIE L7 QT ) D7D DR KIEIZ > ¥ 1 400 mg Himl#5) ©
W, AT 95% B #EIX [ O _EBRAS 10 msee & FlalD Z & &#7/R T, 2) WATHES
FIAw )= REA v kB~ IANF R e~ I AF RF TR
1.5 mg @ 4 B H OEE1% 0~48 FEFIIZIU N T 11 KA CRIE L7208
FLERIZEED < QTe [HIR
SEAH
1820 FEAR  REHEBIERE 2% e LT, AR L st | RERDIEEEE (S8 61) ) E~vIAFR/TTER:
B R~OWEREE | RHER FREROR SR OBENE AR Zhitds, |2 31/ _EER 0.625, 125, 25, 5.0, 10.0,
W TIA Y RRA b RS, B (R, et W
MRAA LSRR, R R SRR ) . BIRFTR. /S 294 ) EEECT, HERERER (7
3679 FEEP : EESEHEBRE 255 LT, BAHBRRCTREOR (1) REDERERE (44 6) ) E<ZAF K :08mg (HUAKH
RIS - AU 5 3o0t< 2 NF FEA (1 mg/mL, 3mg/mL K 10mg/mL) @ |2) 1:1:1:1:1:14/ _HEH B 1, 3 X 10 mg/mL DWW

HEl 5

FI%MEZ AUCL s 2 FEE & LTG5,
T4 <=2 FRA Y b AUCuiy (B= 7 VT R 544 0 REf~

2)

7)
2, RFEH S v 24— N—
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Ak ID FEAMEONT I~ —x22 RARA b DERB RN (N) DiRERER (&)
B PEIO R E R DT A
MEFR R O PR EE — e R T i A%) EU S
3687 FHEAR  EALHENRFE U TREDR RS 3 >0~ 7 vF RN (1 |1) @EERE @26] (Fr—7 |1) JA—7 A&7 LF K0S
[FSp: /3 A7~ |mg/mL, 3 mg/mL & T 10 mg/mL) O W T # 5-4% OFRIREE 5254 A RBIKROT L—TB: 10 mg (RUAIREE 1. 330310
STy HIR DB A2 T E ) hERET 5, Bl ] mg/mL DWFD), T—T
W 5 T4 <Y —x2 RiRA > b : AUCqins 2) ZA—7A%: L1111 B : B~ 71V F K05mg (ZF
B, JV—7 B 1.1 S #eh) K025 mg (BRI
iy )
2) TA—T A 2Hl Rl
g Af—n—4 S—7B:2
W, el s v A ——
4010 A b~/ F F A ROt~/ F R Gk 1) @EessE (28 61) 1) E<ZAFK:05mg (2FEkE
PR - g A OHIEIRCT B G% OEM PRS2 AT 5, 2) LI/ EHER DRIEE)
T T4 <= RRA b 2) 27 o AF——H B
A E P o  AUCqpg (B~ 70T RELAIK TG %0RHE ~ R &RER S E T
DAUC)
o Com (HEIE TFHEEHOE~ 7T KOG MM EE)
3789 FHEAM & MIBUIDPHI-E~ 7T RHER FEGHORIL, {8 |1) fEREsERE (7 61) 1) PH-E~Z/LF K :05mg
Rt R ORI 2 Bt 5. 2) N/A/HEWH 2) HA[EIFE LR
H[E 5 T4 =Y = RBRA > b PH-E < Z0F R 0.5 mg R G#% 0
Mg, JRPEROEFOPH-E~ 7 VF ROTERFMOREE (K9
Rz 7 v W)
3616 FEAW . (R7—Y 1) BEEOBERERTELATOERE BT M| 1) feEgRE R ORRZBEDOE| 1) v/ LT F:0.5mg
R AERE $efi~ Z VT RIBEED AUCoum %, IEH 72 BHERE % AT 2 REHE PSR MSRETEE A A A 05E (56 |2) HIHERER
H[E 5 EHBIRETT 5, (AT —V2) BERVTEEOBHERELZA TS B (ER - 146, R - 11
BBRF B DM~ 7T RIBEED AUCnc %, 1EH 72 B HERE B, R . 11, A 10
BT DR & R 5, . RIS . 106 )
TIA =Y —x 2 RiRA 2 b 1 AUCqine 2) NASHER
3651 FRHM : BE, PEEITEONFREREL AT 200E BT 1) REERERORARDEREON [1) £~ 74T F:05mg
T RERS D~ 7T RHEIR FRGEOBERLY, EHRITHSEL AT 28 WRERR S 2 AT 2 g (44 61 | 2) AR 5B
Hi[A - Bt & LHEIRETT B, (E% 1961, #8REE . 84, +

TIA =Y — 2 RiRA b 1 AUCqine

2)

SERE 10, EEE 7))
N/A/ I E R
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Bk ID FEAHKOTFA <) —z 2 RRA b DIARBORER (N) RREL & WGk
B 50 DE| 0 fFT Sl D BRI £ L
3817 — FEAW  EFEREOEZAF R 10mglc LV, EFREED A FR |1) @EgEE (24 41) D LT lome. A
PR EAEH - A BB L U ROHER GO T LT 7 U ORGEENET 508 9 0% [2) NA/FEER L3 500mg (35 HRINCH

WIS ONT 7
14 1#H

R 5,
TIAw Y= RARA b

72V 1H2E\&E) . LTy
Vo 25mg (H[EIERE)

o AUC, (A MV vy OTRIOIESR %, IEORGHIE (B5% 2) 1 DOFGIEFIZL L7 v A
0~ 12f5#]) TOAUC] B
o AUCy g (HAIEE£0~168HDS-U /L7 7 U DAUC)
e  AUC 150 (HIEIFEE0~168KFH DOR-T /L7 7 U > DAUC)
o EEA ERREOT 70T F 10mglc k0, WERREFO7 L | iR 616D D e LT R Lomg. 7
MR EAEMN -7 hv RARF U ROD TH L QBB RN T D708 5 kst 2) N/A/ FEE 1 % BT 40 e i i
NRAEF v/ TAXU| 5, ) . A%y 05mg (K
NG T4~ —= RARA b EIESZD)
14 A o  AUCy 7 (HEHEREHZLO~THFM DT /LR A X F 2 DAUC) 2) 1 H>OREIEFIC £ 5 7 1 24
e AUCq ppon (HAEIFEE£0~ 120D =% 2 0 DAUC) N EER
3819 EEAMN  EHREOC~ 74T K (10 mg, B 1ERE) 2, =F [I) 28ERKEZ AT LMREOL (1) EvZ7AF R 10mg, =F=
SR TLARI RO | = L= 2 |5 DA — L RULR AT A B LADERRIETORER | MlBE 43 6) LA R T VA 0.03 mg
S (Z52 D BORBRE T 5, 2) N/A/EER LA AR LV 1015 mg
B ARt (WAL b § HIRIZDE Y 1
AUC, ; 1O SR (B55%0~24R50) 1281 2 mjgHloAUC H 1 EH#&E)
2) 1 >OBRENEFICLD 7 v A4
— 3B
3635 FEAM : 2B RRBE AR E LT, ERIEOE~ 7 AF RBE 1) A RBALI VRO SUIBE - 1) B~ IAF R/ FIER : 1.0
B A2 FE LR O 2K A VA Y VIS G- 2 B E RN T R O BEAGTAER | EBEOIRIREOH 5 2 B | mg
13 (IVGTT) 1= & Y §FAiiT 5. SAEE (5 B) (R |2) IR
TIAZY— L FRA ] 12 A% B TR AL B
o A LAY UHWDE LR (IVGTT #% 0~105yDA > AV > 7=.)
? AUC (AUCo-1omin, insutin) 2) 1.1/ _EEH
o H2HA LAY WO E (IVGTT # 10~120 53 DA A Y
D AUC (AUC107120min, insulin) ]
3684 TEAN AR RS AR R E LC. v /AT FAEMBET O (1) X R BERED S5 28 (1) B~ ZAF R,/ F5EHR : 1.0
B A NI OSC B2 D38 % 77 1R & G 5, WEPRIREE (38 451) mg"
13 1 TIL Y —Z Y FRA v b AR 07 L T AREOTEL D) L EER 2) 282 1 A — SR

B (AL AMmER 7N a—ABEES.S mmol/L G EM L~ (2.5
mmol/L) £ CTOLE{LE)
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Rk D FEHHUKR O T T4~ —22 RRA B DERBRo REM (N) DiRERIE ()

3 55301 2800 10T B E L D BRI £ L

3685 FEHW : B~/ AT RPHBEKZEORFICL 23 VX —EREIC (1) BWEERE (30 461]) ) BEvZAF R/ TI7ER: 10
TRV KETHBE TR & id 5, 2) L1/ _HEM mg'

13 384 2) 217 v A — N —3Bk

T4 <= RRA Y b HEZEEOBREIZXL D=3/ F—HH

2N

EITHPOE 148 B 1 METIREEAR

4215

1 H1EETEE vs
1 [EE T #5

13 18]

FEAR  EFREICRST 28~ 7 F FOBRERICOWT, 1 H1[E
TG LR TR (BH7-) OG5 G- &ITR—) % ik
5.

703/1)"\79 —T ]\‘d‘\o/( VL AUCo_légh

)RR (114 41)
2) LL18/ _HEER

) BV F R/7TERE1E
Beh 1 0.35, 0.70 &8 1.40 mg,
v VT R/ TIEHR1A I
B[ 5 : 0.05, 0.10 % T00.20 mg

2) WATHE, ¥ TNV I—

Notes: Trial population: total number of subjects enrolled, including replaced subject; Placebo controlled trials: volumes equivalent to the applied semaglutide doses
were used for the placebo treatment groups.
a A dose escalation regimen was applied; starting dose of 0.25 mg once weekly for 4 weeks followed by dose escalation to 0.5 mg once weekly for four weeks and
finally to 1.0 mg for four weeks if applicable (steady state concentrations of semaglutide); b A dose escalation step was included of subject receiving the two highest
doses: 0.8 mg (0.4 mg for one week and 0.8 mg for 7 weeks), 1.2 mg (0.4 mg for one week, 0.8 mg for one week and 1.2 mg for 6 weeks); ¢ A nested cross-over design
was applied to the semaglutide placebo treatment arm for the test of assay sensitivity using moxifloxacin as positive control, moxifloxacin/moxifloxacin placebo was
applied as single doses before start of semaglutide placebo treatment and after end semaglutide placebo treatment in a cross-over manner; d An incomplete trial design
was applied i.e. one subject received equimolar doses from two out of the possible three strengths of semaglutide at two separate dosing visits, thus the subjects were
randomised to one of 6 possible treatment sequences; e Group A: assessment of equivalence between product strengths; group B: assessment of bioavailability (i.v. vs
s.c. administrations); f An additional 6 subjects received 10 pg/kg; g Subjects were randomised to one of the three treatment arms: 1) semaglutide OD + semaglutide
placebo OW, 2) semaglutide placebo OD + semaglutide placebo OW, 3) semaglutide placebo OD + semaglutide OW. Dose escalation was applied weekly.
Abbreviations: N: number of subjects randomised; N/A: not applicable;
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2.7.2.1.3.1 HETH A

SR EAE B, WX - AR - HEERER K OBl RSB C ot~ 7L F MR EhRERRER 2k < 1%
EAEORBIT, BEAFIVMITICL D —HERHRBR TH -7 (F272.128M8) . & h~OHFEIE
B, BARANPERE 31T 5 Y ERE K OSSP HER 253~ 53R, QTe Bk O~ 7 v
R OIS ZHWE 3T 2T R CORBRIT T T B R BCEM L=, M L7-3RBRiT, HEHRER
B3R 16 RO KEEGHREBRCH Y | WATREXIL Y B 24— =T HF A U3 Sz, KE#
HHRERTIL, EFIREBOE~ 7T ROEYENRE LK OFE ) FHIER ORI 2 fEFEI2IT 5 7212, Mt
T5E~ I NF ROHETH 1B 4 ML EO®RE 21T e BICKE O 21T > 72, & 5-BtEw)
MR OEMICH T 2 HEILERROBEME LM ESE 5700, KEERGHBR CIEFERNCHE L7z H &l
EREA SN, FECOWTIE 272133 BB = &,

YR AR 2 /et U7z 3817 3R, 3818 3B L 0N 3819 kL, OFF L7-#% 3o W Eh R §-
LEFIREDO Y~ VNV TF FOEBEITMMET 2 7-DICF A v & 1 SOBEIEFIC LD 7 v 24—
N—RBRTH -T2, B~ LT FOELER., HWTE~ZLF K 1.0mg GF 3atHiBrokE ) o
EFRIRET, PP L7 DOy EEZFHE L=, 26 0RBIIKERMEIEMF (FDA) KO
BRI LT (EMA) OSRYH EARFRRBRICEIT D WA KT A > & @85F L TT o 728404

REREREE A A T DR E BT D~ LT FOIYERE A ET L7 3616 :BRIZ. FDA® KON
EMA®DOH A RTA v OFEHHE - THEM U7z, BB, S & OEE O BHERERE 22 b NS R IEE
£ (ESRD) ZH 7 2HBRE 31T 2 3B EReE & W 72 B RE 2 1 3 DR & i L7,

ATHERERES = 2 AT DR 2B Dt~ 7V F RoOEyEIie 2 Mt L7- 3651 #BRIZ. FDAY RO
EMA®) b OHEITHE - THEMi U7z, B, PS5 K OEE OFFERER 2 4T 2 IR E 2B 1 5 5
EhRERFIE 2 B 22 PR RE 2 A T A kB L e L7,

QTc #Hli 24T > 7= 3652 ABRIT. A BT A v OHEEF O IHE - THEMi L7z, L%l TR ATHET
A UBnBAESNE, B~ AT R TR L TUIR AT v R B AF— =T A V&8
L, EXxv7uddor (G 2 B0 CRIEEO ST 254 L 72,

&G ORIEMERER (3687 ki & O 3679 #R) | AW rOREMERER (4010 5ER) KUANA 4T
NGV T o RER (3687 ER) DORERT A L DFEMIZ OV TIEL, Module 2.7.1.12 2B RD = L,

AREEAMEEECIE, 5 2 A ERRE B (1821 3BR) (T30 2 ZZEIFILbEfE, B NAHEH X OVRARIC
BT 27 —#%77, Y%ABTIHEER (B~ A F Rl ) | 77 ERR, FeEm (V7
T RIZRLT) . BEARI AT, R, 9 BRI TRER I L 2 & ROSRR Ch -7 (1821
B (Module 5.3.5.1) &)

2RUNEIRI B Akl G L U2 5 D% 3a fHakBR (3623 3B, 3626 3Bk, 3624 3Bk, 3744 3B KL Y
4091 FRBR) N HEONTET — FITHEDWTREEM DB RBMHT & OWREE & - SOGBIRMET 21T > 72,
IO ORBRITVT L EMELE TR TH Y, FANTHE Uiz E#EE L VL CE i L7z
(272133 5M8) , 3624 AR ARWIZ TR TORBRTE~ 7L F K 0.5 mg KO 1.0 mg DFFi 247 -
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7oo 3624 FBRTIX, B~ 27 0F N 1.0mg DHFHT STz, 5 3a tHEREROFEMIEL Module 2.7.3.2.1 &
O Module 2.7.6 ZZ D Z &, REEMFEYEREMNT K UBREE & - SOSBIGRART ORE A 722 & ONT AR A
BRI (2 BT 2 B AT RS B 1X. £ 4241 Global modelling report (Module 5.3.3.5) % O Japan modelling
report (Module 5.3.3.5) #&MHOZ L, WET V7 LiR— FOEHE 2.7.2.3.1.3.3~2.7.2.3.1.3.6,
2.7.2.3.1.6 XN 2.7.2.3.3 IZFE#T 5,

FTRCOMEFRBRIL, ERGOBERRBRO I OILLE (GCP) HA FT A4 v &2M5F L CE LT,

272132 AR REM

B~ 7T ROIEYERERREIL, 2 BBERFERE G SORERGRER) | IEHERE (1 >OKRIE

PeGakBR) | EENERRE (S OOHEEGHBRE D5 SO EHRGHER) | BREEEA AT 5 BRE
(1 >OHEFERER) K ONFHREES 26T 2 85E (1 SOHEHERGRER) 2558 L L CHE L7
(£2.72.12%81) |

BHEREREE 2 T D BB 1R ERIRIE I & (GFR) % RHRE 95 729 D Cockeroft - Gault 24 U THE
BT VvT7TF=0 2707 7R ->THREL. AFERERESE 249 2 85 13 Child-Pugh 73381206
STHELE 2723.1232M)

SR EAEHRER O 3 3B 2 3Bk (3817 BR L OV 3818 3klR) KON QTe ik, B~ 27 LF Rkt
AR VIREHIM (K 16 8[H]) IZH b b3, EEHBRE 2RI FE N L7, £OBHEIE, o
AN X HMHEAER 28T, OPREBRICL D REE<Ted ThoTo, MOBITREOBREREICHT 5
B~ T ROEELZFN L 7oK BEHRER (3819 38R X, 2 TSR A A 3 2 PR O Lok
BB A et R K LTz,

B~ 7T RO FAERRE A2 G- L 72 3BRT EIC, BF - EERE, KO/ I A FRr
CDIREED B D 2 TRERFEE (HbAlc 28 6.5~10.0%) . 72 & QN BT BR & & %f S22 i L 7=,

BRARFER 7 1 7T DB W TRRIE SAVIC A OFER D TIRIZ, 185k (A ANMERE & & Teili Tl
207%. 3789 FBRTIX 45m) Th V. LMRIT45a% (36333 ER) 25 75 (3616 :HR) Th o7z,
3651 RER CIIFH O LIRITERE SR oTe, KGO TIEA L& bITEAANLITZ, B b
OREF R (1820 3BR) | fRUHEKER (3789 3BR) | 72 2R & ORAIH ORISR (3679 #ER)
T OVE AR ARER S 272 2 5B (3633 5RBR M 1Y 3634 3ABR) (2R W CIXBMEWERE O, F& 0 BT
(ZXE 2 S BAER AR (3819 3BR) TITLMEHIRE DA E x5 L Lz,

AR (BMD (2B LTk, AR O ICIE S & BREERE 2R L Lic ) To
BT, HRE T ERAENOIBAE TH-7- (B F~OFaE5HERTH 5 1820 #Ek Tl BMI 35
KIGOWERE 6t L Liz) . BAANESRE 2507238 (3633 SBAK O 3634 3ABk) CTlI @A E D
WERHE OB E AN, TRV F—FREICKTT 58~ 7T ROREEZ L L7-38 (3685 3ER)
TITIER SRS 2 x5 & Uiz, 2 TR E 2 B 07T X CORBR, BHEREZ AT 2 0RE 25
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DB (3616 #ABR) K ONTHEREIEE 2 AT D kBrE 2 5 o7 (3651 3ER) Tl HHEAEND
B DY BRAT % LA AdLT=
Koy DEFRIEFRBRZ BT, AANDOEIERED 0Tz, o, BREARAKRMER2—I 7T
(AN) #BREZEDTZ 2R B 3633 B KN 3634 BR) TIZTNTH 1 1 OEE THAANT,

5 2 fH A S E R (1821 3BR) (XA (18 %Ll ) T, RED 60 kg LA I 110 kg LAUF, 2 BUpEIR
i e W S (HbAle 23 7~10%) . &9 - EEREOA, & LIRS - EERIEICNZ TA MFL
TR BIBIE BT TR E 2 & DTz,

B VT ROFEWENREIZ KT T NIERPEER OB OV TE, 2 BERGEE 25 e L5250
95 3a FHRRABR (3623 7BR. 3626 BR. 3624 3B, 3744 7ABR M O 4091 iBR) 2 BA57-F —Z TSV
FHENERYBREMATIC X VM L7z (2.7.23.124 ) . 2o ORBROEBREIIRA (18 Ll L,
HARNBERE CIE 20 0L 1) BT, 28R & 2l S (HbAle 2% 7.0%H48) | kR4 7285 R
WaAT > TWIZHIRE Th o7z, 3744 RBROPERE 1T, 50 sk L B CTOIME R B DORRIRAIFT AN %
B . B L <UL 60 ik PA LTl i A SRR B OBTERIPT 3 b D #krE CTh - 72,

272133 #&58

RO OBGR SRR (1820 RABR) Tix, AEHLVOHE (ugky) T~/ NF REHREERE L,
DT R TCORBRTIL, B~ AF REEEHE (mg) THRE Lo, B2 5REORA| DR ENEZFF
fili U7o e 0akiR (3679 s, 2 2.7.2.1-2 M) K OEAIORIE#EGRER (3633 3R, %£2.7.2.1-2 %
M) LIS OFT_RToRERTIE, %5 3afHikBR (Module 2.7.3.1.4.3 2/) & [FUHAE (0.5 mg %X 1.0 mg)
ERE LT,

1820 FABR TlX, 0.625 ugkg~20 ngkg (¥ 0.06 mg~1.68 mg |ZFHY) T~ 7T REHEEKG L
7o (FH8k2.7.2.53, #£2.7253.120) . 2Ot h~OWEEHRBRIZIS T 2 Hila 8 5-RE 0 e K &
X, 15 pgkg CE¥125mgilFHlY) THO . 15ugkg L FOHBEORAEFMHIZRE EE 2 Hiviz, 3616
FERTIL 0.5 mg O HL[E 5 CHEYBIREREZ FG T 2 OIS+ mWVIRER A5 2 N TE, AR
PRIZBACThH -T2, 3679 3B L O 2 FHH B ERBR (1821 3ABR) TiX 0.8 mg D HL[A[F 51 5% 5 %
Bth L7723, BBEEOEERERORBINEL AbNiz, ThHOFTRIZESE . ZnLIBEO3 T
O H[A % 5- O R I BT 0.5 mg 2 V- (32272122 M) , Il 4 OREROFEMITA %
2725120z &,

% 3afHEBR (Module 2.7.3.1.43 ZfR) O L HE L RIS, KERG OBRKEERER (RYIOKIE
BHRBRTH D 3633 MBRAFR<) TITW 15 025 mg % 4 ARG L=, ¥ 1[5 0.5 mg (2 L <
4L L, SHICHE 1A 1.0mg %2 48RBE LT, ©FIREBICREEELZ, 3633 BTl 1M
AR T DWHEEIC LY 08 mg XN 1.2 mg I F THI& L7,

WA HEOEFRRBR (3685 7BR. 3635 kBRI 1 3684 3BR) K ONEWHH HA/EH B (3819 #ABR, 3817
B L O 3818 3lR) Tik, B~ 27T ROKEIEREHAE TH 20 18] 1.0 mg TOEFIRAE TRAG 21T
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ofz, BRANKROT—0 7 R O I BIHERER T d > 7= 3634 3R TI3M 1 [ 0.5 mg & T 1.0 mg
DEHEZE D=, QTcikBR (3652 BR) TiL, HA KT A v Ol ©I |z ST A EL i
Z2 T-HEOFHMEINTONT, T2 5, # 1A 1.0mg OEFRETORBICIMZ T, #1[E 1.5mg
THIE L7, FRBRCOABEOMEIZONWTITR 272125 L,

552 fHAERCERAR (1821 3 Bk) <TiX. 0.1 mg, 02mg, 0.4mg, 0.8mg, 0.8mg (0.4mg% 1 JH ]
BeH%IZ 08 mg IZHE i) KON 1.6mg (0.4mgZ 1M, 0.8mg % 1AM 5ZIC 1.6 mg|ZHEmE) DO
BERELE (WTFNbE 1 ERS)

T 7 VF ROBREFIZE~ 7T REFIONTIZER T oz, Lo T, X TOEKRAERIC
BWCHUAF Ot~ 7 VF RFIDEH S, BIFHICRANRENET SN0y, K OREK
FEPIEER 1355 3a MHRABR CHW B BIAREE & A CIRE (1.34 mg/mL) OHAF|ITIHNE L 7= (Module
271, £27.112881)

272134 N

T~ I NTF ROFEYEREREIL. EICE~ VT RREOHBE) LS LN HIEEN Y=
RARA > & (AUCpints AUCqrast. AUCo 168ny Cimaxs tmaxs Vo/F. tin X OVCL/F) Z HIWTRE L7z, 3
BRET L KRR A & POFEMIC DN TIX2.723.122 2202 L, £, EFWREOE~ 7 LT ROF
PG R (Cup 1. & 3atHRBROIEYEET — & &2 b LI RHEMARYEREMAITIC L 0 B Lz, 5%
AT OWNWTIE 2723124 25D L,

T VNV F ROFEFFHERFEO IS, ZEFLKORE (BFAmRBRE &) RiE. 2o
NTHRIEWFEIEOER (IVGTT, 7 /vF = Ak OBRER) 7 v 21— ZEAGRER)  (ICBWCHIlE
Shiz, JVva—x ARV C-RXTF R, Zuhar M7 V&Y R (TG) | EHERENEE
(FFA) | B{REEE Y AR % /37 (VLDL) , 7R URH 237 B48 (ApoB48) KUV T&XE—/1/
TENTI 7y (BNFHEHEZFHGT 5729) OREOHRE, 725 WNCHRENT e 72 r—u
(VAS) AT (BT A—F Ml 57200 A7) OHEBIZESWOCEHME L=, (RIIHERE
OIEFIR DT i > Tk, AT URE, C-XTF RRE, 7 LU URgE, /L7 FL
FTURE, a Ty —VRE, EALVEVRERORE Lo b 7L a— 2 REEZHERT 572
DO TNV a—AEANE (AUCGr) WE ENTz, FIVFEOERT Y RARA v MCBET 256/
2723223 %MD &,

45D 3a tHFBR (3623 3Bk, 3626 3HR, 3624 FER K V4091 3Bk, [X2.7.2.1-1 B) »oET
—HICEOWTIREREE - SUSBERIT 2 3 Lz, i L7z RaRA » ME, XN—=AT7 1 b0
HbAlc K OMRE DO LR, HbAlc 7%ATN & O 6.5%LL F & 25k L 7o thBa OIS, B, W, MRk
OMERL AT LT RE OFIG . 70 b NS EE T EE R BIBREEOREFRAREL L HRE O
EHETHoTm, FEICOWTIZ 272331 28ROz &,
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DEERGLEE D O QT KONV, b ONZHEH Sz QTe (O CHliE L7= QT [MibE) (2L v D
SO AE T LT, ZEANZOWTIE 27241 25RO = L,
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2.7.2.2 R DHAERERDER

T ZVF REFET 07T A0 in vitro iR &% OGRS O R OFE R OBORZ | {6k
272511 ROk 2.7.2.5.1.2 179, RHEEM BN REARIT K OWRER & - SOSBISRIET (I W 72 3K &)
RET — 2 1L 2 BB IR IR A kI & U788 3a tHEBR A DR D vz, 2D O 3a FHEBRIC BT 2 FEA
(Z2WTIE Module 2.7.3.2.1 &, REEFFYEREMHT K OMREE & - SOSBIRRAT OFEMIC OV TR
Global modelling report (Module 5.3.3.5) %, HARAERE 1ZH H L CBINTENE L 72 REERTSEY) B REf#
M M O B - SOSBIGRAENT DO FEHIIZ OV T Japan modelling report (Module 5.3.3.5) Z&MRoD = &,
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2723 2HBEZE L TOFBERDLLE & T
2.7.2.3.1 HEYENHE
2.7.2.31.1 YT ILF FOEYMERERBRDRER

T~ 7 VT RO EhEERFE 2 M U 72 BE RSB O 3 2 % 2.7.2.3-1 |[ZR” T,

= 2.7.2.3-1 2T ILF FOEMEEIFEERET L -ER R AR
AEBAFEIE R D
2 AUpE R 95 B O S Eh e 3635, 3684, 3819

RE R BB O S Eh e 3685
TR e B oD H by Bl e 3616, 3634°, 3651, 3652, 3687, 3789, 3817, 3818, 4010
R 3789¢

WIRPEZER

B nE 3616

% RE 3651

SR AAEH 3817, 3818, 3819
QTc (LMBEECCTHIE L7 QT [HkA) 3652

TEFEIEER G O BNEE : &~ ZLF R8s 1820, 3633, 3679
A FTF V2 & LT LOCIEZ

Notes: * for trials except 1820, 3633 and 3679 semaglutide bioanalysis was performed using LC-MS/MS; ® includes
healthy Japanese and Caucasian subjects; ¢ [’H]-semaglutide

FWERRRFEOFHMIL, WK v~ N7 T 7 4 — /2 07 NERGHTE (LC-MS/MS) &4 vzt
Y INT RONAFTF YV ADOFERITEESL, Lo T, BEAARAKROER 2 — 7 > 7 U HE5RE O
T —=ZIZONWTIT 3634 MR DOFER 1R T D, R A AR N R OMERE 2 — 0 &7 kB o @ FHIRRBIC
BT DIEYTRE T A —21L3633 B THAH L TV E, Uikl CldE~ 7 LT ROASAL AT F
UL AL LCHEREERET v 1V o ZEilEE: (LOCD 2 HAVWTEY, 207 — X 134+ 5 4H
DEFBIZSHZ L L OURLT,

2RUBERRIR B AR L LT 5 DO% Sa fHBR DT — Z (TS < RHEMERM B fefigtT L. B~ 2L
F R OEWEREREDORIICE S LTz, 5 3a tHRBRICEI 3 2 5HMI% 2.7.2.1.3 %X Module 2.7.3.2 %
oz L,

272312 HERAE

2.7.2.3.1.2.1 NAFTFIIR

I ILF FOBRIE .

3633 RBR. 3679 3ER KON 1820 3ER Tl it~ 7L F RIEEZ LOCHEIC L W HIE L7=2. i
LIS DF T OGRS PLERER Tl LC-MS/MS 75 % AW THIE L7z, #HMIE Module 2.7.1.1.3.1.1 ZfR®
&,

W
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FTRCOREEN) T —2 3 LR — MMI Module 53.14 128D 5, NAFTF VT 4 L LAR— K
OB Z L OB —% % Module 2.7.1, £ 2.7.1.42 12777,

AEABEE X EIZ LC-MS/MS &2 W TH b YEET — X 2 Rr LT\ 5, iz, B2z
7212 LOCHEIZ DWW e 7 — Z I H O % (RICFE# T 5. LOCLEEIE~ MY w7 AR D%
T AHZENHBL, ET e~ T NREOREMNSEELZ T iR bholoZ &b,
LOCIHHEIZEE AW e T — 2 IXEEICHR T 2 08N H 5, F72 LC-MS/MS IEIZE DWW =7 — & L E#EL
B9 5N E TlEZeVy (Module 2.7.1.1.3.1.1 &)

R~ 70 RREIZISE 2~ 7 v RIREORIEE & AR L7 JEE %2 VT LC-MS/MS i
WX VRIE Lz, ZORIEEDRIE KON 5 —2 g 1% Celerion Switzerland AG Tf74417= (Module
27.1.131281) ,

BN HEE

Invitro D&~ 7 VT RO K 87 5EEORHMEL, 3616 585k & O 3651 RBRIC CER 7 7 A€ LB
Hifi 2 AT tbiv, # o _ 7 A E 2 RIE Lz, FEMI 3616 3Bk (Module 5.3.3.3) , Appendix
16.1.10 18 3651 7kl (Module 5.3.3.3) , Appendix 16.1.10 Z & = &,

EWHEERARAR TRV S ERRIEE

DHHT 2R A FEDOWIUZ T D8~ 7 vF Rog#4 3305k (3817 #BR, 3818 #llk & UF 3819 #llR)
TR L7z FHWTe st A7 F U AR RIEENY T —2 a Y LAR— FOSRSEE £ 2.7.23-21C
BT, NAFTF VT 4 BV LR — MIERBROIGBRERTEREEICE O,

& 27232 EYHEEAAKRTAVWSEORDNS(F T vtA(

$EHI4 ST FRIE Z e

TF =NV AT VA —/ GC-MS 3819 8% (Module 5.3.3.4) , Appendix 16.1.10
LRIV Z KLU GC-MS 3819 7Bk (Module 5.3.3.4) , Appendix 16.1.10
A NERNLI LC-MS/MS 3817 #Bk (Module 5.3.3.4) , Appendix 16.1.10
onzy ) LC-MS/MS 3817 #Bk (Module 5.3.3.4) , Appendix 16.1.10
T RN AK TR LC-MS/MS 3818 Bk (Module 5.3.3.4) , Appendix 16.1.10
2= A LC-MS/MS 3818 7Bk (Module 5.3.3.4) , Appendix 16.1.10

Note: *including the metabolites para- and ortho-hydroxy-atorvastatin
Abbreviations: GC-MS: gas chromatography mass spectrometry; LC-MS/MS: liquid chromatography and tandem mass
spectrometry
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2723122 EYFEIURKRIUE

e PR SR PREABR DO 2 DOIYENRE T KR A > P OFERICHOWTIHHE£ 272521 1ZfEH# LT\ 5, K
FRRBEZE DAERRIZ & 7o » TEIANIAT - 7o RERHIEIT I, 82 DTGB EFICITZ EN TR 6T,
2.7.2.3.1.23 I[ZE 2R T,

HEEGZ O~ 7 F ORI BRI IR T O > RaRA & b & VTR L7z,

o AUCq ins : £5-1% 0 WEfH 2> & MEFR KRR & TOPREE - Wp EhfR i fd

o AUCq 1us : #2574 0 R§fH] > & 1E B T RE 72 Bt E IR AR E COPREE - RERAT AR T i fg
o AUCy o : FANIHE L7 GZ R t1 706 2 F CTOUREE - IpfH] dhfs T i fl

o Conax : Hcrm L R E

timax + H5¢ 1 L P95 A B S R ]

o VJF : BT OO A A

oty FERAHDIE I -8

e CLIF: AT VT 7 A

T2, FFEORBRTIILLTOT Y RARA v FEHWTHEER R O~ 7 VT ROy EIRERE %
FEAM L 7=,
o V,: (FHERD) HAiAHE
e MRT : J-EJi B4 IRF ]
o MAT : IR IRFH]
o £, BT NTF ROIEREGR ==

EFIREDOE~ 7T ROEYBEREREIIERLL T O KR A b & W CEHEi L 7=,
o AUC igsn : 1 [BIOF G-FROFE 5-9% 0 K2 6 168 FEE & T o B — R dhR T imf
o Crax @ I L AR
tinax 25 e LI 90 EE 8 AR ]
o VJF : BT OO AAHE
oty FERFHDIE I -8
e CLIF: AT VT 7 A

F7o. BEORBRTIZ, Ty RRA > b EHAWTEF RO~ 7 /LF ROEYERER 4
FTAf L7,
hd Racc . 5’2\%@

HERE T L RARA v FOFHEICIT ) v a v /R— F A2 "MEEZHWTZ, AUCo 16sn. AUCqjas 2 Y
AUC - E W o T2y RiRA ¥ M, B S 7B E K OVEEOB R SIS\, BIBEREEZH



Module 2.7.2

33 of 148

WCEHR L72e AUCq gl AUCo-1ase & WHRIEBEERL (HEEAE) 2 FHVWCTHRLH U 72 78 5 AT RE 7 B A T RE
RN B HEERKE TOMB FEEOEOAFHE LTEHR Lz,

RT#HEG%D 7 VT Z A (CUF) 1, BEHEEZ TIE THE/AUC i KOVERIRETIE THE
/ AUCq1esn] & UTHIA L7z, BRI G% O RIRER X TAUMCy 0t AUCo ins)  (AUMC 13—
AV FOREMB TR & L TEERE L

FEARAE DIE ST 11013 log(2)h, (0 ITIREE DRI A HROZEEL, W 2t A L L7efB RIS
FOEH U EER) & UCHE Lz, ORI S TEREWE SN E 007k e b 3
SR ) 72 LI AE 2 FEAT IS E T L7z

I ERE V,/F IX(CL/F)A, & L CRE LT,

2723123 EMEBEI D FRA 2 b OIEHERT

82 OHER TEMR S NIRRT

1 2 OB CEME S NI TlE. BWBERE= RBRA > b Th D AUCo168ne AUCqing. AUCqjagin
AUC o BN Cona 1. SIS N RRA v b2 B E LI ERBIEE TV G5 8OHT)
ZRWTHNT UTze 72, tame tize A CL/F KON V/F XLl #Rt &2 W TER Lz, BARAKLD
a— VT AR OB RERE & SIS 3634 RABR TIX. EFIREEO T RARA > b (AUCq168n
PO Cae) X855 L, ANFE (HARAZ=2—D2 7 ) . HERE (05mg X 1.0mg) KOAFE
EHEREM O BEER ZEER R & T 5 EHBEET VA O THT L-, £72. HEMOLETA
MO EZEDET IVINBHEE LT,

WA ARHT CTIX RN A EOKYE 5%2% FH 41, TR ZED e &0 O R 2 L 7230 Tk 95%
EHEXMEZREN U, RISEMESARET S 723 BTl 90%E XM &2 F i Lz,

3634 R Cli bt~ 27T FOREMEZFHME L7z, 0.5mg &N 1.0 mg DHETHIE L7 BERIL, ¥
M5 (0.25mg) %0 1 FOERGFRIZI T 5 RE RN OEFRE (0.5mg X T 1.0mg) O 1[HO#K
HRIEICBT 2IRFERICE SN TR L,

Ruce.nc = (AUC-168n,5/0.5 mg X1 1.0 mg)/(AUCy-16sn,sp/0.25 mg)

METHIELZRERICONT, R L, AN (BRAXZ=a—hvT7y) | HER (0.5mg
Xi¥ 1.0 mg) KOANFEE HEHOZBEERZBEENRE LT ERBIEET VE O THT Lz, F7-,
N E HERORBERZRWZET SN T, HBozhE (NEXIIHEOEWIZ L 5720
EHEE LTz,

O A FEDOIYENREI 6+ 2t~ 7 F O 2R L 72 3817 38R, 3818 #lEi M Of 3819 7R
X, 1 2OBEIERFICE D7 v AF— "= TH o7z, Zh5DORBROET IITIRE R OWHRE %
BEENRE LTED, FEERRAEEDOEETH S 0.80~1.25 i H L7,
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IEH 72 B RERE OB R OB R EZ AT D2 HRE 25 & LT, EYBRBO I A1T 572 3616
BTl SRERMARIEIRE (GFR) ZFHE 3 %728 Cockeroft - Gault & HWTHEFR L7 7 LT F=>
7 VT 7o AW TCEBEREREL AT 28 RE L 0B LT,

GFR (mL/min) = ([140-4Efi5 (77%)] X (K E[kg])/(ILIE ~ L 7 F = > [mg/dL] X 72)

(LeMEREBR A I AR 2K 0.85 & VL 72%)

3616 B ClX, R EIHCAN TH ST A RT A N> TRERES V— T 2 ER ST, EW
7R EgRE 7 v — 7 (80 mL/min #8) | #RE OB HEREREE 7L —7" (50 mL/min & 80 mL/min LAF) |
S OB REREE 71— (30 mL/min & 50 mL/min LA F) | HEEOBHERERIE 7 L —7 (30 mL/min
LITF) . KEIBERZ V—7 (MBS 0%EE) ZE Lz 2%,

At T ML LRROBHRE 7 L — T ZEEDIRE L TE DI, EWREHEZ LV — 7 ORBRE 1T,
FEfR . PERI R OMARE O 5347 2N B RERER 7 L — 7 ORERE D434 & ATREZR IRV & L < 70D K 5 Tkl A
ANDZ L& LTe, LInLRs, REIBREZAT 285 13 L CRlelas (B, TEE
HEOBHRERE) 2877 5HRE L L CRENEN -7, EFREEEL G T 205E X, %
U CRMIBIRE AT D8 & el U CIRED S | 2O EE . AR ST HE O BeEREE A
T HMERE L U CTRENEN -T2, TDRH, T—TRITHRLIL 2L H OE & Ji%E U 7 fif
Wz %icAT o7z, T OTT M, BRERE SV L — 7 R OWER &2 45 A O E ERh 5. 4E i K& O
B LT R E A @ A OIE R L LTEDT, AUCun& 7 LT F=2 27 VT 70 A BTN
Cox EZ VT F=2 7 VT T AOMBERT Lz, ET/VICITHBEER L7 VT F= 20T 7
VAR EL LTED, B VL — I DT L RRRIZ, N R T A SRR TA B LIS E
WA LT R E T R AT o 72,

ZOREBRF2 AT —VEBRE L TT A S, A~ —= 2 RARA » FOHERICHE W T
IS%IEMIXH 2 MV, AT —2 2 O TIIMEEMBRE FIEZ VWD Z LIk ZEEOFEZIT 72,
T ZVF ROIBEIE DN ISNTZD, 0.70~1.43 OFiPHEZ T2 L] OHAE (‘no-effect’ criterion) & L
TEA L7,

3651 RBR Tl FFREBEDS 0 7o B R OIS RERE B 2 9 2 R x5 L LT, EWERED
WalTole, ZOMBRTIE, IHEREES 2 A9 288E 2 IE, K, MFE Y Ve Al g7 v
TIMER T T b AR ORI S < Child - Pugh 478 HE - THME L= %, B 72207
BERE 7 NV — T OYERE 1T, R, MR X QMR EE D530 NS REFR 5 27 /L — 7 ORERE D434 & ATRE R
ROFELL 2D EOITHAAND Z & & L, MEFETVITIE, JTHERE 70— 7 R ORI 2 S 3284
DFEENER, o o O Lo R E 2 i A O L& L L TER, IHRE 7 L —7 2 L8
LHELOEFERELL, ZORBRII I AT —VREBRE LTSS, I~ — 0 RRA
DI B W CREBRIRETFIREZ AW TS EEZE Lz, B~ 7T FOIRRENILNZD, 0.70
~1.43 OFiHAE T8 L) OFEHEL L TEH L,
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3652 ;BR ClX, EHFIREOE~ 7 NVTF RIZEBIT D AUC 16sne AUCoagn K O Crnax O FH B LI 2 B
L7ce TNHDOT Y RARA N a8 B U, RS U7 ) B e S o s &, et 2 8 &
R E L TEDIEHMIBIREGET V& VTR LT,

TEENREICBT 5T X T Ot 2. P10 ER (1820 3ER, 3633 3ER. 3679 3k & 1F 3616 #llR)
TIXIR B REMAT SR, B ORBR TR DI R RE M SN T T T2, FRBRTITbh
T REAT DFERN, SEWBREARHT KT SR F1 K O R DT S REEFH OFERI 2R E . 72 ONTIBINFEAT D3
HIZ DUV T Module 5 O RBR OTEBRRFEHE EEZ S RO Z L,

BINTEME L3 E R UHET R

AREEFEZAER T 2 12H 720 . FEBR oG EOTBFHFHEICOVWT, BB/ MRz &b
HI-DICHHEETo7, o, KEHZ Y O ETES L7z 1820 B CIXER G EOVH & £ Ofi
FOFHREZIT- T2,

3652 ;BRClX, EFIRBICE T 2EYBRET  RARA > FOEE), RO OEENI T D H5REFE
AOIERE (KE, Filin L OMR) DR 2 PREBAITIRETT 5 72 OITBIRY 22 LG H iR 247 - 72,
F72. 4010 PR CITRH[EE 5% OB & PRIRAVICHET L7z, SERHIRIT OFEM 4 LUT X UMk 2.7.2.5.3
(a7 N

EEREICET2EMHREDOEH

3652 FRBR CIXEFIRIBIZR T HHPBNRET > FARA > b (AUCq- 1680 K O Ca) DB BN OFRHT 21T >
7o YRABR TR, BEEERERE IC LT, B 0T ROMHEZ 0.25mg, 0.5mg, 1.0 mg & BEfEAYIC
HWEL, 1.5mg DREHARE CRES Y, HRFIIEHAEER IO T4REG A5, 4BHOE
BRI 168 I 7' 1 7 7 A VD= b DR E 1T > 7,

KEER LTe= RARA  MZHOWT, MIBIRAET VERHWTHT Lz, ZOETAVTIEETH
BAEEE., WRELZEENRL LTED, ZOETAING, WEBZT Th < WBRE LS K&
OWBRE AT 2 HH LT, ZEEE (CV) & L TRR LT, KRIC, Flk O L-kE (F
FIRIED S BB OB GHHCIE) 2l Ao E . HilZEEDRLE L TETMCEDT,
ZOPEEINTZET N EAWT, RAEE), HERE A R OBBRENAEB O CV 2 HEE Lz, #BRE
PEDOILEEDOHEEMEZ 95%EFXM & & bICHIE L, #R L,

HEKZESZOENBEDEE

A% OFEYERET 2 RARA b (AUCont. AUCo- LT Crpax) (& DWTIE, fREFEHERE % 52
& LT EWENRISEMERER (4010 380) OF —& 2 AW CHN Lz, MikalBid, fEHENRR D
QFHDOE~ I VT REUROEMZNRSEE R T D 7 a AF—N"—RBThHY, B~/ LT K
0.5 mg R 5 S,
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SR LT RIRA v N EIBIRATT VTN LTz, ZOTT LV TIIHRE 2 EEIFR L L
TEDZ, ZOFETIVNG, BEE: b ONIHEBRE A R OWEBRENEE 2 HE L, CV & L TR
L7,

2723124 BEAEYMBEHEN

FHERSE BT (/e —SLEF AR RAAMET /L) 1T, Huetal I kA #EHDO LBV D
TIVETAT Ta—FOTav A B[N, 207 e —FiL, #EEBEZEEF R NWR—ZAFFT )L TO
HEER OB L2 R COEEELZET 7 LET LV TOHE TR STV,

NR—=Z2FF %, WIIEEER k) . 7 U7 722 (CLF) ROSER (VIF) 235 A—42 L
Lz, —RBIAEME D —RIERD 1-2 0 X—= AV RET AV TH D, & haxtgl Lot~
NTF RERWIEHRBRCOMBRICESE, ZOETUEEZERIRL, 2k, N v RT3 5
AR BTNz, WG EHE 0.0286 h' IZHIE Lz, Z O, BRBZA L Tl
Bl B OY 2 IR PRI FR AT 2 kb G & LT B R SEBERRIR O DN o MBI RE 7 1 7 7 A TSV T IE )
FREET ANLHEB SN LD TH D,

2 RUBERIG B 2Rt & LTz 5 OO 3a fHakBR (3623 3R, 3626 3Bk, 3624 3BR, 3744 3B &L Y
4091 FER) T, BWREIZHOE 4~7E, P v~ 7T MBEORED O OFRMEITo72, 24
55 ODMBROT —ZITESE, —IRBINEMED —KIBERD 1-a /38— A v MET VAW RE
MM ENREMRAT C, FANHE LB O RE RN~/ VT FOBRE RIS 2 5 P8 TG LT,
71— )L T L OFEMIZ DU T Global modelling report (Module 5.3.3.5) #&Mo = &, HAAK
OFE H AR AR 31T 2 B RE & LG9 5 7o 0lc, 7 m— e T M S\, BIMoRk
LMY EETT LV (BARANEIEBRAERE OO OOBMOLEREEZEGTe) 2B LE, =
U5 ORE LI IA G AR BEE K OF Japan modelling report (Module 5.3.3.5) (Z#2/R7 5,

TIVET LT VT T AT 2 WEBOMRO L% E DT, 5§ 3 HHRER TIISEMBENE O
DIODMIEY > TV o T RA VIR FEELTH 2D, DAEMEICKT 5 IHEBOHREAHEET
DT EMTERNS T, FHEBODRIT, 7oA N v o7 Fu—F & O T LI EEL2ER
. HEEBOME L LTI LT,

FRANCHE LB BT TO L EBY

o R

o N—=ZX T A HFOFHE (65 AT, 65 mk~T4 ik, T4 %)

o N (AN (2D 28T) /AB—RAXIIT ZIVADRTAVINTTTN (HEN) */TT7
AN GEBAN) 9
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o RiE GEeANR=w s «FETTV /EAR=Y T - FTT V)

o N—R T A UHEDIRE

o N—X T A UHEOBEHEE [IEH 72 BHEAE (eGFRE 90 mL/min/1.73 m> LA_E) /88 0> P R e i
(eGFR i 60 mL/min/1.73 m* > 89 mL/min/1.73 m®) / H 25 DB HERERSE  (eGFR fE 30
mL/min/1.73 m’ > 5 59 mL/min/1.73 m*) /B OBHERERE  (eGFR E 30 mL/min/1.73 m® Ai) )

o MEFFH®E (E~7/VF K 0.5mg 1.0 mg)

o TESFERAL® (MEER, KEEES, EJE)

¢ : Japan modelling report (Module 5.3.3.5) 28\ T, HARAMRE R OEBIZOWTHRET H72DI1C, A

FOEEL, 7T N (ARN) 77 N GEAARN) Thlig#iE L7z, Global modelling report (Module

533.5) T, ARALHEARABFALTHS & LT, FANHE LIZWEROANTEE LT [7U7 Al

& LUTHERE LTz,
O B IRT H C EHR AL & 2 T U RBRAT (B L, SR P R b MRS TR L AL A fRATT LA A L7

YR DIIERETIT, FHT IV 200U EEMEE Lz,

TNVETMEIT R TOREREL —ETHEL, it THELEEOEHKMZ LET e 774U 7
ZRAWCTHEM L, x®CLF GEEM) ZHAWT, EFIRED 1 oKk SMEckT 2gEeE (OF
B~ 7 VT RIRE (Cop ) #FHM L7, ZORRIE, FHEED T TV IZONT, SIREEHRE 1T
T2 HETHIE L2 EFIREEDO FERGE EO OV & Z 0 90%EHXM TR Lc, SIRIERE X,
Fe xRz 7« ETTUROANLMET 65K, KE85kg THY . IEWRBHIELH L., TH
KBICEBNTE~Z LT R 1.0mg 2 1 [BIEMICE G LIogirg & Uiz, 90%E XM A3 A5 2 o=
THIDH (0.80; 1.25) ICEHENARVWEAIC, TORERIIBBEICHENb -T2 EXDHZLELE Y,

2 OORHERFEYBIREET LV (Vo — LT VK RAARHFAET V) XR—0F7—%%Ey & HNT
HWEZIT o7z, WET VA HWTEHEEIZIE 3623 3R, 3626 7R, 3624 3R, 3744 BUBR KUY 4091 35k
THOLNET =2 & T, 3623 B KL V3626 iBRIZ. HARAN, a—h v T U A, BAL 7TUVT A

GEABARN) | KOAFERHOYWERE A, 3624 RER L N 3744 3RBRIE, 2 — TN BA, 7V7
AN GEBARN) | FOANFEARHOWERE NS £, 4091 R&BRIT. BAAEBREOLNE T, #
B o N ORERHFRORFEDOFEIZ DU T, Global modelling report (Module 5.3.3.5) ,Table 4 }2 T
Appendix B &M Z L,

7a—sVLETIVTIET TN W7 v—7) L LTRFIENTZN, BARHET LV TIET U7 A% 2
DOIBEETN—IT0TF, TVT N (HAN) 77N GEEARN) ZRl4fEHEL7-, BHAH
ETNATIEAFEE LTT7 VT A (HARAN) ZBRETLEDOIZMA T HIZ2 208 ED HARNHILZE &
ERET LD, ZOWERITEETIERL BRI Dhololod, BOARTET MTTE
FI TR0,
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Pt~ NF FHEOFEE, ROWIEEREGOORERE~ 7 VvF ROBHRICE 2 5 FBIZo0n
TIE, 2 OPERFE D> b FZINTHEE L7 CL/F OHRIZ X 0 PREEAIITHT LT,

FEABIZDUNTIE, Japan modelling Report (Module 5.3.3.5) , Section 3.2 % T} Global modelling report

(Module 5.3.3.5) , Section3.3.2 & Z &

272313 BRRRUVmMBHEYRE
2723131 FEBREICETLEVHE

T~ 7T ROEFIREICET 2 KM ENRE ORI, 2 BUIRIFEE (3819 5Bk, 3684 B KL Y
3635 3BR) | 2 BUBEIRIE ClI eV IR E (3685 5AER) | fEEE B AR AR OMEEE 2 — b o 7 R

(3634 FRBR K O 3633 akBR) . ROMEHEWBRE (3652 3BR. 3817 sBRK O 3818 #klR) Z %I RIAT- 72,
2 OB PR B N OVIETS #BR E 2 & o 123 BR Tld., B~ 2L F F 1.0 mg TOEFIREEIZ I\ Ty H)
REDOFHEI 2T o7, FIERWEHRE 2R E Lzl Clde~ 20T R 025 mg (36523 5) . 0.5
mg (3652 FABR M U8 3634 7ER) | 1.0mg (3634 FABR, 3652 7Bk, 3817 #BR A O 3818 3lER) KON 1.5 mg

(3652 #R) TOEFIRBIZI T 2IEMBENRE DN 21T > 72, 3633 R BRTIL, B~ 27 /LF F 0.2mg,
0.4 mg, 0.8 mg KT 1.2 mg 5% D EFIRBOIEYBREOFM AT > 72,

HOBNREICRET D0 FaRA > M3 2.7.2.3-3, £ 2.7.2.52.1.1.1, 18K 2.7.2.52.1.2.1 RO
27252131 28Dz L,
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#*27.233 EHREICE T TILF FOEYEE 2 BBRFEE. BHERE R TRER

BxE)

Trial N Dose AUC(_1¢sn (nmol ‘h/L) Cpax (nmol/L) toax (h)

geometric mean geometric mean median

(mg) (CVv [%]) (CV [%]1) (min-max)

T2D 3819 (a) 40 1.0 4602 (16.8) 33.8 (15.5) 36 (12-167)

3635 36 1.0 4684 (18.8) 32.2 (19.1) 36 ( 4-165)

3684 37 1.0 4811 (20.2) 33.3 (20.8) 60 (18-121)

Obesity 3685 30 1.0 4467 (17.7) 32.0 (19.1) 35 (12— 84)
Healthy 3652 82 (b) 0.25 1589 (18.0) 11.9 (19.3) 26 (12— 48) (c)
3652 81 0.5 3081 (20.0) 22.1 (20.7) 27 (12— 48) (c)

3634-Cau 7 0.5 3371 ( 2.4) 23.7 ( 7.5) 36 (24— 72)

3634-Jap 8 0.5 3583 (17.8) 25.1 (17.8) 30 (12— 72)

3634-Cau 1.0 7490 (17.9) 50.6 (17.5) 30 (24- 72)

3634-Jap 1.0 7449 (12.2) 51.6 (11.1) 36 (18- 96)

3817 22 1.0 5877 (31.5) 43.1 (31.3) 36 (12— 72)

3818 26 1.0 7020 (20.9) 48.6 (22.4) 36 (12— 96)
3652 80 (d) 1.0 6077 (20.0) 42.7 (20.9) 27 (12— 48) (c)
3652 76 1.5 9928 (18.0) 72.6 (20.8) 27 (12— 48) (c)

Notes: * postmenopausal women only; ° N=81 for AUC., © No samples between 48 and 168 hours post dose. T 'N=79 for
AUC

Abbreviations: AUC: area under the curve; Cau: healthy Caucasian subjects; C,,: maximum concentration; CV;
coefficient of variation; Jap: healthy Japanese subjects; N: number of subjects; T2D: type 2 diabetes mellitus; t,,x: time
to reach maximum concentration

2RIERRESE

BEL T, 2B RIGBE BT 58~ ZLF R 1.0 mg DEFIRREIC I 1T % B e 35 R T — £
LTEBY (F£27233%M]) | F¥ AUC) 6, 135 4700 nmol-h/L  (#iH : 4602~4811 nmol-h/L) TH Y |
EHIPEFE (AUC-165n/168h) 28 nmol/L IZHAHY L7z, 3 Coax 159 33 nmol/L (#iPH : 32.2~33.8
nmol/L) | tmax D HRAEIL 36~60 BFH] T o720 tmax DHEIH  (R/AME~FKAE) 23K < 72> 72 B 3L
WHRE T a7 7 A VR EH CTH 2720 Th o7z (K2.723-1 ) |
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---: Reference line for lower limit of quantification

X 2.7.2.3-1 2RBRBEEICH TS EITILF R 1.0mg DEEREOMBER I T ILF FRE
DHEFE (RS 0~168 BEfE) (3635 HER)

2 BRI BB A8 O T BEIR BB T b=~ Z L F R 1.0 mg D P E (5 28 nmol/L) &
BB T, REEMEEYBREARAT THEE L 72 W) Cop 3B~ 74 F R 0.5 mg XN 1.0 mg TENEH 15.8
nmol/L % TX 29.8 nmol/L T& 7= [Global modelling report (Module 5.3.3.5) , Section 4.1.7 &) . £
BN REARAT IC & F Tz H AR ANBERE 1T D ColTEZLF K 0.5 mg LY 1.0 mg TEALEL
17.5 nmol/L } O¥ 35.3 nmol/L & #£7F S 417= ([Japan modelling report (Module 5.3.3.5) , Section 4.1.5 &)
RpDNEIBT D2~ 7T FOBBEEOHERIZOWTIE 2723163 #Z RO L,

2BBERARBER VBB EKERE

RENFRETH LG, 2RI 2 A 2 95E KO0 2 BUBEIRSS 2 A7 S 72RO 8 HIRRE D
T~ T FIRBEEIIRETH -7 (F2.723-3, X272328M) , T742bb, B~ 7T ROBRE
& (AUCo16sn) 13 2 TUBEIRIF B K OB E DEMZ B L T—H L TEY | Cpux lZ2WTHFR T
BN SN (827253, X2.7253.7881)

2EBEIRFEE BT 2~ 7T FIRBERICHT 2 REORET, 2.7.23.1.64 IZ5#H T 5,
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Body weight assessed at steady state dosing visit

X 2.7.2.3-2 2RMERBEERV 2BBERFCIEIBEVEREICESITAEEREDEITTILF ED
AUC-16sn & RERIR TEEDIRE (3635, 3684, 3819 KU 3685 itER) MDES{%

BEARNABBRERVBEI—H 7 UHEBRE (3634 R U 3633 HER)

HARNBEERFE 2B NT, B~ 7T RD AUC) 1650 M O Conax [T BN THIM U, — 75t 1E
B0 5 HER CHIMZE L T\ s (£2.7.2.3-3 RUE 2.7.2.3-4 )

3634 SBR DR IR O~ 7 VT NREORKIHES 2 [X 2.7.2.3-3 (£H) 1[TRT, WTid
FIERFIZB W T H Day 28 DEZIC 0.25 mg 725 0.5 mg ~DWHII E ) B~ 7 VF RIEED EENLL
Nz, I, E~ZAF R 1O0mg#ETiE, HEZ 1.0mg lZli L2 2L T~/ VT R
ED ERRA LN, REEG%ICE, MAERE bIZE~ 7T FREOREIRMKTRA ST,
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Time since first dosing (day) Time since last dosing (hour)

4 sema 0.5 mg (Japanese) —®— sema 1.0 mg (Japanese) + sema 0.5 mg (Japanese) —®— sema 1.0 mg (Japanese)
~— & — sema 0.5 mg (Caucasian) — -8 — sema 1.0 mg (Caucasian) ~ & — sema 0.5 mg (Caucasian) — -8 — sema 1.0 mg (Caucasian)
---: Reference line for lower limit of quantification ---: Reference line for lower limit of quantification
Values below lower limit of quantification are imputed. Values below lower limit of quantification are imputed.

Notes: Left panel shows the concentration versus time profile for the complete treatment duration of trial 3634. Right
panel shows concentration versus time profile in a dosing interval (0-168h) following the last 0.5 or 1.0 mg dose of
semaglutide. Semaglutide was dose escalated to reach 0.5 mg or 1.0 mg steady state: 0.25 mg OW for 4 weeks,
followed by escalation to 0.5 mg OW for 4 weeks, and finally to 1.0 mg (if applicable) for 4 weeks. Blood samples
were taken weekly throughout the treatment for assessment of semaglutide plasma concentration at trough and
frequently 0—168 hours after first (day 0) and last dose (day 85) of semaglutide. In addition, weekly measurements were
performed until 5 weeks after last dose.

2.7.2.3-3 BEBARAARVRBEI—DO7 OBBREICEITHIMBEFEITILF FREDHTR
(3634 55%)

3634 RBRICEBIT D, HEREAARAL R —0 27 U HBREDOEFIRIED -~ 7 LT RIEED 7 H
MoOHR (1 EoRLGRRE) %X 27233 (X)) (2RT, B~ 7 0F NREX W CHEICBWTH
KN == 2T AAERE ORI TR TH - 72,

T~ 7T FORGREEL ORI TIREIZAARAL R a—0 o7 HBRE ORI TRETH Y . MW
MEFICBWTAEROLIZ 1ICiE -7 (£2723-4FZH) , E~ZLF F05mg TOFHE~
VT RPREE (AUCo.1681/168h) (FBEHE A AN B OMEERR =2 — 7 & 7 AR T2 240 21 nmol/L K T 20
nmol/L L #ETE Siviz, B~ LT R 1.0mg TCONVHE~ 7 /VF RIREITMEE AN R OEFE a2 — 5
T UWEERE TEILEIL 44 nmol/L TN 45 nmol/L & HEE S 117=,
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% 27.2.3-4 BEBEBREOEEREICE TIEYMBNE (3634 H5R)
Number of subjects in
full analysis set N Estimate 95% CI p-value
AUC, 0-168h (nmol*h/L)
Mean for Japanese
sema 0.5 mg 3583 [3239 ; 3965]
sema 1.0 mg 7449 [6732 ; 8242]
Mean for Caucasian
sema 0.5 mg 3371 [3026 ; 3757]
sema 1.0 mg 7490 [6664 ; 8418]
Test of race-by-dose group interaction 0.5284
Treatment ratio for Japanese
sema 1.0 mg / sema 0.5 mg 2.08 [1.80 ; 2.40]
Treatment ratio for Caucasian
sema 1.0 mg / sema 0.5 mg 2.22 [1.89 ; 2.60]
Race ratio for sema 0.5 mg
Japanese / Caucasian 1.06 [0.92 ; 1.23]
Race ratio for sema 1.0 mg
Japanese / Caucasian 0.99 [0.85 ; 1.16]
Combined treatment ratio
sema 1.0 mg / sema 0.5 mg 2.14 [1.93 ; 2.38]
Combined race ratio
Japanese / Caucasian 1.03 [0.93 ; 1.14]
Cmax (nmol*h/L)
Mean for Japanese
sema 0.5 mg 25.1 [ 22.7 27.8]
sema 1.0 mg 51.6 [ 46.06 57.11]
Mean for Caucasian
sema 0.5 mg 23.7 [ 21.3 26.5]
sema 1.0 mg 8 6 50.6 [ 45.0 ; 56.9]
Test of race-by-dose group interaction 0.7319
Treatment ratio for Japanese
sema 1.0 mg / sema 0.5 mg 2.06 [ 1.78 ; 2.38]
Treatment ratio for Caucasian
sema 1.0 mg / sema 0.5 mg 2.13 [ 1.82 ; 2.50]
Race ratio for sema 0.5 mg
Japanese / Caucasian 1.06 [ 0.91 ; 1.23]
Race ratio for sema 1.0 mg
Japanese / Caucasian 1.02 [ 0.87 ; 1.19]
Combined treatment ratio
sema 1.0 mg / sema 0.5 mg 2.09 [ 1.88 ; 2.32]
Combined race ratio
Japanese / Caucasian 1.04 [ 0.93 ; 1.15]

N: Number of subjects contributing to analysis, CI: Confidence interval,
The endpoint is logarithmic transformed and analysed in a linear normal model with race, dose group and race-by-dose group interaction as fixed
factors. The combined treatment ratio and race ratio were additionally estimated based on the model without race-by-dose group interaction.
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EEE H AR AR O EFIRREIC BT 2B ST X — 213 3633 RBRICB W T HRHE L7z, %k
BRClIE~ VT ROAAL AT F U AT LOCLEA W TER L7223, Z OfERIT 3634 FBRDFE R
E—FH LT\ (3633 7Bk (Module 5.3.3.3) Section 11.4.12 &) , 3633 RBRICBW T, B~ LT
ROREFEE (AUC L Cog) 13, EFEAARAROMER 2 — 1 > 7 VA TRk ChH - 72 (£
2.7.2.3-5BM1) |

& 27.235 ERREIZETEEMBREI Y R4~ - AFERDLE (3633 EER)

Race-ratio

Endpoint (Japanese/ 95% Confidence Interval
Caucasian)

AUC, 0-168h (h*nmol/L) 1.06 (0.93 - 1.21)

Cmax (nmol/L) 1.07 (0.96 - 1.19)

Note: Results were generated by the LOCI assay. Estimates are based on the selected model, see Trial 3633 (Module
5.3.3.3), Section 9.7.1.1 for more details.

RERBERE (3634 FHERR U 3633 iBR = R < 255

FRINEBY ., BT FD AUC 1680 K O Cona [ FHE DI THI L. —F o 1 E 2R
oMM CRRREZ R LT (27233 2M) oty OFIPH (R/ME~RCRIE) 2R 7o 72 BH
I, MAERRE T 1 7 7 A VR EHPFE Ch - 727280 Th -7 (3652 38k (Module 5.3.4.1) , Figure
11-14, 3817 3R (Module 5.3.3.4) , Figure 11-5 2 TX 3818 3l (Module 5.3.3.4) , Figure 11-5 2]
TR RE D B L O FEIC OV TIE 2.7.2.3.135 BB Z L,

TEFRHIRE I ZH5 1T D AUC)-168n K U Crna 1 2 BUBE PRSP FBH K OVIE R BB & bRt L T igismine
ol (£27233FBM) , X—=RT A URFOFHREIT, 2 TBEIRPEE KON HERE & i L T
FEMRBR G TN~ 72 (3652588 (Module 5.3.4.1) , Table 10-2, 3817 #B% (Module 5.3.3.4) , Table 10-2,
3818 B (Module 5.3.3.4) , Table 10-2 L (N5 2.7.2.3-39 &) |

2 BUPERISBE IR W CIRER B~ 7 VT FORERIZE 2 2 BICOWT 2.7.23.1.64 IZFE# LT,

2723132 HR5®OEMHE

3634 FBRICEB W T, EFE A A AR OMER 2 — 7 7 U BRE ISR 5~ 7T REER 5% D3R
WENRERHEE . B~ 70T R 025 mg TRi L7z, $7-. HEEG% ORYEREREIL, B A A AKX
OMEEEa— B o7 R E x5 & L7z 3633 iR Cldt~ 27 /LF K 0.1 mg, 0.2 mg XL 0.4 mg O Hi[a]
B 54%12, 4010 508k, 3789 3k, 3687 iklR, 3616 B K N 3651 ik TldE~ 27 /LF K 0.5mg D
HEI R T8 5% IR L7z,
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BEARAAHRERVBEI—H 7 UHERE (3634 MERKR U 3633 SHER)

T~ 7 AF R 0.25 mg DHRIER 5% OREZERE (AUCoiensp)  EMAIRE (Chasp) MO m L
TEFEBIEER M (tnasp) R U7z, BB G 0~168 FiICRIT 5t~ 7L F NIRE - Bifidhiz a2 X
2.7.2.3-4 257,

9 -9

8 -8
J J
> 74 N
€ €
E 64 L £
T ©
g 5 -5 g
m© ©
o o
o 47 -4 (0]
e e
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E 24 -2 £
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L [ -1
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I I I I 1 I 1 1 I I I 1
0 12 24 36 48 60 72 84 96 120 144 168

Time since first dosing (hour)
sema 0.25 mg (Japanese) sema 0.25 mg (Caucasian)

---- Reference line for lower limit of quantification
Values below lower limit of quantification are imputed.

27234 BEBAANBEBRERVOREI—D 7 VHEREICE TS 0.25 mg BEE S &R O MIE
hETTILF NREDHRE (15[ 0~168 FfE) (3634 FAER)

= T PR L bl U T H AR AERE T, BLAIE G4 D AUC) 68n50 KON Crnaxsp 23007 22T K
Eholo (F2723-658) . AUCigsnsp PAFERIOLE (HARN 22— 7 ) OHEEMIL 1.11
(95%fEHHIXH] : 0.99;1.25) TH Y. Cuaxsp D AFEF D LLOHEEAIT 1.14  (95%(EFX[H @ 1.00; 1.30)
Th o7z (363475 (Module 5.3.3.3) , Table 11-6 ]

#*27.2.3-6 BEABAANBBRERVERI D7 UHEREICES T HEEIRSEODEYEE

Dose AUCy_i¢sn (nmol -h/L) Cpax (nmol/L) toax (h)
Trial N (mg) geometric mean geometric mean median
(CV [%]) (CV [%]) (min-max)
3634-Jap 16 0.25 895 (14.0) 6.8 (17.2) 48 (24- 84)
3634-Cau 16 0.25 804 (17.7) 6.0 (20.4) 60 (36-144)

Abbreviations: AUC: area under the curve; Cau: healthy Caucasian subjects; C,,: maximum concentration; CV;
coefficient of variation; Jap: healthy Japanese subjects; N: Number of subjects; ty.x: time to reach maximum
concentration
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i B AR APRERE O B[ #5145 OIEBE 1T 3633 MR CH il L7z, YRR Tcor~ I/ LF o
AFTF VU AXLOCIEE HWTITo 72, EEE B AR AR OMERE = — 1 o 7 U HBRE T AUCo168n Crmax
KO e DAEFNIFIRETH - 7= (3633 3Bk (Module 5.3.3.3) , Section 11.4.1.1 &)

RERBERE (3634 FHERR U 3633 iBa# R < 255

TREERHERE 1235 1T 5 HilmlF 54 O B3R ClER R Ch o 7o, EEReIcBT 5= PR
A2 M E$£2723-7, 46827252132 KO£ 2.7252.1.4 1 1CEH LT,

v VT RO THEE LHIRNES (O T BIRE | mg/mL) OFAHEREEH (MRT) OETH
2 FEIRIEERE (MAT) 13 37.6 B (95%(E#EIX[H : 28.5;46.7) T o7z (36877 Bk (Module
53.1.2) ,Table 11-6 2fR) , ZOWKfITE~ 7V F N TH 50 MRT Th 2 229 FEfH] (3687 kR CHE
fili) & H#LTHE-TZ, O EiE, BN GLP-1 &l Lz~ 70 F ROBREORHHL

(2723.1.52 M) 1. B2 TONMNEN LIk, £ —IERGEaRIic ko, gl
SNTVDHIEERELTWND,

3687 RERIZEEDS < &~ 7 LT R 0.5 mg DA 5% OIS A 7 XA T U T 113 89% (%
TG FIRNEE G O OHEENE : 0.89 (95%EHHXH] : 0.83;0.94) ] Th-o7z (3687 7 (Module
5.3.1.2) , Table 11-2 & O Module 2.7.1.3.1 &)

= 7T FORAREE | mg/mL, 3 mg/mL &Y 10 mg/mL (Z331F 5 B[R 5.4 O KW HE T A —
1% 3687 ABR TRl L7z, 2405 OFERIT LOCI{EZ V- 3679 slBR DS R & —F L7z (fH6k
2.725213258) , 872 H5REOHHFIOLEIZ OV TIE, Module2.7.1.33 &M Z &,

$2.7.23-7 BEBEREICHSITHAEIYYILF K 0.5mg BEEIRE5®OEYSIRE (4010, 3789,
3687. 3616 R U 3651 itER)

AUCy_;ns (nmol -h/L) Cpax (nmol/L) toax (D)

Trial® N geometric mean geometric mean median
(Cv [%1) (cv [%]) (min-max)

4010 (b) 27 3540 (24.2) 11.1 (21.4) 95 (54-122)
4010 27 3670 (23.5) 11.5 (18.9) 96 (24-122)
3789 7 3123 (12.0) 10.9 (18.2) 56 (32— 96)
3687 (c) 20 3274 (20.2) 11.3 (24.0) 60 (30- 96)
3687 (d) 18 3542 (24.9) 13.1 (25.9) 42 (16— 72)
3687 (e) 20 3453 (20.9) 16.2 (22.7) 12 ( 6- 48)
36l6 (f) 14 2600 (27.3) 10.3 (35.1) 24 ( 8- 66)
3651 (9) 17 3035 (32.8) 9.6 (34.1) 66 (30-168)

Notes: * unless stated otherwise, recombinant semaglutide with a strength of 1.34 mg/mL was used ° synthetic
semaglutide; © semaglutide:1 mg/mL; ¢ semaglutide: 3 mg/mL; °semaglutide: 10 mg/mL; ‘subjects with normal renal
function, synthetic semaglutide of 10 mg/mL; ®subjects with normal hepatic function

Abbreviations: AUC: area under the curve; C,,,: maximum concentration; CV; coefficient of variation; N: Number of
subjects; . time to reach maximum concentration
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b h~ORERE SRR (1820 #BR) 1231 5~ /LT ROHER G 0 BFIHIL 0.625~20 pg/kg
Tholz, 0.625 pgkg DHETIE, MARENER TIRIE (LLOQ) ZBATMENOLT N ThH 727
O, ZORBIZBT L RARA » FORMIITD R o Te, ¥ IATF RO FTF Y R
LOCI £ % FIWCRHE L7272, MEZBROFE T LC-MS/MS 4 W CHIE Lo 7 — & & BT
52 ENTERYY (Module 2.7.1.1.3.1.1 /) , EWERBIZET 5= FARA - FOERITFK 2.7.2.3-8
KO£ 2.7.2.5.2.1.3.2 1T~ 7,

FHENEZLEFY . AUCh 1650 K O Conax FEFA B OB > THIN LT (£ 27238 B

#*27.23-8 REMEBREICE TS YT ILTF FEERSROEYMEE (1820 HER)

Dose Dose (mg)® AUCq_1¢s (nmol -h/L) Cnax (nmol/L) tmax (h)
(ng/kg) mean (min-max) N Geometric mean Geometric mean median
(Cv [%]) (Cv [%]) (min-max)
1.25 0.11 (0.10-0.11) 4 (c) 114 (12.5) 0.9 (33.4) 48 (48— 48)
2.5 0.20 (0.16-0.22) 6 242 (10.9) 1.8 (12.0) 60 (48-108)
5 0.47 (0.40-0.50) 6 601 (21.4) 4.8 (28.0) 30 (le— 84)
10 0.85 (0.70-0.90) 6 1591 (14.1) 12.5 (24.4) 19 (16— 96)
15 1.25 (1.10-1.40) 6 2423 (16.6) 19.4 (24.0) 16 ( 6- 72)
20 1.68 (1.40-2.10) 6 3331 (10.9) 25.7 (17.2) 20 (10- 60)

Notes: * Semaglutide bioanalysis performed using the LOCI assay; ° calculation of mean absolute dose with range was
performed for this summary; ¢ N=3 for AUCy_;¢s

Abbreviations: AUC: area under the curve; C,,,: maximum concentration; CV; coefficient of variation; N: number of
subjects; ty.: time to reach maximum concentration

2723133 )

RHE BN REMAT CTIL, N—RAET LV (HEEZRLS) KT LET L (FANCHE LA &
T ZHWTC, 2BBERFEEICR T 5~ VT NOEYEREOLE) Z 5 L7- (Global
modelling report (Module 5.3.3.5) , Section 3.3.1 (V332 &) . F£7o. @EEHEBRAICOVTIE, 3652
RER (EFIREBIC IS 2 W BEREDZLHE) K 1N4010 BR (HEE 5% OB OLAT) OF —F %
AWTCRHME L 72 (2.7.2.3.1.23 BR)

2ERBRERE
ERIRAEIC 5 MBS

70—V T I HAS W R I ERE AR OFEIR NS B~ VLT R OBREE B OPRERE L
BIN—ZET VRO TNVET IIHEDSS EENEN 26.6% K D 129% Th o7z, ZOIEMND, it
ZRRREEEL LT, 75.8%DZENIILE EIC L - Tl &7z [(Global modelling report (Module 5.3.3.5)
Section 4.1.3 &) |




Module 2.7.2

48 of 148

RERERE
TR 5 MBS

TR R (23 1 2 #EBRE N ZZ BN AUC)- 1680 2 OY Conax CIRIERIZ/NE <, #PHIX 9~10% TH - 72

(£27239FM]) ,

BB A O R (PRI, AR OMRE) (2 X 2084 L2RWRET & el U CRlitE L 7= i iz i
WTHBRE A NS o T2 Z I BRIBEND L 9IS, HEBREFAB O —HIXZh 6oL
EWIZERT 25D TH -7 (F£2.723-958) |

% 27.239 BERBREICSITIEEREDEITILF FOEYBEDOEE (3652 HEKR)

AUCo-168n Chax
Within-Subject Coefficient of Variation (%)
Unadjusted analysis 8.9 10.4
Adjusted analysis 8.9 10.4
Between-Subject Coefficient of Variation (%)
Unadjusted analysis 16.9 17.6
Adjusted analysis 8.9 9.3

Note: Number of subjects contributing to analysis: 81 for AUC,_jegn, 82 for Cpax. The endpoint was logarithmic
transformed and analysed in a linear mixed model with dose level as fixed effect and subject as random effect.
Estimated variance components were expressed as cofficient of variation assuming log-normal distribution,
CV=sqrt(exp[variance component]-1)*100%. Adjusted analysis further includes sex as a fixed effect and age and
log(body weight) as continuous covariates. Body weight was assessed at steady state dosing visit at each dose level.
Abbeviations: AUC: area under the curve; C,,,,: maximum concentration

HEEEROEYBRE

WO RARA b (AUCpints AUCojast X T8 Conax) (B W T HEENIFRRETH D . PERE T
LHEL L CTHBRENT/NE o7z (£ 2.723-1058)

#* 2.7.2.3-10 REMBREICE TSI TILTF FEEARSROEMBENEE (4010 HER)

AUCO—“’ AUCO—last Cmax
Within-Subject Coefficient of Variation 5.2 5.5 9.0
Between-Subject Coefficient of Variation 23.4 23.5 18.1

Note: Number of subjects contributing to analysis: 27. The endpoint was logarithmic transformed and analysed in a
linear mixed model with subject as random effect. Estimated variance components were expressed as coefficient of
variation assuming log-normal distribution, CV=sqrt(exp(variance component)-1)*100%.

Abbreviations: AUC: area under the curve; C,,,: maximum concentration
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2723134 REYBEORREIKFNE

2 BUBE PRI BE BV CHIEE 5.2 b ORI & OFLE -~ 7 VT RBEICHEZ KIZT0NIONT,
5 DD 3a tHRBROIEWENRE T — & 2 H W TIRKEMIZ 7 7 712 L 500 %17 > 7= [Global modelling
report (Module 5.3.3.5) , Section4.1.2 &) . MEME L/t~ 7T NREIZ 2FEMICHI > TEE
LTBY, ZRIZEY B~ 70T FOEYBIRRITRRIICEL Len 2 LAVRR Sz (Global
modelling report (Module 5.3.3.5) , Appendix C, Figure 22 2]

2723135 EYEROAEKRFHE

2 OB GRS B e OB B 2t 5 & LT B~ 7V F ROREEO A BEIKEEZ25HE L2, 28
B PRI B S DR IS AR R (0.5 mg T 1.0 mg) D5 & RR4E ISR Eh REFRAT
(2.7.2.3.1.2.4 B /) CHHM L. HEFHERE (CI51T 2 B HIE & O 4 3634 3R I OY 3652 3R
(2.7.23.1.2.3 ZM) THHM L7,

2RIERRESE

RHEMSE BN RBMATIC S & B~/ 0 F ROBRBEEIIRGRICHHIL TBY, B~ 7L F R 1.0
mg [ZX3 5~ 7 VF K 0.5 mg DA IERZ OEEE EO L OHEEE X 1.00 (90%(EHEXH : 0.98; 1.01)
Thotz (M2723-7581) .

BRKERE

3652 B TlX, T~ 27 /LF K 025mg, 0.5mg, 1.0mg &K 1.5 mg DEFIRREICEBIT DT —4 ZH\»
T AUCq 16she AUCoagn XN Copay E VN 722 RARA 2 ROFRFTIZE V. B~ 7 VT ROFEYBRED H
B BIME A FEAR U7z, SEEHIEATIC Y . FHEBIINCEE S AUCh-4sn M OF Conax DHEINNC B HLFIME S 237
472, Doubling constant (FH&E % 2 f#I1Z L7ZFFOMNINFEEZ R T EH) OHEEMIT AUC)-45n 2 TN Coax C
ZNZI2.01 (95%(SHEXM : 1.99;2.04) KTN2.00 (95%(EHEXM] : 1.97;2.03) Th-o7= (3652 7 Bk
(Module 5.3.4.1) , Table 11-11 /&)  HEHIZAE D AUCy- 1680 DHIANT A EELFIMED & o972 T
BT H AL, doubling constant OHEEAE T 2.02 [ (95%EFIXH : 2.00;2.04) | p=0.0474) Th o7
(3652 7Bk (Module 5.3.4.1) , Table 11-11 Z/) 728, Z OTEREIRFRANICRIBE S IZZ 2 620 o7
(¥2.7.2.3-5 M) , flx OIEYBRET 0 7 7 A MIHKSERGRA TV o — )VEBTF Lisholo L&
DI T HIOBEERE Z BRI AT Tk, HEEINTEE S AUC 168 AUCo_agn 2 TY Coax DHIINZ D
WTHEIGIMED R Z 7 (3652 3k (Module 5.3.4.1) , Table 11-12 /]
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The solid line represents the estimated curve based on a linear regression model with log(dose) as (fixed effect) regressor and
subject as random effect fitted to the logarithmic transformed endpoint.

Symbols represent observed values.

X 2.7.2.3-5

EEREDETTILF FOEARD AUCy16sn— FHELLBIME— (3652 FHER)

HARANRL O —0 o7 RE % G 7= 3634 RBR Tk, HEMOL (E~Z/12F K 1.0 mg/0.5 mg)
DOHEEMEIZARANKL R = T AEREDONTIUZIRBNT S 212ED 722 &35 AUC 1680 P
B ICPE D BT R E T 5 b DO Tho7- (363478058 (Module 5.3.3.3) , Table 11-2 &)

3634 R CITHEIHR 5% L OVERIRBIZB W CEMBEIRRO 1D O M AT 722 L b, B 71
F ROHEEE R OER G OFWEREO . (RFEEORE) BNreL ol S HITEFIRIEIC
BWT, B AF R05mg KON 1.0mg D EEITT2Z Lonn, BRERICEIT 2 HEEKFMEOFHE

ZITHO LB AREL o T,

WO AFEDONT IO HAREICBO T RueepclE 21N> 72 (£2.7.23-11 B)
LT, B~ 70 F FORBEERIL, 4o LB 2.723.15228) Thsr L, KOEGREEN
BIFETHLZ &2 TV,
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£ 2.7.2.3-11 BEGHRECHITHIAETHE L= REER (Ra pc) (3634 5XER)
Number of subjects in
full analysis set N Estimate 95% CI p-value
Racer 0-168h
Mean for Japanese
sema 0.5 mg 8 8 1.99 [1.87 ; 2.13]
sema 1.0 mg 8 8 2.09 [1.95 ; 2.24]
Mean for Caucasian
sema 0.5 mg 8 7 2.30 [2.14 ; 2.48]
sema 1.0 mg 8 6 2.31 [2.14 ; 2.50]
Test of race-by-dose group interaction 0.5439
Treatment ratio for Japanese
sema 1.0 mg / sema 0.5 mg 1.05 [0.95 ; 1.15]
Treatment ratio for Caucasian
sema 1.0 mg / sema 0.5 mg 1.00 [0.90 ; 1.12]
Race ratio for sema 0.5 mg
Japanese / Caucasian 0.87 [0.78 ; 0.96]
Race ratio for sema 1.0 mg
Japanese / Caucasian 0.90 [0.82 ; 1.00]
Combined treatment ratio
sema 1.0 mg / sema 0.5 mg 1.03 [0.96 ; 1.10]
Combined race ratio
Japanese / Caucasian 0.88 [0.82 ; 0.95]

Note: The endpoint is logarithmic transformed and analysed in a linear normal model with race, dose group and race-
by-dose group interaction as fixed factors. The combined treatment ratio was additionally estimated based on the model
without race-by-dose group interaction.

Abbreviations: N: Number of subjects contributing to analysis, CI: Confidence interval, R,..: dose-corrected
accumulation ratio; sema: semaglutide.

2723136  FRAIESEML

2 RUBE RIS B (T35 1T 2 REERISE B BT O —BR C, B~ 7 /LF NROREEITIT Dk~ 7o ST
fir (MEES, KBRS A O BBeH) oz ain L7z (2.723.1.24Z8) |

AEEB A~ DB 5% D KEREE K O BB~ D 5 TOEFIRIED B~ 7V F RO RE RO O
0% EHEX T, A LIzFSMEOEEOHANTH 7=, O LIk, EFEBAIIHRGREOFHE 21T
ODFICHRIIEAONDZ 2R LTS (X2.723-T58) |

2723137 RIRRUEVMREIZET S2EN

B bG#OY~ 70T ROFERINEHNIIA 38 REH T 0 | B~ VT RN &G4 O
FfA] (229 IpfH]) & bRl U TR o 7o, EEWUNIFRNITE HRBBIZIT D trae DT RAE 1~3 B (8
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P - 26~60 IFfH]) & —F L TW\Wab, 2HBERFEFICHIT L8~ 7 VF R 1.0 mg TOEFIKEBOINE)
TR AUC-1681/168h B2 TN Conex (2721040 28 nmol/L & TO* 33 nmol/L T - 7=, 2 FBERIFBRE IR T 5
RHE RSB REMFAT C Z ORI L MR S 41, 0.5 mg TN 1.0 mg TP Cay lTZALE 4L 15.8 nmol/L
F 0V 29.8 nmol/L Tl o 72, #EEHARABERE 1ZH1T 5 0.5 mg LT 1.0 mg TD Cy lXFNZET

17.5 nmol/L }2 X 35.3 nmol/L Toh - 7=,

EFIRIEICB T 2B, FENFRBRE CTHLIGE. 2 TR 26 3 2 45 K OV 2 BORE R %
B SR WHBRE O CRIFRE Th - 72, EFIRED Y~ 7L F ROBRGERIL, HELFIICEML .,
REFAICZE LTRY, EHME TR TH o2, BAAR DRI —I V7 A O VI iy
THEZAF R 0.5 mg KO 1.0 mg #5540 BFERIL 21T < . AU R OG5 A 1 (=)
ML T, SEMEREIC I T D RS WA L OB MABN T/ NS oo (BRFEFNES) : 5~
10%., #ERFEFZE) : 17~27%)

BRARSEHRABR T EED < & R A AR AR OMiERE = — 1 o 7 U H6BRE OIE] TR ENRE /N T X — Z XA
THoT2, 3634 TIX., B~ Z LT F0.5mg TOEFIRIED AUC. 165/168h 1F. fEEHE H AN KL
R 2 — B 7 PR TEAZEI 21 nmol/L & Y 20 nmol/L, F7-&~ 7 VF K 1.0 mg 5% D
AUC.1681/168h 1ZZ 7121 44 nmol/L }2 () 45 nmol/L ToH -~ 7=, [FFBRICEB W T AR O (BAAN =
— 7 V) OHEEEITHHRIZBWT 1IZE» > 7,

272314 kil

2IBER A (B~ 27 0F B 1.0mg OEFIRE) MOMEEEHEERE (£~ 27 1F F 0.5 mg DHEREHE
503 0.5 mg XN 1.0 mg TOEFIRE) ZRtG L LT~ VT RO TR 5% O mAREE 7fh L
Too Fio. BEREWEERE 2 XIS L LT~ 7T K025 mg OFFIRNERIER 5% O0HERE (V,) bl
L7z TNHDT Y RRA » OB E £ 2.72.3-12, FH%2.7252.1.1.1, 1.3.1~133 R 1.4.1 1R

el

o

2 BUBE RGBTV T, S V/F 1T 125 L CEB&EIPHIL 11.2~139L) Tho7z (F2.7.2.3-12
B o AT 2 BURE RIS B IS T D BRI B AT (LRI K 2925 DTe) Wz
AR OHREE 122 L (95%I5HEX M : 12.1;12.4) & —E L7= [Global modelling report (Module
5.3.3.5) ,Section4.1.5 2] |

fdt e B AR ABRBRE 2B DY V/F (0.5 mg LTY 1.0 mg DEFIRRE) 1359 7.4L (0.5mg T7.1L,
1.0mg T77L) Thotz (£2723-12F8H)

2 RUBE RIS A & bl U ORI E S MR R S CL V/F 23 2 BUBEPRIW B &l L T/ h s
MoTzn, #EH (HERG I ERE) KOHEM (0.5mg XX 1.0mg) TIERKETH-7=, F
%) V,/JF OFEFHITH 5% T 74~124 L, EHFIKE (0.5mg X 1.0mg O HEZFTe) T 7.1~9.3
LTohoT,

\\}ﬁ

d\
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T~ 7 F R 0.25 mg OFF RN ELE 5% O 5mEE (CV%) 12621 (22.1%) THH, Tk
MAEEIE VI AR CThH o7, 2O LTI F RREWERCTIIERICFEET S 2 & 2R
LTW5 (F£2723-128) .

* 2.7.2.3-12 2RBERFEERVEEREBEICE TS5 YT ILTF FOSTEER

Trial® N Dose (mg) V,/F (L)
geometric mean (CV [%])

Type 2 diabetes

Steady state, 3635 34 1.0 11.2 (18.06)
s.c. administration 3684 (b) 37 1.0 13.9 (23.7)
3819 (c) 40 1.0 12.4 (22.4)
Healthy
Steady state 3634-Cau 7 0.5 8.3 (11.1)
s.c. administration 3634-Jap 8 0.5 7.1 (12.8)
3634-Cau 6 1.0 7.8 (19.6)
3634-Jap 8 1.0 7.7 (14.0)
3817 22 1.0 9.3 (28.4)
3818 26 1.0 8.0 (18.7)
Single dose 4010 (d) 27 0.5 7.7 (18.9)
s.c. administration 4010 27 0.5 7.4 (17.7)
3687 (e) 20 0.5 7.9 (23.1)
3687 (f) 18 0.5 7.5 (21.2)
3687 (9) 20 0.5 7.6 (18.4)
3789 7 0.5 9.4 (15.3)
3616 (h) 14 0.5 12.4 (34.1)
Single dose 3687 10 0.25 6.2 (22.1) (1)

i.v. administration
Notes: “unless stated otherwise, recombinant semaglutide with a strength of 1.34 mg/mL was used;® V/F calculated
as mean residence time (MRT)*apparent clearance (CL/F); ®synthetic semaglutide, 3.0 ,mg/mL; ¢ synthetic
semaglutide; ¢ semaglutide: 1 mg/mL; * semaglutide: 3 mg/mL; * semaglutide: 10 mg/mL; h subjects with normal renal
function, synthetic semaglutide, 10 mg/mL; ' V, (L)
Abbreviations: Cau: healthy Caucasian subjects; CV: coefficient of variation; i.v.: intravenous; Jap: healthy Japanese
subjects N: number of subjects; s.c.: subcutaneous; V,/F: volume of distribution

IS OT — XX invitro TOMES 2R 7 FEGHER L O 2R 7 EE 271 LT 3616 385k & Y
3651 FBRIC K > TS BITEAMT vz, 3616 3 ER K U 3651 sBRICIW T, G L 72T X TOMERE
(BERR 72 HEBRE 70 & ONTER & 7o ITHE B M OV R REFR 5 2 A 2808 E) Ol v~ 7 fEE3HRIT
99%IA T~ 7= (3616 7Bk (Module 5.3.3.3) , Table 11-12 & TF 3651 7%k (Module 5.3.3.3) , Table 11-5
ZW]) o Inviro R BRIZE Y, B~ VTF ROFERFEAMIEL X7 IT VT I ThDH I ENRS
7= (Module 2.6.4.4.3, Module 2.6.5.6 /)

THUC B LT, R S IV PH]-~ VT R B 0 i PR RE 0 i T R L e
DEOEHEL Y | PH-E~ 7 F FREICIERICOAT 5 2 LEAVRB Sh-, Zhid, PHl-&~
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7 VT KBS O MR EE i R EE Y 0.51~0.57 OFPATH o722 & K OUMSEFIIEER
DERMENE~Y I NTF RREME CH o722 L, Elanv b7 Uy M2BT 2 FER 045 THY |
MIEEDR 5S5% N IMHETH S Z LIZESW=b D TH-7= (37897 Bk  (Module 5.3.3.1) , Section
11212 Z08] .

FROSHFEICET 57— 1%, LOCI#E (Module 2.7.1.1.3.1.1 &) ZHW T~ 7 /LT KON
AFT TV AEAT -7 1820 3R, 3679 #BR K U 3633 FER D JERS R THENIT S iz,

PRI D & 2RBEIRWEE ISR DR T RSB OYE Y~ 7 VF RoomasE (V,/F) 1341250 T
b oTe, YRS TIX ) V/F B HERHNE Do Toid . ANFER (B ARABERE K N — T o7 4
Bt) b NCHEM TR TH o 7o, REREERE 2B 2 HIRNZE G & DO~ 7V F Romats
1X62L Tholc, ZNTEYZ AT RBMBEFICEIIHMT LI LEZRELTEBY, TAT7 I UG
RN %BTIH o 77 invitro TO X X T FEERBRIC L > T BIZERIT LT,

272315 R, BEtRUEEL
2.7.2.3.1.5.1 KRB R U HE

T~ AT RORBROPEME, 3789 BB CRMii L7z, Z OB CIIAEMIRRMIEHA ~ U 77 ATl
R L7~ L F REHANTEY , 20t~ 2 LT ROEBRILAEWITt~ 27 VT ROIEREKRR
BRTHMAWSIE, THIOMRENRRE ICCH-t~ 7 F ROBEIE FE-217- 72, #5H%RK 42~
56 HE TilE, JR. BROMRARILE, REYORE ROt~ 7 /vF FEEME OHRICBE T 2
3789 BRI, 72 b ONZ BT 2 FERFIRFRER DG RISV T, 3789 7R (Module 5.3.3.1)
Section 11, Module 2.6.4.5.2 & 1} 2.6.4.6, Module 2.6.5.9.G, 2.6.5.9.H KX 2.6591 %MD L, K
Z LU NIRRT,

JRIEOFERSE~ 7 VT NEEWE O Ee iR Ch 5 2 L VRSN T, REGRED REEEIN I
BHEED 5% ThoTo, TONRIE, IRBIETEGED 53.0%., FMHEAET 18.6%., FFEMIAT 3.2%T
bole, HEED 18%IX M) FULkKkE LTHRtS Lz, U FULKDAERITITFHRIN TV,
PH]-t~ 7V F RIS Z B e L TRV, B EMLIC b ) F 7 ARDERESND EEZ bR,
ZIVIREIBIR D SE R R E R LT D,

MAEFIZERN T, B~ 70T RRERIZT R COBER S TEEYE L L TRIBS L, AUC 12
S ERIHRED 83% & LT, HbHE RO OLNTRBWIT P3 THY, BRIBHARED 7.7%% Hdiz,
S5 5 OOMREMDBRI S, ENEIVRESEED 04~3.9%% 57, £, S HRLENTICED
MAFF DR RERREHTH L PIIITDe &b 3 20WE (P3A, P3B XUP3C) BEEL T
LHZENHBNE RS, MEFORH THD PIBITE~ I NVTF RD20-3TNOT 2/ REHT 5
RXTF REF] EYIO 13EOT 2 /BRI SNn-b o) LRE SN, FElc OV TIEX 2.7.2.3-6
SO L, ZORBLS T BRROWZICAERS D ZENTRENTBY, B LT R
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& NEP O invitro DA F 22— 3 OFER/ D, NEP 2 P3B 243 5 2 LR & iz, P3CITtE
~ I NTF RORMKLEZ DR, MEFO PIA KU PICOEBBRLNA TN -2 LD, Znb 2
OOWEDOREEIZET 5 I bRDIGMEGD Z LI TERD ST,

JRFIZEBWT, B 7 VT FREEBFE S, HEED 3.1%% Hdiz, £72, Day0 b
Day 42 & TOMKIZIBWT 21 ORI Sz, JRTPD 2 >OFZRGEHY (U6 KOV UT7 (K
2.7.23-6 M) ) IXENENEEEDOR 14%% HDOT-0, MOTXTORFEDIINTNHEGED 2%
(Bl o T, BERIETIE, 7T o0MR@EW it s hiz, £ oREMITREGED 0.1~1.5%
ThY, BT NF FREEKIIHIE SN R0 o7,

R D 25D FERHY (U6 KONUT) 137 % v X iI~F% > o7 I/ BsEs2H1 5
ADO U > — (BUKMY v 1—) LHEET 226000V Do ok s LCRE S (X2.7.2.3-6%
M) o ZNBIERTTF NERO X X7 B & RIS DR B ERLIZ X 0 ARk S 4L 2 1R
WmchHsd,

t MIBIT LY ATF FRORBAOYRICET 27 e 7 7 A 0L, 7y RROI=2 A4 F LD
a7 7 AL GEIZ OV T Module 2.6.4.5.2 2 (1 2.6.4.6 2) LRIRE CH-T-, 7o, RO
AR 2 FAVN 72 in vitro 3BR Tl O TG LB b, b MEA OREWITRE S hzd-o
776

Rp~Dt~ 7 VF RREAAEDYEM N D 2otz 2 & & —F LT, BB L O 722 BT D
FFHSHERE S 2 T AT 23t & L T~ 7T RHEEE % OKYERE 2 310 L 7= 3651 3B TI,
WTILORBIEICBNTH B~ 7V F RIZERTE 2h o7z [LC-MSMS VA THIE L 72T X TORMIK
PE R FRRE (LLOQ) Kifi Tdh o7, 36517 ER (Module 5.3.3.3) , EOT Table 14.2.10 &[]
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P3B
SIS N N [N NN Y
Semaglutide

o o

0. N O 0. )

. T . Y N

o °
u7

o

\ O
0

U6

X 2.7.2.3-6 EtomEH (P) RURF (U) TRESAF-EITLLF FRTEITILTF FKHE
%

2723152 H%k

KTHG%DE~ 7 VT ROHEK (CLF KO t,) 13, 28 RBEE L5 L Lzl (1.0 mg
HORRE) | BEFE R AR AN R OMERE =2 — 0 &7 AR A el U 72 3RBR - (0.5 mg MO 1.0 mg D E HHR

) o 7R D NGBS xR & Lo ER (0.5 mg, 1.0 mg XY 1.5 mg TOEFIRIE, 72H W
12 0.5 mg DHEHEEE) ICBWTEHME L2, FOx2 RRA > FDOBERZ LT OF 2.7.2.3-13 KOk

i
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27252111, f18£2.7252.131~133 LOYT$E2.72.52.1.41 1050, S 52, fEEERE L5 L
LT 0.25mg DFFIRNIERGH D t,, ZFH L, £72 2B RBREEZ ISR L L7258 3a tHiRBRICEES<
MRy EREMEAT 225 CL/F ZHEE L7z (2.7.2.3.1.24 M)

+*2.7.2.3-13 2EBERFEBERVEREREICE 5T ILF FDHEK

Trial® N Dose (mg) CL/F (L/h) t, (h)
geometric mean geometric mean
(Cv [%1) (Cv [%])
Type 2 diabetes
Steady state 3635 36 (b) 1.0 0.052 (18.8) 149 (10.9)
s.c. administration 3684 37 1.0 0.051 (20.2) 150 (11.0)
3819 (c) 40 1.0 0.052 (17.5) 165 (14.1)
Healthy

Steady state 3634-Cau 7 0.5 0.036 ( 2.4) 159 ( 9.0)
s.c. administration 3634-Jap 8 0.5 0.034 (17.8) 145 ( 8.0)
3634-Cau 6 1.0 0.032 (17.9) 167 (13.2)
3634-Jap 8 1.0 0.033 (12.2) 163 (10.9)
3817 22 1.0 0.041 (31.5) 156 (12.1)
3818 26 1.0 0.035 (20.9) 160 (11.5)

3652 76 1.5 0.037 (17.7) - (d)
Single dose 4010 (e) 27 0.5 0.034 (24.2) 156 (10.6)
s.c. administration 4010 27 0.5 0.033 (23.5) 155 (10.3)
3687 (f) 10 0.5 0.035 (21.9) 143 (10.4)
3687 (9) 20 0.5 0.037 (20.2) 147 ( 7.6)
3687 (h) 18 0.5 0.034 (24.9) 152 ( 9.6)
3687 (1) 20 0.5 0.035 (20.9) 149 ( 8.8)
3789 7 0.5 0.039 (12.0) 168 ( 6.3)
3616 (3) 14 0.5 0.047 (27.3) 183 (14.8)
3651 (k) 17 0.5 0.040 (32.8) 150 ( 8.7)

Notes: * unless stated otherwise, recombinant semaglutide with a strength of 1.34 mg/mL was used; ® N=34 for t,,

¢ synthetic semaglutide, 3.0 mg/mL; ¢ not estimated; ° synthetic semaglutide; fgroup B, s.c. administration, 1 mg/ml;
£group A, 1 mg/mL; h group A, 3 mg/mL; ' group A, 10 mg/mL;’ subjects with normal renal function, synthetic
semaglutide, 10.0 mg/mL; " subjects with normal hepatic function.

Abbreviations: Cau: healthy Caucasian subjects; CL/F: clearance; CV: coefficient of variation; Jap: healthy Japanese
subjects; N: number of subjects; t,,: elimination half-life.

BEL T, 2 BRI EBE 12381 D CLF KUty OHEEEIFFABRM T —E L Tk v, ¥ CL/F I3 0.052
L/h (fiPH : 0.051~0.052 L/h) | “F 4y, 13 149~165 KffE] T o 72,

RHEHE B BT QLA RIC K 5 A2 5 Te) THEE L7 %) CL/F 1% 0.0478 L/h (95%(E#E X
[ : 0.0468; 0.0488) T ~7- [Global modelling Report (Module 5.3.3.5) , Section 4.1.5 /] . HAA
HEERF 2B W THEE L7 CL/F H1ZIE[R U CToh > 7= (Japan modelling report (Module5.3.3.5) , Table 4
Hl
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3634 FABRTIX, BHARABLERE O] CL/F 13 0.033 L/h, F¥ tn i3 145~163 Bl CTH ~ 7=, H[EE 5
SRS R OHBEOENCED L, fEEWEERE O CLF KO t, OHEEMEITRRE T &L T\,
TRERHERE O CL/F 13 2 BUBEIRIF B & Hi L CTRoRRD o 73, tip (TR b FRIBE Th - 72,
R EEWLBR E IR DY) CL/F 1% 0.036 L/h (#iPH : 0.032~0.047 L/h) | 3t 1352 F#5-T 143~183 I
FEﬁ’C“&?)O 7::0

BT #5% K OFEIRN & G2 O~ 70 F ROREINIEFRE TH o7z (TG T 143 KF#, FRIR
W 5T 137 THo72) (3687 ikl (Module 5.3.1.2) , Table 11-5 &), Z LTI -8 030
IR D% 2 T 72N 2 2R L TRV JE flip-flop DIWENEETH D Z L BRIB I LT,

PLEIZR LTRSS 27 — 2 1%, 3633 sl (fFE A AR AR QM = — 0 &7 U HBRE D k) |
1820 FER KL N 3679 FERIZ L - CTEAFT bz, 2B, TR TIXE~ I VF ROARAL AT T
AL LOCTiE% W TN L7= (Module 2.7.1.1.3.1.1 &)

2723153 KB, HREEHKICET 2EH

N FULATHRGEE#R LB~ 70T RELTRES L Ol L7oR. miEhoF2mEiit~
TNTF R (REMEK) CThole, B~ AT RiZdet S DR % /37 Bo g & O B gl 4 i
LT s, et o EEYEIRIE TR L O TH - 72, ADO U > B —DRE(LIRN 2 5D FH
RAPHIH O E U CTRFICHEIES L2 2 L VR ENTZ, B MEAOREIITRD b o7z,
BHEOK 3%NE~ 7T RRE(ME L L CTRPICHE S 7,

2HBERIGBE D27 VT T v AIMEEHIRE & R L TRORKRE Do To—FH, i FEMICED 6T
IR T o7, 2 BRI B O CL/F 13K 0.05 L/h (BRSNS : 0.052 L/h, RREH Sy E) e
AT : 0.0478 L/h) | 34 11340 1 B (149~165 1) Thovz, @EEIARAAKLOEE—D 7
VHBRAEICRIT D CLIF KOt IXFAECTH - 7=,

272316 NEMHER

B~ AT FOBRRENSHNRKRMEZR (M, i, A, RE, KRELXOERKE) | KE5EERONE
NI L > T EDREREZZIT DN E VD RITOWT, 2 DORMEMIEYENEMNT TR L7z GE
A 2.7.2.3.1.2.4, Global modelling report (Module 5.3.3.5) &% T Japan modelling report (Module 5.3.3.5)
ZR] , AETIZAAMET DL ORRZ/RT, O 2 BERIFEE ZXHR L L2 5 20%
3afHEER (45D m— ViR (3623 3R, 3626 3Bk, 3624 K& OF 3744 3kBR) 72 5N HATH
i L7-akBR (4091 388R) ] OF —ZIZHE SN TN D, B ARARE IS RHERI MBI REAEAT O x5 & 72
o T HBRFE DH) 35%% 58 7= [Japan modelling report (Module 5.3.3.5) , Table 1 ZR]

FHEMEWENREMAT OFERIT, FHREEO T IY T LT, SREERE ORGEE T 2IREED
& LT 2.7.2.3-7 IZ8RT %, x4 OIZEREDKEROERNILLIT D 2.7.2.3.1.6.1~2.7.2.3.1.6.5 IZ/R- T,
FERDOFEMIZ DU TId Japan modelling report (Module 5.3.3.5) , Section 4.1. =& D Z &,
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HEFFF &, YRR G006 O, ESHBAL L PR it~ 27 vTF RPUROF ) (2723124 %
) Nt~ VT ROBRBEREIZEH 2 58O T, Ei% 2.7.2.3.1.3.4~2.72.3.1.3.6 %11 2.7.2.3.1.6.7

2R,

B O 2 2 O NIRIPEERNIC B 5 37 7L — 7 DT I OV TIEZ 1L F 4 Module 2.7.3.3.2.5
KX Module 2.7.453 RO = &,

Test Reference :

i Relative Exposure (C ' 9
Covariate cateqory cateqory p (Cavg) Ratio [90% Cl]
Sex Male Female ] 0.97 [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 -0 1.03[1.00;1.06]
Asian (Japanese) @ 1.01[0.98;1.03]
Ethnicity Hisp./Lat. Non Hisp./Lat. H@H 0.94[0.92;0.96]
) 55 kg 1.40[1.38;1.42]
Body Weight 85 kg
127 kg 0.73[0.72;0.74]
Mild impairment @ 1.05[1.04;1.07]
Renal impairment Moderate impairment Normal e 1.04[1.00;1.09]
Severe impairment —o— 1.08 [1.02;1.14]
Maintenance dose 0.5 mg 1.0 mg L] 1.00[0.99;1.01]
o ) Thigh . . @ 0.96 [0.93;1.00]
Injection site Abdominal skin
Upper arm = 0.92[0.89;0.96]
0.80 1.00 1.25

Notes: Data is expressed as steady-state, dose-normalised average semaglutide exposure (C,y,) relative to a reference
subject profile. The reference subject profile was non-Hispanic/non-Latino, White, female with T2D below 65 years of
age, of 85 kg body weight, with normal renal function and dosed subcutaneously with 1.0 mg semaglutide OW 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?].For information about demographics, see
Japan modelling report (Module 5.3.3.5), Table 1.
Abbreviations: OW: once-weekly; T2D: type 2 diabetes
27237 2 BERFAECSTZEITLF FORBEOBEDENMERE (3623, 3626,
3624, 3744 R U 4091 FA5%)

WETDE, B/ NTF ROBRERICEEST 2O EERILEEIIRE ChH o7, MONKMEE
KNZBA L ClE, BREE R D D 90%(F 1 XM A% 2 7= 37 %iH  (0.80; 1.25) WIZE EN TV ele®d
((ho#iPAIX 0.93~1.09 : [¥2.7.23-7 M) | BHOH BT o7 Lfllrs sz (2.7.23.1.24
KON 2.723-7T5K)

NFED < 7T ROEYEREFFMEIC EORERET 2008 W) JIZHOW T, BARAKRR=a—7
VT UMBRE Ol AR B L U BRI (3634 ABR L (03633 5ABR) ICB W T LA L7z, fEE
DOERNFILL T D 2.7.2.3.1.6.3 1Z/R T,
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F 7o, BHERE N OIFHERE )N &~ 7V F R OSYERERF I ENIT BT 200 8 W ) SIiz>W\ TR
ZTOMRE AL LT EREHRBR TH D 3616 B (BHERE) KON 3651 akBr (JFHERE) CRTAf L 7=,
WEROTHILLT D 2.7.2.3.1.6.5 K (11 2.7.2.3.1.6.6 |27,

2.7.2.3.1.6.1 451

RHEE Y ERBAAT I3 O TR B 12 BV T, B OFIEU T i A3 By Ty /e (Japan
modelling report (Module 5.3.3.5) , Table 1 &)

T MERERE & Hele U 72 BAYEERE O E FIRRE D~ Z VT R OEEMEFE RO D 90% (5 HIX FIE,
2 R THIPANICH o 72 (M2.7.23-721) . 2k, BEREYERRMHETICESC L 5B
IO T~ AT FOHE () 1TTXTORBEICYUIEL B2 N (HE () OFF
HUZ DV TIE Module 2.7.3.42 3RO Z L]

2.7.23.16.2 Fin

FHEMSE B REARAT 125 E T HERE DFRRIL 20 570D 86k TH 0 . Koy (74.6%) 73 65 ikt
T > 7= [Japan modelling report (Module 5.3.3.5) , Section 4.1.2 &[] |

65 IATHE DOPERA & LB LTz 65 ik~T74 K OY T4 i OBBRE |2 F1T D EHRIEEDOE~ I LT R
TERRER RO D I0%EHXHIL, FFEEZ R fHANCH 72 (K2.7.23-72M) . ZhicLb,
RHEHEY BB ICES < & Il 6T, B~ F FOME () 13T X TOBEITYT
TELLEZONE (HE (R) OFMIIOWTIE Module 27342 Z2ROZ L) , 7285, 84O
BREIIRED2 QB | BERODDFHEA TS 2N, TARBOWRED T TV ITEF DI
(Japan modelling report (Module 5.3.3.5) , Table 1 &) .

2723163 ABRUERE

RHE SR B REMEAT OWEBRE O KT AN (52%) XITHAAN (344%) Thoto, /. Kby
(85%) X A=V /IETT R TH->7= [Japan modelling report (Module 5.3.3.5) , Table 1 &
Q.

AABERE L L7277 N (BARAN) . 7YV7T AN GERARN) . BAIZIT 7V IRT AV S
NP 1T BT D EFIRBO Y~ 7VTF RONYEGREEEO LD 90%E XM, [R5 2 =3 fipHwN
WZhoTz, [AERIZ, IEe A= T T TUREWMB LT A= T T T V ROYERE DEH
RO~ 7 VT REERZEREO O 0%EHE XML, RS2 R ®mANICH -7 (X2.723-7%
M)

BREEEICE LT, BBREIIZAEMICER > TWER, ETSTAEEEBELTT Y7 A (HAN)
KOT 7N GEAEARN) TEVZVF ROPHREEN DT INIRENoT (R 2.7.2.3-14 KT
2.7.2.3-8, EXZM) , WEARETHE L -BRERIL. AEL@EL CAEThHo (¥ 2.7.23-8, HXB
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) . ZoZ bid, HEEPBRFEEOEZHUICHEL VWL I EE2RBLTWS, ZORFEEDE
T OMMBATE B2 6ND, iFIC OV TIEX2.7.2.3-9 KLY
2.723.1.64 %D L,

£272314  T7UTA (BRN . TSTA GEARN) RUF7 SFABHERERED €
YILF FBRE (EEfD)

Race Dose N Cavg (M) Covariate adjusted C,,, (nM)
(mg) geometric mean (95% CI) geometric mean (95% CI)
Japanese 0.5 280 17.5 (17.1-17.9) 15.0 (14.9-15.1)
1.0 275 35.3 (34.5-36.1) 30.3 (30.1-30.6)
Asian (non-Japanese) 0.5 45 17.3 (16.2-18.4) 15.3 (14.9-15.8)
1.0 58 34.6 (33.2-36.1) 30.4 (29.6-31.2)
Non-Asian 0.5 309 14.3 (14.0-14.6) 15.2 (15.0-15.3)
1.0 645 27.3 (26.9-27.8) 30.1 (29.9-30.4)

Abbreviations: N: number of subjects included in the analysis. C,: model-derived, steady state semaglutide exposure.
Notes: Covariates: sex, age, race, ethnicity, body weight, renal impairment, maintenance dose, and injection site.

60 1 80
50 | 70 -
o o 5 60 -
£ 0 £
= %' 40
]
E 20 | E, 30 1
& ) .
. Asian Asian 20~ i i
] g . Asian Asian
10 Non-Asian (non-Japanese) (Japanese) Non-Asian

(non-Japanese) (Japanese)

Notes: Small points are individual exposure estimates. Large points with bars are geometric mean and 95%CI. Left
panel: Dose adjusted exposure. Right panel: Dose and covariate adjusted exposure (covariates: sex, age, race
[White/Black or African American/Asian], ethnicity, body weight, renal impairment, maintenance dose, and injection
site).

X 2.7.2.3-8 ETOTA TOFTAN GEABEAN) RUTO7A (BERAN) 2B H5EEREDFE
WM< LT FBEREE (HEE)

2723164 K&

B~ NT ROBEEEIIKT HME— ORERERIEE L UCTEHRENFFE SN, FANCHE LSRR
KE (85kg) DOWBRE LB L, IKEE (55kg: T—F vy hD 58— ZAUH) KOEKE
(127kg : 7T—& &> bD 9IS/ = Z A )UH) OHEFREIZBIT D2 EFIREBOFLE B~ 7 VT NigiE
OO 90%EEXMEIL. FEHELRTREAICE ENRhoTe (K2.723-T238K) . B~ LF RO
TR IR E & S OBIMRICH U . TRDLEENEVGSIIBEEN NS hoT (¥2.723-7%
M) . ZOEREICKT 50T EEER S (36523 BR) ICBW T LR LN (6827253, #
2.7.2.53.10) . RHEFMBEMEIREE T VICESE | o N OFEHFRZERDE U Th 5 EIRE LTEHE.
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10% AR E S BV VB OIREE B I TR DN BEOIRE L Hi L C 7%IR< 25 Z & AP IS Japan
modelling report (Module 5.3.3.5) , Section 4.1.5 &) |

RHE RSB REMEAT (2 & ENT-RE OIREOFIFAIE 39.7kg~1983kg TH VY | X—R T A VD
FEJAEIL 86.2kg Th o7z, —J. AARANPERE DOFEKEIL 72 kg Td -7z [Japan modelling report
(Module 5.3.3.5) , Table 1 XU Appendix 3 2] . AARAKMOIET U7 NOBREREOEIL, £ DK
BN ZNEDAEIZB T HEEDEICE > TEGICHWTH Z LN TE -, RUEELZET HEHRE
OUEFEREIL, NEICBERR AR Th o7z (X2.7.23-9BH) .

60 1 B Non-Asian
® Asian (non-Japanese)
4 A Asian (Japanese)
50 P
2 t
€ 40 &
= ot
S -k
£ 30 ah g }
c | g
~ |
2 20 u
©
O
10 -
0 | T I I I I T I
40 60 80 100 120 140 160
Body Weight (kg)

Notes: Data are geometric mean exposure with 95 % CI expressed in quantiles of baseline body weight by race
category.

X 2.7.2.3-9 ETOTA TOTAN GEBEN) RUTOF7A (BRAN) IZBEITHHETHEL
EFERRKEOTHN LTV ILF FREELAREDOHER

T~ 7 VF F0.5mg KT 1.0 mg THRONDIREFIH IV T, T _XTOHERE DMAE & 13ER R <
HbAlc DX FERICHK L CTHARBRBEENSG LN (272332881) . REMIIEZXDE, B~ L
FROME () 1, KECHOLTINTOBRFICETUIELI BN R () DI
DWTIX Module 2.7.3.42 58Dz L]

2723165  BiREESE

HE[EHE 5 D BRRSEBEEER (3616 BR) Th~ VA F N OBRE BRI % BHRENEE 0 28 2 314 L
Too RHENCIE, B, TEEKROEEORBHERT 26 CCRMBREL AT 285E (Cockeroft -
Gault RUC L - THR L7 LT F =27 VT F U RTESW5E) b N IER R BHEAH T 5
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WERE N OEONTZEYENRE Y 0 7 7 A VB W2 (2723123 28) . F£7-. BHBE (modification
of diet in renal disease (MDRD) RUZ LW HER SN/ 7 LT F =07 VT 7 R K 0458 DR
kLT ENTE T AL KT 02 HERSEY BT CRMi L7z (2.7.23.1.24 B88)

Y JILF FRBEICHT SBEHRERESTOFXE LM L - B EIE S5 OERRERRER

T~ 7 VF R 0.5 mg DHEEESL O~ 7 VT REETX, WTNOBEES L—712B0W T
FEROHER 2R L (¥ 2.723-1058) . REBRELZ AT HHHE T~ 70T RRENH LA
oo Z &3, SREHERE O IR ENMUOPERE & L TEHN 722 L DI AN REE B 2
bid CREIBREZ L—7"T972kg, [IEHRBHERES /L — 7 T 84.9 kg, B DOEHEREIRE 7/ /L —7
T 80.1kg, FEEDOBMAERTE /L —7"C 78.7 kg M O HE OBEAERE 7/ /L —7"T 78.1kg) (3616
B (Module 5.3.3.3) , Table 10-3 2]

16
14

12

10

Mean Blood Concentration (nmol/L)
@

6
4
2
0
0 48 96 144 192 240 288 336 384 432 480
Hour
Renal Goup —— Normal — Mid --- Moderate —  Severe — ESRD

Notes: Renal function was defined according to creatinine clearance (mL/min) according to the Cockcroft & Gault
formula: normal renal function: >80 mL/min; mild renal impairment: >50-<80 mL/min; moderate renal impairment:
>30—<50 mL/min; severe renal impairment: <30 mL/min; ESRD: requiring dialysis

X 2.7.2.3-10 BHEETIL—TIZEFT5EITILF K05 mg BEERE#DEHMFET T ILF K
EEOEEMZTI (3616 RER)

KIN—T DT a7 7 ANVNREETH -T2 & & —E LT, FMn, PERI R OS2 IR E T
BEUTfATIC LD . BB HRERES 7L — 7 L IEF 7R BHEE 7 L — 7 DORIZE T D AUCqin D HD 95%(E
FEX MDA FANCER L2 (070, 1.43) NIZEENTZZ b, TXTOBEKRERTE (BRE, F%
FE R OVER BE DR REFR 5 72 b N KRB R R) 28§ 2B 123V T AUChinglZ DWW T TREERR L
DRAEZG T LT (£ 2.7.2.3-15 LON$£2.7.2.53, 42725311 28) , REEZITOROANT T,
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HERBHEREL AT OHRE 2R T XTOHERE T ER L) ORELN L. GElIX
3616 #B% (Module 5.3.3.3) ,Tables 11-2 #&M = L) . ZOEFRIL, 7 —THTR—R T 1 k%
IEVWRA LN LICIVEATELEE2 6D (2.723.1.23 ) .

Cinax (ZDWTh, AFlin, MBI M OSRIERZE A U 7R B TR L 72T ic K 0 | B o BB RERR S 7 v
— 7 L IERIRBHEEE N — T DRI D Coax D LD 90%(E HE X I A F RN BLE L 7= #PHN TH > 72721,
WX OB RERSE 2 AT o BE < [BR L) OEMER Ui, TR OEE OB KRS
N—T 72 5 NIKHEIRIB T NN —T' D Coan [TIEF REEBE S L — 7 & Bl L TR o 72 (£ 2.7.2.3-15
FOM6%2.7.2.53, 22725311 28) , fAEEZITHORWEITIZOWTIL 3616 7Bk (Module 5.3.3.3) ,
Table 11-5 #ZMD = &,

% 2.7.2.3-15 BBHEETIL—TIZE T2 €Y ILF K 0.5 mg BEEIZRE#D AUCi BT Crhax
(3616 :XER)

N Estimates 95% CI 90% CI

AUC, O-e (nmol*h/L)

Ratio
Mild / Normal 9 0.994 [0.849 ; 1.163]
Moderate / Normal 10 1.074 [0.912 ; 1.265]
Severe / Normal 10 1.135 [0.974 ; 1.322]
ESRD / Normal 9 1.096 [0.937 ; 1.283]

Crax (nmol/L)

Ratio
Mild / Normal 10 0.902 [0.73 ; 1.11]
Moderate / Normal 11 0.794 [0.64 ; 0.99]
Severe / Normal 10 0.859 [0.70 ; 1.06]
ESRD / Normal 9 0.818 [0.66 ; 1.01]

Notes: The pre-specified no-effect limit interval is [0.70, 1.43] for both AUC and C,,,x. The CIs of the estimated ratios
were based on the post hoc analysis of covariance (ANCOVA) in log-transformed scale with renal group as a fixed
effect and age, sex, and log(weight) as explanatory variables. The model included 14 subjects with normal renal
function for estimating C,,,, and AUC_,, ratios.

Abbreviations: N: Number of renally impaired subjects contributing to analysis; CI: Confidence interval; PK:
pharmacokinetic; AUC.i,¢ area under the curve from time 0 to infinity; Cy,,: maximum concentration

FEWEIN—T DI VT F=2 VT T A (Cler) &E~I7NVT ROBEERE (AUCy ) XiE
Cinax & D THIEBMRIZA SN2 - 72 (3616 3Bk (Module 5.3.3.3) , Figure 11-2, Figure 11-3 & Y
Table 11-13 /) 4, MR M OSHZE L U 7R E CIEE L 72T L AUC)int 2 O Conax I2XF T 5
fHE (ZNZ15-0.06 LU 0.08) 1XRHEEZITHORWNT & AR CTdh > 7273, CLer & AUC, i DHIC
ISR E B2 BE G H iz (3616 36k  (Module 5.3.3.3) , Table 11-13 /&) , <A #a L7
AUC IZxd 2 5 B8 #8 U 72 CLer D Z-0.06 (HEEME) 1%, AUC IZB L T CLeg 23 IEH #iPH D 90
mL/min OYLERF & it LT CLer A3 10 mL/min OHERFE T 14% =02 & 2R L TH Y, CLer & AUC)
inf & OBEICEERM 2 BRIT RV EE 2 BTz (3616 3B (Module 5.3.3.3) , Section 13.1 8] , Ik
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BT~ 7L F ROERMBNREICE R L M S R2nWE B2 b (3616 Bk (Module 5.3.3.3) , Section
112358)

PRI TE 2 A T AR K ONEF R B RE A A T DA ISR T 5~ VT ROmsEs o8
IREERERNE L, B~ 7T ROIEREET 33134 BHER S 46 3 2 95 & ONEF 72 B e
BT HHERE CRBETH 72 (3616 Bk (Module 5.3.3.3) , Table 11-12 2] | X COHERE CI
HEH LRI FEG IR 9% L, EThH o7z,

BERMAEYMBBEN - BEidae

FHE S BN REARAT 12 B E TR E DO KISy (61.8%) MNIERREHEEL A L TR, 7RV ITRE

(33.1%) . HEE (3.0%) KOEE (2.0%) OEERERSE 24 L TV /= [Japan modeling report

(Module 5.3.3.5) , Table | Z2/2] , fRHTIZE EALIHIRE D 5 HEF 600 B LL B3N 3L OFREE O R
HEfEELZA L T,

IEH 7R BRI D RE L i U7, B, R R OVE R O B RS 2 A D HEE O E
HIRRED B~ 7 VF REEJREE OO 90%EHX ML, RFEELZ R #@HENICH 72 (X2.7.2.3-7
ZH)

B~ 7 0F F05mg KO 1.0 mg TH O DMREEOHPIZIN T, IEF 72 BEHEE & OMREE /%R
DEBEREREEOHIE VN TIICEB N TH, HbAIC K FERICR L THa 2B &G oz

(272332 2) ,

N

U T, BERERHER C O BHERERE OWBRE (k9 2 MY RE O M, 2 AU R EE 12T 5
RHEM SR BhREMENT, K OMRE R - MOSBMRMITIC S &, BEREOFEICEDL LT, B~
NFROME () BTIXTORFIZYUUIEI BN (HE () OISV T Module
273422 L]

2723166  IFi4eelES

WRRE, PR, EE OTHEREREE  (Child-Pugh 3 8HICIE - CTER) K OUER IR 2 A 3 5 R
ZxiG & LT HEl B OB SKEEEER (3651 38R) T, &~/ VT FOBRE I 2 IFHREREO
WHEEIME L7 (2.7.23.12328) , B~ 7T K 0.5mg 5% OVH v~ 70T REEIEX, W
TILDNHERE 7 L — T IZB W T b ABROHEB 2R Le (¥2.7.23-11 Z) .

KT N—TDT a7 7 AVBEEETH -T2 L & LT, SIFRERE 71— 7 & IEw e iTHkEE
7= DRINZET D AUCoint D LD 90%IEFEX AN FRNZER L2 (0.70;1.43) NICEHENT
ZEDD, TRTONEREREE (BE, PEEROEEOMHEERT) 2/ 7 2 8E 1BV T,
AUCqinslTDOWT TR L) OREALT Le (£2.7.2.3-16 K UM H£2.7.253, [2.7253.11%
)

o
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Semaglutide plasma (nmol/L)
Semaglutide plasma (nmol/L)

0 36 96 168 336 504 672 840

Time since dosing (hour)

—&—— Normal —*%— Mild Moderate —&—— Severe

---: Reference line for lower limit of quantification
Values below lower limit of quantification are imputed.

2.7.2.3-11 ERBEETIL—TI2HBITH Y ILF F0.5mg BEIHREZOFHMFEF LTI ILF
FREOERMZELL (3651 HER)

Conax (ZOWTIE, IEH 72 IFERE 2 A9 DB A ok 2 EE O ITERER E 2+ 59 5 W& Do
90% (EHEX M D EIRANFATICHE L2 (0.70; 1.43) #8270 (F£2.7.2.3-16 L O£ 2.7.2.5.3,
2725311 21) . LarL, ZokliE, BEOIERERET 71— 7 OB 1 6] TD b7y
RRIZEET % 1 SO e M UVEIZEE R LT e, SEHRITICHWD 70 7 7 A 4B 20 1 DD
B2 RO U CREE T 2 AT o TofE . B ORFHRERE T 7L — 7 & IE R A IFHERE 7 L — 7 D Coa DI
X 1ITEDE, 0% X EIIRE LIS a7z (1.05 (90%EHHIXH @ 0.88;1.25) ] [3651 7k
B (Module 5.3.3.3) , EOT Table 14.2.4 &)

F IR RERS S R VR 72 IFHERE 2 9 DR 2 RIS B~ 7 VT ROMSES v X7 G R 52 HIE
L7z, FEBATISRIZT N —T %28 U CHEFITEN -T2, (3651 588k (Module 5.3.3.3) , Table 11-5 &
M), T RTOMBRE TlE S o T fEARIT 9% ETH - 72,
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#*2.7.2.3-16 ERBEETIL—TI2HB1TH Y ILF K 0.5 mg BEEIHEEED AUCo.int R U Crax
(3651 EXER)

N Estimates 90% CI
AUC, 0-inf (nmol*h/L)
Ratio
Mild / Normal 8 0.95 [0.77 ; 1.16]
Moderate / Normal 10 1.02 [0.93 ; 1.12]
Severe / Normal 7 0.97 [0.84 ; 1.12]
Crax (nmol/L)
Ratio
Mild / Normal 8 0.99 [0.80 ; 1.23]
Moderate / Normal 10 1.02 [0.88 ; 1.18]
Severe / Normal 7 1.15 [0.89 ; 1.48]

Notes: The pre-specified no-effect limit interval is [0.70, 1.43] for both AUC and C,,,x. The endpoint is logarithmic
transformed and analysed using an analysis of covariance model with hepatic impairment group, including normal, and
sex as categorical factors. Age and log(weight) are included as continuous covariates. The model will allow for different
variation in the different hepatic impairment groups. The model included 18 subjects with normal hepatic function for
estimating Cy,,, ratios, and 17 subjects for estimating AUC,._, ratios.

Abbreviations: N: Number of hepatically impaired subjects contributing to analysis; CI: Confidence interval;
AUC,_/AUC 0-inf: area under the curve from time 0 to infinity; Cy,,: maximum concentration

3651 ilkBR OB EEDOFEAMIC LS < & AFEREDIRBEICEEfR e B~/ v F FOH&E () 1TT
TOREIZECTFEIEE2 N (HE () OFFEMIC OV TIE Module 2.7.342 2O L]

2723167 I ILTF FhHk

it~ 7 VT FHURDGFEIZ B~ 7 VT FOREREICHEE R T S 720> 7= (Integrated summary of
immunogenicity (Module 5.3.5.3) , Section 4.2, Global modelling report (Module 5.3.3.5) , Section 4.1.4 £
)

o

27.23.16.8 NEMERICEAYT HEHN

RHE SR BY REAENT & QNG IARSKBABR I L S< &, REN B~ 7 VT ROBRBERIIKT 21— D H
BRANKWER TH -T2, B~/ T ROBRBRIIARELFHELTRBY ., 2V ERENEVEHAIC,
v INTF ROBBREIT/NEL rotz, T VT ANERE & i LT HARAWRE Tl e~ 7 LT
NIREEEDKE Do 7o, KEEZOFHERZICB O TUL, BEEIIME CHEETH 7=, T XTORE

HPHIZEBWT, TXTOHERFE T HbAle DI FEMR OGNz, BLEX D MR, Fln, AFE, B,
RE, BHREELOITHRE, 2o~ 7T REKROFEIZED LT, B~ 7T FOoHE (%)

T RTO2HPERIFEE IS CUTEL EE LB,
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272317 NEEER
2.7.2.31.7.1 EYHEER

Invitro R OFEFRIILASE | CYPHERKLOHKAI N 7 v AR —2 —OMREROFEICEET 58~
T REGIZ X DBIRANCRIE S 2 28 WHE BRI 2w E FRINTVWDS (272122 ZR) , £z,
T~ AF R 1.0 mg 55 O MAETIRE  (Coax FEIEIFAI 33 nmol/L : 2.7.2.3.1.3.1 Z/) ZT7 V7 I~
O MAEFRE (500~700 pmol/L) & bz U TIK< | B~ 7T RMUOIRY D 2 37 G &%
RETZEEFRNEZBZLNTWD, Ll EvZAF RTHLNTZOT D0 HNEYEH OIEIE
(272324 ZW) 3. B LR AROBRINICHE L 5 2 5 /RN H 5, 2 RHERPEE Y B 5
(AT 2 FRAN T TR S OBOZs @ I O FEPEA F 7 A 70 & NSRRI eV 3-A 2 A3
FIFR 8 (BCS)  (X12.7.2.3-12) IZEESWTERIR L, EMHAEHRBREZITWE~ 7L F RIZL D
WEO R ERR L,

Class I Class II
High solubility Low solubility
High permeability High permeability
Class III Class IV
High solubility Low solubility
Low permeability Low permeability

2.7.2.3-12 EMERFHSEE (BCS)

3817 RERTIT A PRI (500mg D 1 H2[EIBEE% 3.5 Hf) KOWWAL7 7 U (25 mg D H[AIEE
5) OWIIZRT 2~ 27T K 1.0mg (EFIREE) OFEE | 8IS TIXYaIXFT v (0.5mgD
HEEE) KO AR ZF o (40 mg DHREIFRG) (XT84 L7z, Zb0ER Lt~
INF ROROFEMABEAERIL, (ERPERE 2 R IFHE L7z, BEFAORMEIZLUL T DO LB Th-o
7
o ANANIY  RAPERFH L L OAEHINTEY WML < BEEMEIR,

INT7 7 Uy PEER S U OAER SN TR Y, BRI BOEEMEILE WV, W R
R & DRV U R,

VaAF U R e BREE TR SN TR Y IR WEAREITAR, B e
E LTV,

7 MR Z KT HMG-CoA B RAEHR E L UAER SN TE Y, WMENMELS . BEiE T

ESEIAN
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U7 7 U ORER 5% O MREERER ([EEFEEL INR) ] 2~ 270 F FRER L OIERS
RRZIBWTHIE LT,

F7-. 3819 KBTI AR BT (F =LA T4 —10.03mg KL AR LA A R LL
0.15mg) OWIUZKT D8~ 7 LF N 1.0mg (EFIREE) OFEARHE L7z, ZOFANT, (KHET
Be G- Sdu, EAREEMK S . BOEEMEA E O BT ORE & L GRIR LT, WS NIRMER LV
T2 OTERI R B E FNRICINZ 572012, PR O 2 BUFERIS O LR E 2 x5 L LT, Zh
D OHEHF| &~ T VT ROROIEMEEAER &2 fEt L,

FEROERZ LT D 2.7.2.3-17, [22.7.2.3-14 K OMTH£ 2.7.2.5.2.1.5.1 12~ T,

ARRILED, TNTFPUD, OTF D0, FRILRAREFY, LR/ VTR RUVILRUIFZILT
ALSTF—L

T~ 7T FIERGREOCEFREBIZE TS, BRAKOREDOHRE 2 [42.7.2.3-13 [T~ T,

ONT 7 Uk, Bl F b A PASO SR TR SN D 2 DOHEB MR, R-ULT 7 U R
S-UNLT 7 U U THERSILTWD, [X2.7.23-131201F, S-ULVT7 7 VDT —XDIH%ERT, R-TILT
7V U OYEMRERILS-U LT 7 U UL ERROMEm AR Lz (3817 3R (Module 5.3.3.4) , Table 11-2
LO1132H]) , SSULT7 7 U R 28K Th S CYP2C9 DB AL, IMA (intermediate
metabolisers : 11 f4]) & EM %! (extensive metabolisers : 12 f§]) THEELR AN LT~ (3817 kbR
(Module 5.3.3.4) , Table 10-2 &[]

ARFAVI, L7757V PIaFT KT MANRREZF o ONTNORAITEH, B~ 7 LT
R¥E 5,/ FEREHIRED AUC D LD 90% (S HEX AN, SFRTICHE L7 RIS OHIPE (0.80; 1.25) HIT5E
BIZ ATz, BEEE (AUC) DR THAERITRD biveholz (3£2.7.23-17 KX 2.7.2.3-14
ZH)

T AR ZF RS T RTOFEFNZEBNT Cop (BT DMHAERITRD SR oT, B~
T BRI G BT ML ASA S F 2D Cpg DEOHEEEIL, £~ 7 F RIS G &
B LT~ 7 F ROFAKEC, 7 MR ZAZ T o O fem i PR E D 38% Ko 72 (£ 2.7.2.3-17 K}
(42.723-1428) . LorL, B~ AF REOHRIZED T MAARREZF U OREREITEN L 2D
7otz ZORTIREFRIICEE L 72 6700 Ll S 7,
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1200 Metformin 1500 S-warfarin
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—©— Semaglutide steady state —EO— Semaglutide steady state

- — — Reference line for lower limit of quantification. Values below lower limit of quantification are imputed

X 2.7.2.3-13 ARV Y (RERS - BEHESE) . S-OL77 )Y (BRKRES - BEEER
F) . odFxP Y (BHAERKRE - BEBERE) . T MULLAREFY (BEEKRES - BF
WEEE) . LR/ RARLIIL (RERE - 2BERFESE) RUIFILIRES
CH—IL (REBS -2 WBEREEE) Ot~ JILF REFHREE #HEBICB TR
EDHF (3817, 3818 KR U 3819 iRER)
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% 27.2.3-17 2RMERFBEERVEBREEREICES TS, StALEROED AUC RU ChuxlZ® T 5
IS ILF FOEE (3817, 3818 B 1) 3819 HER)

Dose? Trial

Oral drug (mg) D Population N Auc® Chax

Ratio® [90% CI] Ratio® [90% CI]
Metformin 500 3817 Healthy 22 1.03 [0.96; 1.11] 0.90 [0.83; 0.98]
S-warfarin 25 3817 Healthy 22 1.05 [0.99; 1.11] 0.91 [0.85; 0.98]
R-warfarin 25 3817 Healthy 22 1.04 [0.98; 1.10] 0.93 [0.87: 1.00]
Digoxin 0.5 3818 Healthy 26 1.02 [0.97; 1.08] 0.93 [0.84; 1.03]
Atorvastatin 40 3818 Healthy 26 1.02 [0.93; 1.12] 0.62 [0.47; 0.82]
Ethinylestradiol 0.03 3819 T2D 43 1.11 [1.06; 1.15] 1.04 [0.98; 1.10]
Levonorgestrel 0.15 3819 T2D 43 1.20 [1.15; 1.26] 1.05 [0.99; 1.12]

Notes: * single doses for warfarin, digoxin and atorvastatin, multiple doses for metformin, ethinylestradiol and
levonorgestrel; b AUC_5, for metformin, AUC,_j¢s, for S- and R-warfarin, AUC,_;,¢, for digoxin, AUCy 7,y for
atorvastatin, AUC_,4, for ethinylestradiol and AUC_ o4y, for levonorgestrel; © ratio with/without semaglutide
Abbreviations: AUC: area under the curve; CI: confidence interval; N: number of subjects

v I NF FERGREROFFRGRIC, UL T7 7 U CHEEERG% 168 BiHIZH72-> T INR Z{|IE L7z,
INR @ R EEE R OIE R &2 7”9, U7 7 U B4 O MREEE R O L& Xt~ 7
VT R ERE L FER GRFCRIETH o7z, IRERIOL (B~ 7T R FERGR) OHEEMIT,
iAUCINR, o-16sn (FEINEL X T2 BB TIIFE) K OV INRpay TEILEAL 1.05 (90%(EHEIX[H : 0.87; 1.28)
KON 1.04 (90%[EHEXH : 0.99; 1.10) THh-o7= (3817 Bk (Module 5.3.3.4) , Table 11-10 &)

AUCoogy DI TEZF =)L A N T U4 —)L EOHAEERIZERD SN oTodd, VIR VA RLL
D AUC g 1 ZHEM U7 (F£2.7.23-17 KON X[2.7.2.3-14 ) , LovL, 2O AUC OHEMNTEERAICIT
ME L e b LTSz, EHLDHANIEBNTH Crax (B L THEEMRITRD SR> 12

(£2.7.2.3-17 KX 2.7.2.3-14 BZR)

S AAEHRBR THOZEANCB T D taee () OHRIEDZE (B~ 7 /LF NFE—IEOF )
DHEEAE LK O 90%EHXFNILL T D LY ThH-o72

A BB T 0.50 BEH (90%f5HEIXH - -0.38; 1.25)

e S-UNLT 7 UL 2,00 KEH (90%(EHEXM @ 1.25;2.75)

o« R-UNLT 7 U 175 B (90%[EHEIXH : 0.88;2.50)

o T RANRZETFL 175 KR (90%(ZHEXR : 1.00; 2.50)

o UIF L 025 K (90%(E XM 1 0.00;0.25)

o LR AFA LI 0.50 B (90%(EHEIXH : 0.25;0.75)

o« TFZLTANT VAL 0.50 iR (90%(ZHEXH : 0.00; 0.50)
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Metformin, AUC(0-12h) —
Metformin, Cmax
S-warfarin, AUC(0-168h)
S-warfarin, Cmax

R-warfarin, AUC(0-168h)

t ot ot

-

R-warfarin, Cmax

Digoxin, AUC(0-120h) H

?

Digoxin, Cmax

Atorvastatin, AUC(0-72h) —

!

Atorvastatin, Cmax
Ethinylestradiol, AUC(0-24h) e
Ethinylestradiol, Cmax
Levonorgestrel, AUC(0-24h) e

Levonorgestrel, Cmax

0.4 0.6 0.8 1 1.25

Estimated ratio (with/without semaglutide) and 90% confidence interval
Metformin, ethinylestradiol and levonorgestrel assessed at steady state
Warfarin, digoxin and atorvastatin assessed after single dose

X 2.7.2.3-14 2EBERREBERVEREEREICES TS, StALELBOECHT H2EITILF RO
E_J4LX IOy b- (3817, 3818 R U 3819 HER)

NTERE—IL (FTENFTE/T71V)

3685 FBATIL, B~ AF R 1.0mg L7 7 v REHKE LiBrE BT, AFEANRBRO &
ELTRTREE—I (TEHIT I 7x2r) ORIIIHTEE~ 7 VF ROFEEFHELT-
(2723222%8) ., 7 BRKELGH EHE L T~ 7T REG5H% TRT v X2 T— L Okmii g
VAR o 7208, MR (AUChsy) ([COWTEWVITRD bR ho Tz, IBEROL (B~ VvF K/
77 ER) OHEEMEIL Crax T 0.77 (95%(EFEX[H : 0.67;0.88) . AUCqs, T 0.94 (95% S HEXH -
0.88;1.01) Th-o7= (36857 E (Module 5.3.4.1) , Table 11-14 &) |, &~ 27 /VF NOFHEEFEDRHEE
DMIEF /T E H T/ Dty DFIAED . (DFHERF—IEOFHRE) OHEEMIL, 0.25 e (90%(5#H X
M :0.13;025) Thotz, 2D L, RNTBXE—INOEEKNLREINS, B~ LT KEOHRHIC
Ko CTHRARMICHBE L 725 L9 g BE S T TWRNWI EERBELTWD, 7ok, HARYEN O
THH LT2RT 8 ZE— v OWINIZRET 53OV TIX 2.7.2324 2D Z &,

2723172 SNEMHERICET 2EN

Lo T REMMOROKENA LT L X0, B ZF RTROEOBRSE &I HEEMICHEL 72
HEOREEERIES R oTe, TDOZEMD, BT REGEHT D ERICER 0o &4 505
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THVEIIR, £, B~ 0TF BT AR OBHTIEOBREREZ IR T SR ho7e 2 &b,
FOMENFIHTHZ LT EZEZ NS,

272318  EMEBEICETSLIERN

B 7T RITHE 1RGS2 EEE A LT, @i iRERER (tn) O RAE
X 1~3 B, HEEEH () 3 1THEMTH S, 2BERBEE ICBIT 28~V TF R TFTHREHZD
TEFIRIEDOEERIE (Co) OHEEMEIL, B~ 7T K 0.5mg T 158 nmol/L, 1.0 mg T 29.8 nmol/L T
bolz, Eio, BARN2HPERFESL O Cp OHEEMIX, B~ 27 /F F0.5mg T 17.5nmol/L, 1.0 mg
T 353 nmol/L Tdh o7z, AR GLP-1 & il L=t~ 7V F ROBEZEORGLIL., EIC2E 05D
KNBNZ LIZED, F—8ITRNAEBEN Sickvslaiizsntz, 2o, B~ LF R
DIMAEF T LT 2 LIRS AEGT D (99%8) = & & —F Lz, ERBROfSRICE S L, B~
F MIZMEF O EEYECTH Y | PRI AT T NEEO X 37 G5 & ORI ERAISH O E#5E B
iz X 0 RS N7z, ADO U > B —DRELIRN 2 SO EE R RPN O L LRI e
EnfeZ LWrant, v 7T NEEWE O FEYRIRIK IR L OFETH o7, & Mg ORGEH
WNIERD BN o T, BEBEOR 3% R~ 7 VF RRE bR E L TRPICHRE S 7,

MEHINCFE S B~ 7T FOREEL O E IETIRE (Ched O HRELAIMENTRD S iz,
ZOZEE, BEESERMAOME (B 1E#%E) 2O TFRHESNHMHE (12) TholcZ LTk E
T Siviz, 2 BIBERIE 2 A9 2 BRE KO8 2 BUBE DRI &2 7 S 2R I B W T RENFRRTH 5
Bt EHRIREBORERIIFRE Cholo, EMENEIZIT 5 HBRE NAE) & OHERE AT X2
ZH 10%AT M N 27%AT0 L /NS o Tz, B~ 7T R THRGRHCBIT 2N Ag 47 X4 F &
U7 4 OHEEEIL 89% Th o7,

BRARSEBRABRIC EE D < & | R H AR AR OMERE 2 — 1 o7 B |2 3810 5 KB iB I LRIk T -
7o 3634FBRATIE, B~ Z/F N 0.5 mg TOEFIREOMEE B AN K OMERR = — 0 27 R o
AUC.16s1/168h 127140 20 nmol/L & TX 21 nmol/L TH VY, &~ 27 /LF F 1.0 mg TOEFIRAED
AUC.1631/168h [ZZ #1E 40 44 nmol/L X TN 45 nmol/L ThH - 7=, F7=, B CTIZ, HEMOK (B~
JVF R 1.0mgvs. 0.5 mg) OHEEMEILHE AFEIZIBWT 2128 <, FAHEBE Ol (HANvs.a2—D 7
V) OHEEMEITHHEICB W T 1IZEN- T2,

RHEMSE BB IC S &, RENE~ 7 VT FOBRERICH L CHE— O BEERNIAPEEK T
bolz, DEVEENBEWGAIC, Ev 70T ROBEEIN NS oz, L, TXTOHRE
[ZBWT, REOEEIZED S HbAle DR FERRN G b, e (MR Filin, AR, RIE,
RE, BHRE, BRGELROVERHNL) TS 2L, BARAKOIET U7 AEBREIZIT D Cog DHE
EMEIEFAECTH o7, HRARUIET U7 ANEEBRE (21T %S O Cu DHEEMEIL, B~ VF R
0.5mgIZBNT, HAAKUVIET V7 AN TENZEIL 15 nmol/L LT 152 nmol/L THY , B~ 7 LT K
1.0 mg [ZFB W TIEZ 424 30.3 nmol/L K O 30.1 nmol/L Tdh - 7,
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SL72 B FEFE DORBHRRERE M O RERRE 2 A T 2 RE 2B T 5t~ 7V F FORERIL, £h T
AIE R 72 B RE K ONTHERE 2 A D4BRE LAk T o7z, 20 Z LIXBEHRERS 2 A 295 =
8 T REE MM EN REARAT IC & > THRM T b,

lbEZfea o &, Mhl. i, AR, RIE. (RER S OITEEE R OISR OREICBED 57,
T~ NF FOME () 13T _XTO2RERFEZICY TITEL EBZAON, £, EFIRED
T~ VT FOBRFEEIIRIFICLE L TRY , AR THRERTH Y . it~ 7 F Fikof
BB SR o T,

T~ 7 F R EGHH LTooft 038 & ORICERKENC R & 72 2 MW BRI b e o 7
7o, BAEKOHEFEIILERRNEZZ BT,

27232  EHNFNMER
272321 &I TLTF FOEANFHERBFEDOTHED 1= DHERDHE

AR GLP-1 13 2 BURERIGIEIR DRk I 22 FEANGAR I 72 0 152 2R ABBIER 26+ 5, 20
HRITIE, A VAV WA RE L, MEED_EFEHC 7V WA R 0 BAR VR FHE L
B2 SEs P nEEND, £, GLP-1 NEBH%O TGHZWESE L Z LR LY, &
O, AN GLP-1IZENAEHAZBIE S5 Z L ThH b TN D,

v ZNVTF ROEALOERFHEEZASNICT 570, BREE T 077 20— T, EE/BEED
BHEOITNa—R A A RRTNT IS, 725N BHIFEERBIZ T 5~ 70 F RO
BERREF LTz, FRC, 2D OB S /L a— R EEKGEN IRIERO SIS 2 5Te) % 3
L7c, £7o, B~ 270 F FOBRNEPEH R OBRE RIS T 2B OV T H Rl L7z,

EBIC, B AF RNEEBOERZET2 (Module2.7.332288) Z &b, B, =x/LX
—EREN VT R X BRI T D~ VT RORBEFMET 5 2 L2k > T, KEBD O/E
T2 at L, £72, FEE. BfTEhoay o — L E OB ORI T 58~ Z LT R
A THE LT,

9 SORFREHRE (KEHRG) KO S0O% 2 fHHERERR (1821 ER) T~/ LT Ko
LOERREORHME 21T - 72, ERARKHERBR D 5 B 3 SORBRIL 2 BUFERF AL . 1 DOREBRITICH Y
Bt axtgl LR Th o7z, BRAIC, B~ 27 LF F 1.0mg OEFIRIE (5% 1288) THIHZ
HIVERFHEDREM 21T 572, 26 3a fHERBR CHW SN2 b o L [RERIC, FRNCHE L2 H&EWEE, o
FV B~ NF R 025mg & 4lMFE L72%I1205mg & 4 EREGT5 HiEE AW, /-, 525D
TR xS & U7 2 I L7223, 206 ORBRO MAERET — # 13 2 ZITIFERH L2V,
{2 OFBRIZ OV T, 3633 38R (Module 5.3.3.3) . 3634 35 (Module 5.3.3.3) . 3817 iR
(Module 5.3.3.4) . 3818 3t (Module 5.3.3.4) KU 3652 3k (Module 5.3.4.1) OVRBRIRFEHE EH 4
ZHROZ L, lHx ORBROT VA ROFEFRIEMNT A —Z OB ONWTIEEK 2.7.23-18 SR
DL,
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% 27.2.3-18 ENPER/NS A —42 51l L =R R B ER
HERID N & BT VA o PR Y EeRIE REAREEE R T 2 ) FHER S
T A=K
2 OB PR R
3635 75 1.0mg  AFATREE, EEAEIVLNT. CEHER, 7 e Ja—2x (ZEEREOETE)
TR, KEHRERER 13 EM o AU ARV Y (ZTEIEERVEE)
o HHRNT Ko BEA s IVGTT) o C-_XTF I (ZEEIE N OERE)
o 24 I R FA MR o UNH AL (ZENERER OVET)
o TILX= L ARRER o A LUARY UUEE
o BRfERY 7V o — Ak ARER e HbAlc
o IKE
3684 382 1.0mg  2MY o AF—_— EEIELAEY LIS o UNHAL (EEEEKRNT T T
THEEMR, 7 EARRRE, MERSRER RE)
13 o C-_TF K (TR T T
o KilLKEY 72T )
o T RLFUL (7T T
o T RLFUL (7T 7K
o I LFV—)L (T T
o WERLEY (757
o JNa—RFEABHE (7T T7)
o (RIMHERA 2T (7T 7 KE)
. ﬁmﬁ IXTHER (7T TR
o RAMERE (7 T VT HE)
. M%ﬁ(§@ﬁ>
e HbAlc
o IKE
3819 43 10mg 1 oOOBEIEFICES 7 v 24— = e MUBEE (ZEIEE)
FEM, KE®RG5HER 13 #H e HbAlc
o IKE
1821 415 01,02, “HEM (EvZAFF) | TTERL o HHNAPEH
(5% 2 04,08, B S (VFZALFR) | EELE o B
FH) Lomg (i JERI. 9 REIATEE 12 FER o IMWEE (Z2fERE)
FELTit e B
3685 30 1.0mg 2HiY o AF— _— EEIEAEY LIS T a—A (ZEERE L OVRTR)

THEEKR, IR, KiER5RER

/13

BFEAMAR RERRER) |

MOABEREO RS

Control of Eating Questionnaire
(COEQ)

Leeds Food Preference Task (LFPT)
AR
EREWRTVFAES T T 4 —

A AY v (ZEHERE R OV %)
C-_XT7F RN (ZEEERE L ORTE)
TN T (ZEHERE R OVRTR)
HNAHEH

BHK

TR F—ERE

TRV F—IEEE

BITEH O ha— S BEIIRHT
RS

o BWDOVELS
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RERID N A& BT A > G Y E S ARERAREEE CHEoR 3 5 3 R EH X
T A=K
o JIFE
e XTFFRYY (PYY)
o {REHL
o B {RKHRK
TR
3633 84  0.Img WATHE, EAEREIVAHT, —HEMR, 7 o (K&
02mg ¥R, KEE GRS o JNa—R (ZEfERE)
g?@ o AURY L (ZEHEHE)
1é$g o C-XTFF LK (ZE[EHR)
2 mg o UL (ZEfEIR)
3634 44 05mg AATEE, EEAFIVAT. ZHEHEMR, 7 e {KHE
LOmg SR, RE G813 EH o N a—R (ZEfERE)
o ARV (ZEfEHF)
o CXTF R (Z=fEHY)
o UJ AL (ZEfEIR)
o FuALRY L (ZEjENE)
3817 24 10mg 1 oOREEFICED /7 n At —n—=b o (K&
FEM., KE®RG5 R 14 #
3818 31 10mg 1 oDOEEEFICED /7 nAA—n—=b o (KE

FFER. ES SR 14 T H

Notes: “ assessments performed after 12 weeks except for trial 3652 in which assessments were performed after 16
weeks; " cross-over design with regards to oral drug investigated for drug interaction
Abbreviations: N: number of subjects

272322

2723221

AERAIE

NAXTTF IR

HIFLHIER OFHIIC B W THW AL AT F ) 2D —E 43 2.7.2.3-19 IZ/RT,
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% 2.7.2.3-19 EAZMEROFHBICRAWN N1 T vtA
Parameter Analysis method Medium Trial ID
Glucose Metabolism
Glucose SuperGL glucose analyser Blood* 3635
SuperGL glucose analyser Plasma 3684°
Hexokinase method, Roche Serum 3684, 3685,
Hexokinase method, Roche Plasma 3819, 1821
Hexokinase method, Roche Plasma 3634¢
Hexokinase method, Cobas Serum 3633¢
Insulin ECLIA, Roche Serum 3635, 3684
ECLIA, Siemens Serum 3685
Chemiluminescent immunometric Serum 3634°
assay, Siemens
ECLIA, Cobas Serum 3633°
C-peptide ECLIA, Roche Serum 3635, 3684
ECLIA, Siemens Serum 3685
Chemiluminescent immunometric Serum 3634°
assay, Siemens
ECLIA, Cobas Serum 3633°
Glucagon RIA, Eurodiagnostica Plasma 3635
ELISA, Mercodia Plasma 3684
RIA, Millipore Plasma 3685
RIA, PerkinElmer Plasma 3634°
ECLIA, Cobas Serum 3633°
Pro-insulin ELISA, Mercodia Serum 3634¢
HDbA . HPLC, Tosoh / G8 EDTA-blood 3635
Immunoturbidimetry, Roche EDTA-blood 3684, 3819
Gastric emptying
Paracetamol (acetaminophen)  LC-MS/MS Plasma 1821, 3685
Lipids
Triglyceride Enzymatic, Roche Modular Serum 3685
FFA Enzymatic, ILAB 650 Serum 3685
Apolipoprotein B48 ELISA, BioVendor Serum 3685
Total cholesterol Enzymic determination, Sekisui Serum 3685
Diagnostics, Roche Modular
VLDL cholesterol lipoprotein separation by Serum 3685

ultracentrifugation followed by
enzymic determination, Sekisui
Diagnostics, Roche Modular
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Parameter Analysis method Medium Trial ID

LDL cholesterol lipoprotein separation by Serum 3685
ultracentrifugation followed by
enzymic determination, Sekisui
Diagnostics, Roche Modular

HDL cholesterol chemical precipitation followed by Serum 3685
enzymic determination, Sekisui
Diagnostics, Roche Modular

Hormones
Adrenaline ELISA, DRG Instruments GmbH Plasma 3684
Noradrenaline ELISA, DRG Instruments GmbH Plasma 3684
Cortisol ECLIA, Roche Serum 3684
Growth hormone CLIA, IDS-i1SYS Serum 3684
Peptide YY (PYY) PYY (3-36) Specific RIA, Millipore ~ Plasma 3685

Note: “automatically calculated to plasma glucose; "used during the hypoglycaemic clamp; © trial included healthy
Japanese and Caucasian subjects

Abbreviations: CLIA: Chemiluminescense Immunoassay; ELISA: Enzyme Linked Immunosorbent assay; ECLIA:
Electrochemiluminscense Immunoassay; HPLC: High Pressure Liquid Chromatography; LC-MS/MS: liquid
chromatography and tandem mass spectrometry detection; RIA: radioimmunoassay;

2723222 EHhFHEROFEE

BEAWAR

3635 AR CTIX 2 BUBEIRFTEE 22 KR L LT, N—R T A VR R UG T REIC 24 R O B AT
B (o RFELZET) 2FEML, EERHROBRO I Va—A A v C-R_XTF FERORYT
NI T PREIIRIT B~ VT ROREEZFHUE L, BFAMRBRIIHE, BEKOELZ V370
YR BSE%Y /37 E4) O3 OOREMERTHR S, MIRRAERER OB FRM Oz OV T
%, 363575 (Module 5.3.4.2) , Table 9-6 2RO &,

3685 PR CIIIEmfERE 2 x5 & LT, BFAmAl (EENE) OFMAIROFEmTIZH TS 7
Na—ZARRORTF RYY (PYY) SUGICKIT 2~ 7T ROEEZFM L7z, MR
. SEEEIC DT o THEEEEE L 7=, FEIZ DOV TIE 3685 3Bk (Module 5.3.4.1) , Table 9-5 # %D =
Lo Fio, BIEVEHE (66 E%IENEA) & -5 A RERo Ehinr &k OS5 131 2 B R
(BT 2RI 1T o 7o, MR EITEIRH%, 8 REFIC 7o o THIBEREL L 72, FEMIC DU Tid 3685 3
B (Module 5.3.4.1) , Table 9-6 ZZHD = &, AFAMMABROIGATNC, 2MEKD HDL =2 L A7 1 —
LU, LDL 2 L AT — L KNI L 2T a— )LORIEDT-DORIM AT -7,
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AR U5y
BARMA T~ M & AR

3635 FBR T 2 AUBE RIS BE 25t & LT, 8RN T R oEasiaii (IVGTT) % %k LT 18
(0~1047) KO 24 (10~12043) OA AV W nEiH i Lz, Zva—A25g% 20T
SURFHE L72t%, 2FFRlIC D> THEERIL L, Zva—A IAahdy A A VRN C-XTF
RIEEZRIE LTz, C- X7 F RIBEEICESWTA 2 U UAOMWGEEE (ISR) Z8E M L=, ZEMIC OV T
1% 3635 3 (Module 5.3.4.2) , Section 9.5.2.1 ZZ WD Z &,

FILX = aHFERER

3635 B TIT 2 BB RIS R E kit & LT, TAX= AR A EiE LT B IR R Koy is6e
M L7, AR E MR EE CIT o o, b a— AFEE T L, 2 BERILINIC g 70 o— =
IR % HEEED 16 mmol/L (288 mg/dL) (ZEIFEXE7-, 2O 7 L a— XA, TAFX=2 5g%
30 PLAMNIC 2diffE L7tk 35 b e o THIER M 21TV, Zva—R a3y £ R
YEONC-ATTF FREAZRE LTz, C-_X7F NREIZHESWTISR #HH L7z, FEMIC DV TIL 3635
Bk (Module 5.3.4.2) , Section9.523 #&MD = L,

ERBERg 4 L a0 — REARER

3635 FRER Tl 2 AUBE RIS BB 25t & LT, BRI 7L a— 2 ARER (3 RefE UL B o FE T il
7V — ZPEE A S mmol/L 7> 5 12 mmol/L (90 705 216 mg/dL) 12 EF-SH72) 24710, A R >
M7 Ty T G300 7 A — AR EARAFE 2 5 AfE L 72, 5~12 mmol/L (90~216 mg/dL) & 7 /L =1 —
ZEERIRICBIT A AU o ISREOT AT A0 AUC DR~ VT ReETFITRvRDE, 2B
(Z ISR-Z /L 21— AR FERMAROME X 2 B U CHM L7z, M4a%alBR CITRT iR & L CER RS (B~
JVF RIEEEE) ZRE LT, BRI L ORRE L7 70 o — 2R O B EEOFEHIZ DWW T
1% 3635 5Bk (Module 5.3.4.2) , Table 9-9 Z& MDD &,

‘¥ 5> 7

3684 FABR TiI 2 TUBEIRIEBE 2t & LTcARIMNE 7 7 > 7 2 %0 L <, ARIFERE O 7 v I T B
F O OFEHIAR VT VRIS T 52~ 70 F RO FEEZ GG LT,

—WeD I T T EERL, T —ARKROA A UEHERRE TS ik, miEF s L a—
AYREZ 5.5 mmol/L (100 mg/dL) (ZHGES W7, BRACMIEHR 7L = — A PREO HEFfEZ 5.5 mmol/L
(100 mg/dL) . 3.5 mmol/L (63 mg/dL) M TX2.5 mmol/L (45mg/dL) & L7-BePEpy7oiKinps s =~
I UTe, MkRER7ZR A A Y AN (2.5mUkg/5y) & Vv a—AEAOFRENC L o Tl 71 =
—AREOK BIEEZER ST, A VAV EAZKRT SET, M 7L a— 2 REN 3.9
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mmol/L (70 mg/dL) % # % 7= & EIRIMbE) 5 ORIE & L7z (3684 73k (Module 5.3.4.2) ,9.5.2.1 &
Q.
MAER 7 2 — ZREDA BRI ZE LR T, Hikvery (U3, 7 RvFy e
AT RLF Vo, arF =LA RUORERLVEY) | A A RN C-~TF RORIED T O MK
BKZBRE LTz, £72. B 7N a—RRECBON T, KIEER A 27, K35
BT A N ROREBEEET A M X 23l BT > 72 (3684 3Bk (Module 5.3.4.2) , Section 9.5.2.2 &
)

o

BRAHE

3685 B TITIETMHER E 2565 & LT, NF®ZE—/L (T ITI /) 7=2r) WNEPPCEDHE
WAEPEH 23 L7z, #BRE TR FARABROFEEI EDOIZ U OIC, BROT O I — 7L MBS
BT ELZE—/L 1500 mg 2B L7z, &% 5KHEIZD > TNT & 2T — LHIED T2 O ik
RERRI L, BNAYEHEE 234 L7z (368578 (Module 5.3.4.1) , Section 9.5.2.1 &) |

1821 FABR CIE 2 BUBEIRIFEE 2 R & L TR T X E— VRIGEIC L Y ENEPEHZ M L7, &
FAMARBROEREG AR N T X E—/L 1500 mg FEZ K & & HIcHE Lz (1821 5Bk (Module
5.3.5.1) ,Section9.5.1.1 &)

Bkt
3685 PR CITIERABRE 20 R & LI 2R BT L F AE ST 7 ¢ — (air displacement
plethysmography) % T~ ZLF KO R 5T % 88 4 514 L 7=,

IRILF—ERE

3685 ABR CITAE PR E 2 x5 & LT, HHZEEOARDE (600 keal (2512k)) FHMOFHE (FEu
) ) BOZFAX—EBREICHT D~ 7 VT ROBBEEHE LT, EERHAORH SKM%IC, H
HEBEICLDFE—OBRE, TOILICKNSKMRICABEEICLS 7 v 7 o0V BEZRIL LT,

Y BRI G 1D R VAR A 55 F CRFEAT D L0 IR Lz, Y B% | FERRICITXA B
FICHHBEEEOMAE (R vy 7Ry 7 R) ZEitL, BWOEHEZRE LT, ATy 7Ry 7 A4
SOEMAT Y (@R THW RIE TH W SRR TH < v AREEI TH < Zevy) 2B R
LRHOBEMNANDONT, AT v 7Ry 7 ZZ, BWMAT T VIZET 585EE OWBIFIZHESNWT
MAB DI, RR SR B HICEIT 2 Z &N TE 7, FEMIC DV TIE 3685 36k (Module 5.3.4.1)
Section 9.5.2.1 Z&ZMRDZ L,

IRILX—HE=E
3685 RBR CITICHHBRHE 2 55 & LT, ZFFRHRHE (RMR) ROPRRE (RQ) & MW\ Tz /L%
—EEBICST 2~ N TF FOEELZ M LT, #57 — R 27 L (ventilated hood system) *°%
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N T PR BRI 1 T 22 JEIRF I (bl THIE L, BIERRIT 24 K H 720 O 3L ¥ —H%E
EfﬁbtoRQi@ﬁ®£%*%%@&M%#ﬁﬁéﬁ&f%é RQ L7281 & 372 B OlRAL

DO TPHEINDMEER L, 0.7 XM FERR LS PRSI AEEEZ R L T\ 5, FEic VT
3685 ik (Module 5.3.4.1) , Section 9.52.7 MDD = &,

B, BE. BRKE., BORUBEOELLE (palatability)

3685 AR TIIIEMHRE 2 % L LT, #REORBR/NT A—F (5%, fmRk, ML 0T
MAFERE) | B, @FERERCELINT e~ /L F ROEEAFE L7, 100 mm OHEEH
TFa s A= (VAS) % VT, BEUERI A OB EGRT & 8Btk S R £ CEMi Sz (3685 R
(Module 5.3.4.1) , Section 9.5.2.1 /) , F£7=, HHEKEDOBRER, FRBFELVHEROBEFOILBL
(R, ARTEBEEROEEZELE) b VASIEZ AW THIE LT,

1821 FBATIE 100 mm D VAS ik & FV T, BEICET 537 A —2 O FE BRI+ 5~
TF ROEEEG N Ui, HEvER R O EET R OB 4 B E TRl bz (1821 BR
(Module 5.3.5.1) , Section 9.5.1.1 &)

BTHOIY FO—ILEUVBYIDRELT

3685 RER TILINBR G 265 & LT, B~ Z/LF K 1.0mg DEFIREEICHIT 5 1 @B ORI TEI O
a2 b= LR OBRFES~OEBIIKT 5~ 7 VF ROE% Control of Eating Questionnaire (CoEQ)
WS TR L7z, REMIC DUV TIL 3685 3B (Module 5.3.4.1) |, Section 9.523 22D L, &
Y DVELTIE Leeds Food Preference Task (LFPT) :700M62 1 TN A o0 3R E ) > & 341 L 7=, ZEAHIC O
VT 3685 7B (Module 5.3.4.1) , Section 9.5.2.4 #Z D Z &,

2723223 EAFMERTIUFRAUE

EAFEMERAIY FRA > FO— AT
7V a— 2R, IRERH, BNEHELEOEKICEIT 5t~ 7T RO FHIERRMEX
i Na—A A RY  CXTF R, ZAH A TG, VLDL. FFA, ApoB48 J UM< T ¥ Z & —
VST RNT R 72y (BNEPHOFM O 0) OREHRE., /2L VAS 227 (BT
HXT A—H OFHIDOT-3D) OHERBIZ L0 7 L7z,
BRE DR & 59~ 2 7o DI W T2 ERIEIVFERER = RARA > R & LUFIORT,
o ZENERFODAE
o AUCyp, : BHHIFH t1 200 2 OB OSOGHIFE T A (RFEAMRBRICISWT, Ry RRA &k
THERHEE L CORBRKIGEZERT D)
o IAUC, p(t2-t1) : ENZFE & 72 0 OBEGHEER t1 205 2 OB O INE OIS #iHR T imfE (AFAanr
ARBRICBNT, Ay RRA » MIEHEBRNEZ BT 5)
o AUC. o : IRFE ¢l 225 2 OO e Hi#R T il
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BFEAARAROEFE D — I 7 UHEBRE 265 & L7z 3634 3805k KON 3633 SBRICIB VT, 228D
TNna—A AL A, C-XTF REWRT VA T PRENRIE STz, S 6ICHEEE B AN K O
a— BT UG RS L LT 3634 RERICEBW T, ZEEREO T a A v R Y R ERHIE ST,

Ba2DHBRIZEIFTAHTY FRA 2+
B MERAMEREDEEMICEE T AT KR4 > b

23 8= M AV NETIVRORERIZIES L C-_TF RENEE T A —Z ZHWT, C-XTF R
FE DFCERIZ AT (deconvolution #2) 12XV . A AU U WAEEE (ISR) Z#EdE L= 2 >k
LIERERZ W THISRER L, 7 —F X=X kid, ZHD2KED ) HRADR R DT —H &
LCHEOH~-72, ISR OFIE (FF#=0) 1% C-~7"F FEEORMEIZE SN TR LT,

v a—APREE L BAMIAERE DRI, AW LB D & BEFERY 7L 3 — A GRERIE D
ISR-7" /L 21— A PR FE D AR O & &2 5 L CREl L7z,

B gD QEHNRIEDFHHICEET ST KRS 2 b

TNAAL C-RTF R TRUFY Y AT R Uy albF =L RUOEERVESOH
EICRY | ARIFET OISO EZFME LTz, D95, JAIALNEEANTA=LTholz, 7V
2 — ZPPEO HARE (5.5 mmol/L (100 mg/dL) ] 7B HFNHE LKl 7L = —2PREE (3.5
mmol/L (63 mg/dL) & OVEAHE 2.5 mmol/L (45 mg/dL) )] F CTOVHREDOEN EL T RAKRA R
L Caki L7z,

F7o, RIMBED B RITHERE ~ HEKHEZ & C £ 97> (Do you feel hypo?) | LEMTHZ L2k b
1Tohl-, £7-. KILKEER Z =7 (HSS) 1% Edinburgh Hypoglycaemia Scale® % VN THllliE L7z, X
MAEER A 271, AsEF 7 v a— R REIZBWT, BARMEIENR (autonomic symptoms) . HX
PRRELR  (neuroglycopenic symptoms) M OVELE 1T AR (general malaise) D777 = VU ZHS TRk
SN, S5, 3Oo0RBEMET AN [(FLALAL X 7T A b= K B (Trail Making B) **,
FEER R (Digit Symbol Substitution Test) (7 =27 A7 — Rk ANFIHERM A (Wechsler Adult Intelligence
Scale) BUERRDY 7T A ) B KON 4347 [SHER] (Four-choice Reaction Time) ) % & L7-1f
R 7L o — RJEEE O CHEM L7-, FEMIZ OV TIE 3684 3Bk (Module 5.3.4.2) , Section 9.7.4 &%
Boz L,

SRR OEICBEY 5T FARA 2

BRI DWW T, (KIENIE (body fat mass) . BRIENIIAE (body lean mass) K OMAAENGZE (body
fat percentage %) L\ o7zl RARA > haHEH L,
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IRIIVF—ERERVEMROEMBETSIIT FRA b

HHEREICEZAFE—-OBRE, HREZBEICLIRRIBLEFTULIBK N4 SORRDEM AT Y
INHRERE T L IEIR L CHAS DY HHEEIZC L DER (3685 7Bk (Module 5.3.4.1) , Section
9.52.1 2] IZBIT 2 =3 ¥ —EIEL BYBIEOFEIZIE SO CHIE Lz,

BEICBET HFHIIC OV T, AT RRA > N THLIRARBRA 2T (0AS) % 4 5D
ICBET 2237 (ZNEH VASTEIC X 0l oFE¥EE L TR L,

OAS= (iM% + i + [100 — ZZ K]+ [100— T A FHEHE]) /4

BN OAS [Z BRI S LTV SR EE R R T,

IRIILTX—HESDOFFEICET AT RRA U b

TR X—HEHEEIIOWVWTIL, =2 RRA 2V b THD 24 K172 0 OZZFEHCHIER (RMR) K ONEE
g (RQ) ZHEH L7,

BAHDIY FO—ILEUVBYIOREITOHEICRET 2T FRA4 2V +

BITEIO 2> b — L HOBFE~OBLEICOWTIE, VAS A3 723 < EREIC XV Rl L 7=,
HEHEOMBRIZIL, 4 2ORLE8YHT IV 0D ORFEEREOEKIN Z T, LFPT LK
SE, UTFD400RRL8MP T TV ITxT D RYOVEL % 7M LT,
e BRI THWEY
o HIEMICTH L Y
o [KAEMICHWEY
o KIENFCTH oW

VAS 2 a7 (BEBMAT I VIZBNTZEORYZ EORELH /A TWADD) 12X JIE L7 BRTERE LT
(explict liking) . KM OWTe 2 2 OO BY AT Y GO ZFR—J5UC K - THIE L 7= IBTERK
(implicit wanting) 1, B¥H 7 TV T LIZHE Lz, §EMIC OV Tix 3685 3Bk (Module 5.3.4.1)
Section 9.7.4 ZH D = &,

2723224 FEAFERAID FRA D FOFEHERT

LT, ENFRENT Y RARA > ME, ERBIEET L (ANCOVA) ZHNWT, = FRA b
ML LT AR A v b &2 HIAR, 1BRAIALEEE LTEDTHIT LTz, 7 r 24—
—iRBRTdH 5 3684 BN T 3685 AER TId, [l —#BRE OIS FHISUS & 572 5 5o F TRl L7223,
ZOHETIE, Rz EENR, R 2 BB R TEER R E L TEO TR Z1T o7, 36333
B R ON 3635 kB Tk, BAFLMIEH Y RABRA V FOR—RAT A AMEEFHEBIMGANCHE L, ~N—2A
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TA PO DEEE, N=ATA ME CUT TN E B LTE) 2B E L L TEO THT L
Too 3634 FERTIE, FAFAUWEM = RARA > MRV B LHEICH T 2REE7 /0 (MMRM) %
WT, N=RAT7 A HBOTXTOEZ BRERRE UTED TIRIT L7z, SAZSIIkEE, HERE. A
MM ONFE L EHOZAEEM (EER)  ROTIIN—RAT A VfE (ER) Thol, EHIT,
ke & HERE, KBe s AFE, Skt & AL R, RUSKFEE X—2A T A VEOZBEAEMEZ Z 0T,
[ — R R DR EMENT X L THEREIE L T8 2 T,

A FHNER = > RARA b OFEFTISE N LA BAKEEL 5% Th -~ 7o, IGREZEN LV &V D
ZHRE LToBR ClE 95% RIHIX M 25 Uiz, ZEEOREIITD AT,

FENFHIEMICET 5T X COfTIE, AlBRIZI T DR ROMATRIGERT HEMEZEI Y AT S,
BB OE G207 b 1T 7ot . w3 NSz BY (astreated) | OFFMICHE
542, ] IZESWTT o7z, & OB T IM L 7= fBHT OFEM K& O R DT R4 23K
BRIEA OFEFE. 72 D ONTBIMANTIZEE T 2 3EMIZ 2V Tk, Module 5 D% 5Bk D RS RS E4 &
Moz L,

BINTEM L -5t E R UHET R

REEFRMEOMERIZH T2V . FERABROMEEOFTRIRHEFEIZ OV T, BB/ MiRZ b 57
DICHFEEZT o1, RE LT < 37572018, 3685 BRD = L F—E g, 72— ARk
OIEERM D /RT A —=ZIZOWTHEMAT 217V, A2 Ia R 222 B L,

3635 B CIX /v a—RA, IAh Ty A AY VRN C-ATTF RORGKIEZHEBRHIHRGTTT 5
7o, Fio, 3685 B CIXTHENAPEMICKIT 52~ 7T ROEEL it 7L o — R REORE
RERINIRFST D720 TN EIEBINOMEHT 2 Fhi Uiz, £72. RERBEZAERT 212720
SERZ M0, 3684 R TOZENGRE 7 V7 T2 KT 3635 7R TO IVGTT FEh 1 D 7V 22— ZTx%f
T DT EAT o7,

FEEHIEATIC DWW T LT ROk 2.7.2.53 127,

HILa—XR. AT, AR URUVCRIF FOBERE

3635 MR CTITEFIRIED VL a— R T h A AR v C-_XTF FOBGRGERRIIC
WA 5 72 DI BM DR 21T - 7=,

HKoRT A= HIZONT, EHERBIINEEZ IAUC, o/(2-t]) & L CRIE L7 INEICx4 5 AUC 1T,
AUC o — C(t)(2-tl), TR HILE - K T OMmiE O, 7 U O BRHREIZEES JRE -
Rp MR TomBEL 5 Web o & LTRIHSNTZ) , FHRZEMEL, BFIL (0~5KF#, 5~10
I R TN 10~15 B§fE]) 03B L7z,

EHEHEMEIZONT, XR=ZA T U NOLEE-RTETOELEEL, IFFELEEDR, X—RT
A MEZE AR O R L U CELIERBIZET L2 AW TR L7z,
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Fo, FIRB 2EEFEO SN a—RBEEMIT LTz, R—ATA U LREKTECTOE(LEE, X
B LT B2 AW T, IEBBIZE T M K VAT L7, B 7 /IR & BERN R, RS L7
NR—=2 T A MEE G AR OLER L LTED,

I N A — ARG GO FIRFHARE B Lz, MIRE L3 <3570H, AUC DO RRA v
N &SN DR CEID . AUC o/(2-t1) & L OB H%IEE 2RI Lz,

BRBHHEEUVTIILO—RRIG

7 AF— =R Th 5 3685 REXTlX, BFAMARICBNTATEXE—L (TEINTI /T
=) WUEE W T~ ZvF RO FNEPEHICHT 5 B2 Uz, AREFEMEZ1ERT 51
B0, BB TALNTEZBNEBHEHICHT D2~ T ROZE (RIT8HT—/LD AUCn 12 CTREH)
EifgER IV 2 — ZPRE (GAUC.,) O BIE A PRERIIZIRTTT 2 72 OB INRENT % FEhi L 7=,

3685 FBR T, MAEH 7L a— R EEOEINED AUC IZOW T, 1RE L ORI 2 B EZh ., 22 RE
TS A A OE R, WA 2 AR L LEMRIRAET V2RO TN L-, AREEEME %2
ERLT 2ICHT2 0 | BB CTHAOLNTZHNRP IS T 28~ 7 VT ROFBOKE S ZEROITHKRGT
THH, NTELE—/ND AUC OHIEBAE 2 HERE = & OS2 2 Tl U 7o il 2 #2840
OIEEE LT OITHHEE Ui 2 506 L 7=,

IVGTT EfEHF DT ILI—RARIE

3635 RER CIX IVGTT EfiF D7 /a2 — A D AUC > RARA » & LTER Lo, K
REAER T AICHT- V=25 T -, 2Oy RBRA U NEFE L, T L7, R—2 T A
NHEERET ETOELEIT, R LEEHWT, ERBEET MCL VT Lz, 20T
JVTIRIEEZ B ERN R, AR L T2 N— R T A MEE ER AR O RE L L TEDT,

TS IILHTY

3684 AR TIXZERERFMAE R 7L T RE (N—RAREE) OFTIIATO R o T2 s AR 2
BT DI H T2 0 B2 W72 DITHIT 24T o 72, MHER 7V T RS 2 RPRE A L TBIR. Rl
B OB 2 [EER & L CE O T IERBRIEE T /L% W CRENT L7,

272323 S a—2R KB

7V a2 — 2R ORISR IS X9~ 2 2~ Z LT ROEENT 2 BUBEIRIFBE 0T — #1250
CRME L. BB (236 1T 2 R IERE R OB SR DFRERIC K 0 AT Lz, F7z, BEREARAKRD
fEfEa— ST UEREICBITAEER S a—RA A A v C-XTF KR VA T % 3634
R N 3633 RBR T, ZEMERE T 1A A Y % 3634 5ABR TREAM L 7=,
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HbA1c

AR SRHEABR ClX, B~ 7 VT RO 52517 7= 2 BB RIFEE BV T, 5% 1210 HbAlc iX
NR—=R T A VEED 73~T7.6% 1% LTz, —FH. 77 8RO %5 F -85k @ HbAlc (2>
WT O LNRERITRD b otz (F2.7.232050) .

# 2.7.2.3-20 2RBERFBBEICEIT5H%E5% 12 B0 HoA1c (%) IZ/T 25T ILF FOEE
(3635, 3684 R U 3819 iAER)

Trial ID Treatment N at Baseline End of Change from
baseline treatment baseline

Mean (SD) Mean (SD) Mean (SD)
3635 Semaglutide 1.0 mg 37 7.3 (0.8) 6.4 (0.7) -0.9 (0.4)
Placebo 38 7.3 (0.7) 7.4 (0.9) 0.1 (0.5)
3684 Semaglutide 1.0 mg 38 (b) 7.6 (1.0) 6.5 (0.6) -1.1 (0.7)
Placebo (a) 37 (b) 7.3 (1.1) 7.6 (1.0) 0.4 (0.8)
3819 Semaglutide 1.0 mg 43 7.3 (0.8) 6.2 (0.3) -1.1 (0.6)

Notes: * The change in HbA,, levels for subjects when treated with placebo should be interpreted with caution due to
the carry over effect of subjects treated with semaglutide in the first treatment period; there appeared to be a minor
increase in HbA |, level during treatment with placebo for subjects when treated with semaglutide in the first treatment
period; * Trial 3684 was a cross-over trial, a total of 38 subjects were enrolled.

Abbreviation: SD: standard deviation

2 B RIR BB IS BT A~ LT FEHIB#E %O HbAle DfEEOZEMIC OV T, 2.7.2.33.2 K&
X Module 2.7.3.32.1.1 ZBBDO = L,

TILaA—R, A VA, CRIFRRUTILATUD 24 BRE#E

3635 ABR ClI 2 IR E 2R E LT, R=RA T4 VLN~ VF K 1.0mg/ 77 &RD

EFIRREIZBWT, Zva—A A VAV C-RXTF RERT VB IO 24 R OV RE T v 7
74»%%t0:®7D774NM3Q@%EQ[%Q\EQ&U&Q(%5VA7Q)JT%%h
TebDThoTe (2.723222Z8) , FHMIEX2.723-15 22RO &,

BIHNT, SN = ARSI N A TREE, T TR Ll LT~ AT OB % TE
VMBS BT, Zv a3 — RPREE RNV TR EE DA T IR OFR ML . (Z2IEIREE, 44 H B
[l :0) THLA, 24 RO BFAMBBROFZR T ikt L T, B~ 7 VF FOREIZE-> T,
ZEERFA A Y VIRER N C-XT T RREIX EA T 2BARA NN, B%A VR VIRERDC-
NXTF NREOE— 7K T 2@ mn bl (¥2.7.23-1528) .

ZEERE R OB DTV a—A A LAY C-_XTF RROT )V h T REICHT 8~ 7 vF R
DEBOFEMILLT D 2.7.2.3.2.3.1 235 2.7.2.3.23.6 I[Zit#T 5,
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Glucose Insulin
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2.7.2.3-15 2EBRBREEICETAR—RASAVRUVEITILF F1.0mg” TS5 tHRD 12 ERHE
BE#DTILO—R, A VRV, C-RTIFRRUTIVATVEED 24 BE 702
74 (BB, RERUYE (BFU/\UB) #&8L]) (3635ER)

2.7.2.3.2.3.1 HILa—ARE

TS IILO—X

2 TR PRI B M OB RS 2 PR & LT, IR L a— AR T B~ VT ROEEL
AEAfG L7z, 2 BURERG RS Tk, B~ /T R K D ZEERMAE T 7L o — B E O FERRA B,
ZOERITRBRE B L TRV, EHKTROMITN 120 mg/dL TH o7 (F 272321 BH)
3635 RERCldt~ /LT RCZRIERILET 7L 20— R JEEE S 1.6 mmol/L (29 mg/dL) & T L7=—J7.
TR TIEI N —AREOIRTIERIEA LR D o7 (18127253, 2725335 K365
FR) o ZEfEREMgER 7L o — RAREIZT TR EE L T~ 7T RTRWET Lz GREMOL
OHETEME : 0.78 (95%(SHEX M : 0.74;0.83) ) (3635 #B (Module 5.3.4.2) , EOT Table 14.2.313 &) |
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& 2.7.2.3-21 2EBRARBEICE T ARER 12 B0ERERMEF T ILI—RRE (mg/dl) 123
TH5EYJTILTF FDOFEE (3635, 3684 KU 3819 FER)

Trial ID Treatment N at Baseline End of treatment
baseline - -
Geometric mean (CV) Geometric mean (CV)

3635 Semaglutide 1.0 mg 37 147 (19.5) 119 (18.1)

Placebo 38 145 (16.9) 152 (19.2)
3684 Semaglutide 1.0 mg 38 (a) 162 (23.9) 121 (18.5)

Placebo 37 (a) 159 (26.5) 157 (26.0)
3819 Semaglutide 1.0 mg 43 149 (20.0) 115 (16.6)

Notes: * Trial 3684 was a cross-over trial, a total of 38 subjects were enrolled.
Abbreviation: CV: coefficient of variation

T~ 7T FHIER %2, 22EREE T 7 a2 — 2 REOK FERREO b (K2.7.23-16 %
M) o 22 &3 3819 iR T2 ERF o M B CEEIZ Ko TEMT bz (3819 3Bk (Module
5.3.3.4) EOT Figure 14.3.6.13 /&) .

2HBEREE BT D8~ 7 F FOZEERIEES 7V 2 — 2 REOK TEHOEMF L LT, B
BB BV THL 7 TR EEHZ L i L T~ 70T FH% CZEERE T 7L o — 2B
TR LN, 5% 12 OZEERMIEH 7 L a— AT~ LT RSB EONT TR
% TENEN 962 mg/dL LY 101.4 mg/dL TH Y | IRERIOL (B~ VT K/ 7 71R) OHEEE
1%0.95 (95%EHEIXM : 0.91;0.98) . p=0.0079 TdH -7z, Z DZEERMIET 7L 20— ZPEED DT H 7R
1K I E » T e SR B N R B4 2 = L7 s o 72 (3685 3Bk (Module 5.3.4.1) , Section
1274 2]

2 BUBE RIS B 12 BT '~ 7 F N R G- O 22 R IFEE O R OFEMIZ DU TIL, Module
2733213 %MDz &,
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Time (week)
——>¢—— Placebo Sema 0.1 mg —®— Sema 0.2 mg

—h— Sema0.4mg —%— Semal0.8mg —-=k—-Sema0.8mgT
—-—-Semal6mgT
Notes: Subjects randomised to 0.8 mg semaglutide with titration (semaglutide 0.8 mg T) were administered an initial
0.4 mg semaglutide dose at Week 1, followed by an 11-week treatment period of fixed 0.8 mg semaglutide doses,
administered once-weekly. Similarly, subjects randomised to 1.6 mg semaglutide with titration (semaglutide 1.6 mg T)
commenced a 2-week dose escalation period (0.4 mg semaglutide at Week 1 and 0.8 mg at Week 2), followed by a 10-
week treatment period with fixed 1.6 mg once-weekly doses of semaglutide.
2.7.2.3-16 2RBERRBEFICH ITAEEFMBRSIILI—XBEE (mmol/L RV mg/dL) (1821
HER)

FRINLEBY, HFEAE Ch o oBFEHARANRLOREE 2 — 0 o7 UHBRE Tk, X—RAT7 1
NHEERT £ TOEBERME 7L a— 2 BEOEEIZOWVT, WO HERHICB WL TH K
FNZH B 72 B bIEA BT, AR TEWI R -7 [3£2.7.2.3-22, 363435 (Module 5.3.3.3) ,
EOT Figure 14.2.73 }x (N 14.2.80 B2 /R) . ZEMIIC OV TIE 3634 #BR  (Module 5.3.3.3) , Section 11.2.5.2 }&
3633 3R (Module 5.3.3.3) , Section 11.4.1.3 & D Z &,
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+*2.7.2.3-22 BEBRAARVBRI—DO7 OBBREICHITHIRER 12 BOEERMEHS )LD
—RRE (mg/dL) IZ/T 5 TILF FOFE (3634 HER)

Treatment ETD [95% CI]
Japanese Sema 0.5 mg - placebo -10.8 [ -19.7 ; -1.9]

Sema 1.0 mg - placebo -12.9 [ -21.7 ; -4.1]
Caucasian Sema 0.5 mg - placebo - 0.8 [ -9.4 ; 7.8]

Sema 1.0 mg - placebo - 9.7 [ -18.8 ; -0.5]

Note: Treatment difference in change in fasting plasma glucose from baseline to end-of-treatment compared to placebo
within both race groups.
Abbreviations: CI: confidence interval; ETD: estimated treatment difference; sema: semaglutide.

BRIILI—RARG

3635 HBR Tl 2 TBEIRIEBE xR & LT, 24 KR FAMRR GREZET) 21TV, B~/
F ROBH I N a—RBEICRT HHELIMM L, 48ROV a—RBETT T 7 AL (Z2EH
FOBBO TN a—RREEZET) ICOWVWTIHX2.723-15%22 8O- L,

v AT FEEFARRO 3 BT XToR%E FHIER (0~5E/H) | BRE% 5~108H) kO
Y E% (10~15KH#) ] TEEIZ/NVa—ZAREER TS (¥2.7.2.3-15 KK 2.7.2.3-23 ) | #
FE LU TRBNR TN a—2JRE (AUCoq) N7 T7ERELEL T~ LT RTR%ETFLE (£
2.723-23 W) , B~ I NTF Re®b5 UIEEBRE BT 5 24 R O Y15 7L 2 — AR EE O T &%
1.7mmol/L (30 mg/dL) TH o722, 77 v ARTIHME TIERIZA LN -T2 ((16£2.7.2.53, 2
2725335 N 2725336 ZR) , B AF RIZBIT 52 RBEMG (HExHE) 1dWTFhogFicEk
WTHRIRTH -T2, ZNHOMME—F LT, FHRBHENEI 3T XTUTBNTT TR L
LT~/ F R L (XK2.7.23-17, {18£2.7.2.5.3, [42.7.2.53.14~[%2.7.2.53.15 R U'F&
272323 B)




Module 2.7.2

91 of 148

- 100

Change in Plasma Glucose (mmol/L)
Change in Plasma Glucose (mg/dL)

0 1 2 3 4 )

Time since start of breakfast meal (hours)

----- Sema 1.0mg - baseline —&—— Sema 1.0 mg - end of treatment
- - -® - - Placebo - baseline ——&—— Placebo - end of treatment

272317 2BERFEEFIZEITIRER 2 B0HBERD T ILI—RXEENDEILE (3635 HER)

Flo, TIBREHBE L T AT RT, JlB% 2FRFMD 7V a—AREN 37%IK TN Lz (&
2.7.23-23 ) . B~ I NTF RERG LIRS T, SI8% 2RHO 7V a—RREN, X—X 7
A MEOFK 12 mmol/L (216 mg/dL) (3635 545 (Module 5.3.4.2) , EOT Table 14.2.74 Z&] /n5., 4.1
mmol/L (74 mg/dL) KT L7z, IR E&G Logid CIME TERIZA 2o T (T
27253, #272533228H) ,
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+*2.7.2.3-23 2RBERFBEEICETHR5% 120 24 BHEFAFABRTORE LI —ZN
FA—BRIIRT BT TILTF FOEE (3635 HER)

Parameter N at
baseline
(semaglutide Treatment effect 95% CI p-value
1.0 mg
/placebo)

Absolute response

ETR
semaglutide 1.0 mg
/placebo
AUCq-24n 37/38 0.78 [0.74; 0.82] <0.0001
AUCq-sy (breakfast) 37/38 0.71 [0.67; 0.76] <0.0001
AUCs_105 (lunch) 37/38 0.79 [0.74; 0.85] <0.0001
AUC10-15n (dinner) 37/38 0.80 [0.75; 0.86] <0.0001
Concentration (a)
2 hour postprandial 37/38 0.63 [0.58; 0.70] <0.0001
Mean postprandial increment
Treatment difference
semaglutide 1.0 mg -
placebo (mg/dL)
iAUC (g-sn)/5h (breakfast) 37/38 -20.1 [-27.4 ; -12.8] <0.0001
iAUC (5-10n)/5h (lunch) 37/38 -16.7 [-23.5 ; -9.8] <0.0001
iAUC (19-15n)/5h (dinner) 37/38 -10.8 [-16.7 ; =5.0] 0.0004

Notes: * glucose concentration 2 hours following breakfast; postprandial endpoints were added post hoc.
Abbreviations: AUC: area under the curve; ETR: estimated treatment ratio; CI: confidence interval; iAUC:
incremental AUC relative to the pre-meal concentration.

2 RUBEIR IS A Aokt & LToiBROFERIL, IERmAERE ORFR (368535 (2 XV BT bz,
W TIL, B~ F F1lomg KO T B R TOEFIRIEICB T, EHERAE% 0~5 B0 7L
a— AR a2 R L7z, 73— ZADOREEINE GAUCo.sh, gucose X N IAUC 14, glucose) 152 777 B AR
HE# L L T~ VT FEEH T, TN 385% K DN 37.8%IK0 -7 ((F8£2.7.2.53, #
2725346 B)

BHEAMAR FIR) EHho s/ L a—A0RBHNE (GAUC) i gueose) BT 2 FEFHENT TH N
K2 LR L LTEDSLE, B~/ AT RETTBROIBEMZEIT/NS <720 -0.56 mmol*h/L

(95%(EHEX [ @ -0.88; -0.23) 7°5-0.33 mmol*h/L (95%{EHEIX[H : -0.70; 0.05) (272 ~>7=, Z DI LI,
BHEIICE T 2 HARPEHOREEN, 77 'R L T~ /LT RTREZ L a—ABMEN
BETFLEZEIZHEL TN L amme L TWD (8 2.7.253, £2.72534328) . AR
DEEMNZHOWTIL, 272324 2BBDZ L,
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FBIRN D FoBEarREg (VGTT) EEPDJILI—ARE
2 pE R R Akl & L7z IVGTT TF L 23— R 25 g A 2t L7ofs 5, B /L o — R s
(AUCgiucose, 0-10min 2 TN AUCglucose, 10-120min) 231 7 7 ER LG L T~ 7 VF R T, ZHZEI 13% L)
25%M TN L7z (116527253, 327253402 8) , Y7L a—AREOHERIZOWVWTIE, 3635
B (Module 5.3.4.2) , EOT Figure 14.2.53 &R = &,

2723232 AVRA) URY C-RTF KRG

TR VR VR C-RTF R

2 RUNEIRIR B (I D 2GR DA R Y ARE KRN C-RTF NREZ K 2.7.2.3-24 KT 2.7.2.3-25
RS, T REREHEKRL T~ ZLF BT, ZEERA 2 Y IR OVEIER: C-_T7F FIREILZ
I 30% L N 23% B Lz (ZBIEREA A Y U RN C-_TF RIZBIT HIREMoO (B~ VT R
S 7T RR) OHEEMEIZZIEI 1.30 (95%EHIXH @ 1.11; 1.53) p=0.0019 X 1.23 (95%{EHE X [H]
1.14; 1.32) p<0.0001 TH->7= (3635 F (Module 5.3.4.2) , EOT Tables 14.2.314-3152/) ] |

& 27.23-24 2RBRARBEICE TR ER 12 BDERERA VR Y (pmolll) 2T 5E< 5
ILF FDFEE (3635 FHER)

Trial ID Treatment N at Baseline End of treatment
baseline
Geometric mean (CV) Geometric mean (CV)
3635 Semaglutide 1.0 mg 37 76.61 (61.4) 91.93 (62.1)
Placebo 38 83.71 (51.0) 76.61 (53.1)

Abbreviation: CV: Coefficient of variation in %.
£ 2.7.2.3-25 2RBERIFEEFICHITHRE5R 12 BOEER C-RTF K (nmollL) 28T 55
JLF FDOEZE (3635 R U 3684 iHER)

Trial ID Treatment N at Baseline End of treatment
baseline

Geometric mean (CV) Geometric mean (CV)

3635 Semaglutide 1.0 mg 37 0.97 (28.3) 1.16 (28.9)
Placebo 38 1.01 (33.5) 0.98 (30.7)
3684 Semaglutide 1.0 mg 37 (a) 1.00 (43.3) 1.22 (43.2)
Placebo 37 (a) 1.04 (50.2) 0.91 (52.4)

Note: * Trial 3684 was a cross-over trial, a total of 38 subjects were enrolled.
Abbreviation: CV: Coefficient of variation in %.

TIH ORI, NGRS 2 x5 & LTeilBrit R K-> TERMNT b7, 77 B AREGH% & g
LTI NTF REEH T, ZERA VATV ROC-XTF RIXZNEN 45% K W 35%m1->7- R
WHRO (B~ 7 VF R/ 7 71R) OHEEMEIL, 22ERFA AU VRO C-_TF RTEREI 145

(95% 1 HEIX M @ 1.20; 1.75) p=0.0005 & T 1.35 (95%I5#E X @ 1.20; 1.52) p<0.0001 TH->7- (3685
#AER (Module 5.3.4.1) , Table 11-10 Z/8) ]
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R H AR AN R OMERE =2 — 7 o 7 BRI W T ZERERF DA A Y VRN C-_T'F ROfEIX, &~
TNTF REONT T 2RDOWTIUZBN T BG I F R E LT e, W huo NSO &R
IZEBWTHI L REENIA SN0 o7z (F£2.7.2.3-26 MUK 2.7.23-18 B/) , FEMIZ OV T,
3634 35 (Module 5.3.3.3) , Section 11.2.5.3-4 }2 T 3633 5B% (Module 5.3.3.3) , Section 11.4.1.3 %R
DL, e, TuA LAY COEITES BT HRENZELTEY . WTho NFESUTHERICE
WThES I AT e T T BROMICHEICHEERZITRD bRhoTe, FEIZ OV T 3634 3
B (Module 5.3.3.3) , Section 11.2.5.6 Z &M D = &,

& 2.7.2.3-26 BEBAANRVREI—HI7 HEBREICET1R5K 12.B0ZERA VR VR
U C-RTFFIZHT DI TILF FOEE (3634 HER)

Treatment Fasting insulin Fasting C-peptide

ETR [95% CI] ETR [95% CI]
Japanese Sema 0.5 mg / placebo 1.38 [0.77 ; 2.47] 1.43 [0.95 ; 2.14]
Sema 1.0 mg / placebo 1.13 [0.63 ; 2.03] 1.26 [0.83 ; 1.89]
Caucasian Sema 0.5 mg / placebo 1.07 [0.59 ; 1.96] 0.94 [0.61 ; 1.45]
Sema 1.0 mg / placebo 0.77 [0.41 ; 1.43] 0.82 [0.52 ; 1.29]

Abbreviations: CI: confidence interval; ETR: estimated treatment ratio; sema: semaglutide.
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A: Insulin — absolute value B: Insulin - relative change (ratio) from baseline
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Time since first dosing (day) Time since first dosing (day)
—&— sema 0.5mg (Japanese) —&— sema 1.0 mg (Japane;e) —— sema 0.5 mg (Japanese) —@— sema 1.0 mg (Japanese)
A— placebo (Japanese) — ~© — sema 0.5 mg (Caucasian) ———— placebo (Japanese) — & — sema 0.5 mg (Caucasian)
— -8 — sema 1.0 mg (Caucasian) — -4 — placebo (Caucasian) — -8 — sema 1.0 mg (Caucasian) — - — placebo (Caucasian)
C: C-peptide - absolute value D: C-peptide - relative change (ratio) from baseline
:_l-:zs— 75—~ 530- ‘305
E £ 5 o
£ 204 Leo O Vo, 55 0
£ £ o o
£ £ 2 z
S 159 r4s 3 2 204 r2o0 &
5 5 5 * &
L 109 ’311% ; 15+ —15_;
%O‘Ew 1.5 % 6 1.0 71_06
& o 5
] 0] 7]
© 00 : oo @ s Los O
0 s6 91 o 6 9
Time since first dosing (day) Time since first dosing (day)
—&— sema 0.5 mg (Japanese) —@— sema 1.0 mg (Japanese) —&—— sema 0.5 mg (Japanese) —&—— sema 1.0 mg (Japanese)
—&—— placebo (Japanese) — < — sema 0.5 mg (Caucasian) —&—— placebo (Japanese) — < — sema 0.5 mg (Caucasian)
— 8 — sema 1.0 mg (Caucasian) — & — placebo (Caucasian) — 8 — sema 1.0 mg (Caucasian) — -4 — placebo (Caucasian)

Notes: Panel A shows absolute value of fasting insulin. Panel B shows the relative change (ratio) compared to baseline
value of fasting insulin. Panel C shows absolute value of fasting C-peptide. Panel D shows relative change (ratio)
compared to baseline value of fasting C-peptide.

2.7.2.3-18 HARARUVI—AIT7 VHBBREICES T HZERERA VR VRV C-RTF K (3634 5
B%)

BEA VR URIERY C-RTF FRIG

3635 FBR T 2 AUBE RIS E 2 XI5 & LT, 24P BEFAMBREZITOER A AU VREKDC-
RTF RREIZXT 5~ 7 VT ROEEZFE L7z (363538 (Module 5.3.4.2) &) , 24 K[~
B 7 A (ZEERRE R ORERIREZETe) OFMICOVWTIE, M2.723-15 %3RO L,

TR EHK L T~ 7 F R T, BRFAMABRIEN T ORI A XY UPRE (AUCo.4n)
WO DN o7 (£2723272) . 2k~ LT ROBREEZZITT-HEBREICBON TS
RN 7 N a— APRENMET L, 4/xJ/@%¢(mmmmzm;@MEOMwwmlxmmsﬁﬁ)
DEALTEZEIZRY, A2 CORRIBREREDIK TIZORN 72 Z LITERT L LB 61
Do A VAV ORBRIG (EHE) TV TRORFICEWTHEETH -T2,
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TR EHB L TR NLTF KT, BRI EBHZDA A OV EZBEIMEITT L2,
BEEDOEIZOWTIIMEIICEE CIE o lz (£2.7.2.327 B OMFEL2.7.2.5.3, [X2.7.2.5.3.22~24
ZR)

+&2.7.2.3-27 2EBERKREERICHEITHIRE5R 12BD 24 BRRBFEAFHBRTORESN VR N
FA—BRIIRTBHEITILF FOEE (3635 HER)

Parameter N at Treatment effect 95% CI p-value
baseline
(semaglutide
1.0 mg
/placebo)

Absolute response

ETR
semaglutide 1.0 mg/
placebo
AUCy-24n 37/38 1.01 [0.93; 1.10] 0.8243
AUCy-sy, (breakfast) 37/38 0.95 [0.84; 1.07] 0.4032
AUCs-105, (lunch) 37/38 1.05 [0.94; 1.18] 0.3921
AUC1¢-15, (dinner) 37/38 0.90 [0.81; 1.01] 0.0770
Mean postprandial increment
Treatment difference
semaglutide 1.0 mg -
placebo (pmol/L)

iAUC (g-sn)/5h (breakfast) 37/38 -43.47 [-73.06; -13.89] 0.0046
iAUC (5-10n)/5h (lunch) 37/38 -15.33 [-50.80; 20.15] 0.3918
iAUC (19-15n)/5h (dinner) 37/38 -42.90 [-81.81; -3.99] 0.0312

Note: postprandial endpoints were added post hoc
Abbreviations: AUC: area under the curve; ETR: estimated treatment ratio; CI: confidence interval; iAUC:
incremental AUC relative to the pre-meal concentration.

TR L T~ T R TERINC C- X7 F FIRE (AUCoa) 2 EH L2, £RFIC
BT DEEE GExHE) 1XEEHE CRIETH 572,

TIEREHBELTEY AT T, JlBEMORYBED C-_TF ROFEREZINEITLT L7,
BEZDOEIZOWTIIMEHMICHE I ro 7o (£2.7.2.3-28 R UMTEL2.7.2.53, % 2.7.2.5.3.27~29
M) , INHLDOT—RIZEY, IAa—AREMETLTA A Y UMt (HOMA-IR (2 X0 JIE,
Module 2.7.3.32.1.5 /) N EFL7ZZ EIZEoTEREZEDA LAY COBEREDMET L2 Z & BREAT
T,
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& 2.7.2.3-28 2EBRABEICET2BE5% 1280 24 HEBEARNARRTORE C-RITF KA
FA—BRIIRT BT TILTF FOEE (3635 HER)

Parameter N at baseline Treatment effect 95% CI p-value
(semaglutide
1.0 mg
/placebo)

Absolute response

ETR
semaglutide 1.0 mg/
placebo
AUCy-24n 37/38 1.05 [1.00; 1.10] 0.0458
AUCy-sy, (breakfast) 37/38 1.03 [0.96; 1.10] 0.3941
AUCs-105, (lunch) 37/38 1.06 [0.99; 1.14] 0.0738
AUC1¢-15, (dinner) 37/38 0.97 [0.91; 1.04] 0.3827
Mean postprandial increment
Treatment difference
semaglutide 1.0 mg -
placebo (pmol/L)

iAUC (g-sn)/5h (breakfast) 37/38 -0.19 [-0.32; -0.07] 0.0030
iAUC (5-10n)/5h (lunch) 37/38 -0.09 [-0.23; 0.06] 0.2309
iAUC (19-15n)/5h (dinner) 37/38 -0.28 [-0.42; -0.13] 0.0004

Note: postprandial endpoints were added post hoc
Abbreviations: ETR: estimated treatment ratio; CI: confidence interval; iAUC: Incremental AUC relative to the pre-
meal concentration.

Lo 2 RIPEREFE TR DRERIT. NERHERE 2 x5 & LIoBR RIC R v BT b, 7
FEARELGH L T 7T FEEZ T, ARFAMKBRICK T DBEEHREEZEO A A VR
C-TF R~DEESE GAUC)sh, insutin X OV IAUCo-sh, cpeptide) (X1 TALE I 43.4% J T 28.7%AK75> > 72
(FH8£ 2.7.2.53, #£2.7.2.53.48 LN 49 B[R) |

2723233 HE1HRUVE2HDA VR URIE

2 USRS B TlE, BERIBOEITOMMICE N TA VA Y U MARENE T, WO s LTE
LFA VA VSRR DIR TN AE T D, 2D, B~ 7 NATF RICLDHH LA VAU 3 W~DR
RN L7z, S5I1C, H2HHA VAV URUSICOWT B L 7=,

3635 BBR Tl 2 AUBEIRFEE ICH T D IVGTT (v a—R25¢g% 25y MCauki) Ehah oA
AU OGS E, BRI M OR G T RIS L7z, B ITHEEOE 2MICB T 51 2 U RUG
(A A PRERVISR) % Z LA AUC) omin 2 Y AUC 10-120min & L CaFAli L 72,

A FEOE 2MHOMMICENT, 778 REKL T~ VT REEH TS VA VRERD
ISR ER L7z (M2.723-19 M) , IVGTT $10 ISR ORI/ L, A > AV VIEEOE A K
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BRLTHEY ., IHBIEE~ I AF ROFKEIZL > TARARHIRN Z /L3 —ZEAICHT A R Y
BN ER L= BT T 5D,

Serum Insulin (pmol/L)

40

20

Fo

T
90 100 110 120

Time since glucose bolus (minutes)

Serum Insulin (ulU/mL)

--#-- Sema 1.0 mg - baseline ——— Sema 1.0 mg - end of treatment

L Placebo - baseline =

2.7.2.3-19

Placebo - end of treatment

Insulin secr. Rate (pmol/kg/min)

T T T T
o] 0 20 30

T T T T T
S0 80 70 80 90

T T T
100 110 120

Time since glucose bolus (minutes)

Insulin secr. Rate (pmol/kg/min)

---4#-- Sema 1.0 mg - baseline —&—— Sema 1.0 mg - end of treatment
——&—— Placebo - end of treatment

Placebo - baseline

2RBRFRBEICEITH5RE5% 1280 IVCGTT EERFOMESN VR ViRE () &

WISR (A)

(3635 FBR)

FIRREHB L T~ LTF FEE#H T, IVGTTHEOE 1FHDOA A Y B K OVISR K&, 72
SBONZE 2D A A ) R R VISR SO, TN 3L 2% EH L2 (22.72329%

M) .
272329 2BERREBZFICHITEHEEEZR12BD IVGTT TOA VR VRgERU ISR ITxd
5T TILF FDOFE (3635 HER)
Parameter Treatment Mean ratio ETR [95% CI] p-value
to baseline
Insulin
First phase AUCo_1 omin Semaglutide 1.0 mg 2.91
Placebo 0.96 3.02 [2.53; 3.60] <0.0001
Second phase  AUC;1_1s0min Semaglutide 1.0 mg 2.03
Placebo 0.97 2.10 [1.86; 2.37] <0.0001
ISR
First phase AUCo_1 omin Semaglutide 1.0 mg 2.85
Placebo 0.97 2.93 [2.50; 3.43] <0.0001
Second phase  AUC;; 120min Semaglutide 1.0 mg 1.74
Placebo 1.00 1.75 [1.60; 1.91] <0.0001

Abbreviations:

secretion rate

AUC:

area under the curve; ETR: estimated treatment ratio; CI: confidence interval; ISR: insulin
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2723234 AR VEHED F-HD T ILF = U ARHER

3635 AR Cld 2 BRI ERE 265 & LT, @RIRiE (2.7.2.3.22250) TT X = Afafakb
% i L C BRI DI RTMWEBEIZ RT3 Dt~ 7 T ROFEE MM LT,
AR EREKR VISR DY T a7 7 A L E[2.7.2.3-20 1T,

2500

2000

1500

1000

]
Serum Insulin (ulU/mL)

Serum Insulin (pmol/L)
Insulin secr. Rate (pmol/kg/min)

Insulin secr. Rate (pmol/kg/min)

o
1

0 5 10 15 20 25 30 35 0 5 10 15 20 25 30 35
Time since arginine injection (minutes) Time since arginine injection (minutes)

--#-- Sema 1.0mg - baseline —&—— Sema 1.0 mg - end of treatment ---#-- Sema 1.0 mg - baseline —&—— Sema 1.0 mg - end of treatment
= Placebo - baseline & Placebo - end of treatment = Placebo - baseline =) Placebo - end of treatment

272320 2 BBERFEBEICETHHRER 2 BO7ILF_VERSRKEOA VR VIRE (£)
BUISR (B) (3635:E)

T~ NVF REe®E L HRE T, 00E (TAF=0FARD oMk TA 2D
BEK OISR 2N EF L-Z &, m%{ﬂﬁm%m:xwfﬁﬂ@% ﬂ&ﬁbfmt:&%mWL
TWb, 0 TA v A VRER OISR OEN EFH L THAIZh bbb, TAXF= 12635
FEIXIH 72 BOs (T b A A Y YREE OV ISR O¥INE) 1%, 77?¢k?v&»%$fﬁ&ﬁf
botz (¥2.7.232050) . ISRIL, TIAFXF=EAR% S~100TTAF= U HEARIOEE TRY |
GlERE 7T BRI L T~ 7 AF R TEVESHER Sz, A R Y VREIZBWTH[AERD
ErERHELNT, A A VRERXT TR TIET AT = U EAR 15~20 70 CHEARTOEE TR 72
—J. B AF FTEHOTNCEWIRE THiFF sz (42.7.2.3-20 38)

TIRREH LT~ IV TF ROA A AREKO ISR IS 288 (AUC 2 X0 JE) |
TR = AR O RO 10 43 & ik U CARRBOSHHICB W T, K REhotlz (F
272330 , IIEREH L TE AT ROEEIZLY, TAX=AfRBREZICK T 51
YA Y PREED AUCq. 10min 2 Y AUC ) 30min [ AVERL 2.8 5 e OV 4.4 588N L, ISR D AUC.1gmin X T
AUC30min 1 ZENZI LTGRO 2.7 5N LT (£2.7.2.3-30 2/R)
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& 2.7.2.3-30 2RBERBEEICETARER 12BOT7ILF =V ERARTOA VXY VRV ISR
[ZAT 2T TILTF ROFEE (3635 HER)

Parameter Treatment Mean ratio ETR [95% CI] p-value
to baseline

Insulin
AUCqo-10min Semaglutide 1.0 mg 2.52
Placebo 0.89 2.82 [2.39; 3.32] <0.0001
AUCq-30min Semaglutide 1.0 mg 3.91
Placebo 0.89 4.42 [3.74; 5.22] <0.0001
ISR
AUCqo-10min Semaglutide 1.0 mg 1.71
Placebo 1.01 1.69 [1.49; 1.92] <0.0001
AUCq-30min Semaglutide 1.0 mg 2.67
Placebo 0.99 2.69 [2.38; 3.05] <0.0001

Abbreviations: ETR: estimated treatment ratio; CI: confidence interval
FHITH L. B IV TF NIE 2 BUBERIE B O B MO Ry WRe & oo LTz,

2723235 A DRYUSMDYTILa—RIKTEFEE

3635 AR Tl 2 BUBEIRFABE xR & LT, NV a—AEAREZFE Lt bl 7o — 2
JE 2 W 3 2 BERERY 7L 2 — ZTEARBRC, ISR DL 2 — ZRIFEICHHT D2~ 7 VT RORBE R
L7z, SRR T, v 2T FOBEEZIF 7\ MRS & x BEE L LCRE L
(2723222 BHR)

2RUPERFTEE TN T, Vb3 — AR A S mmol/L 735 12 mmol/L (90 7> 216 mg/dL) (2 LiF 7=
L ED ISR OB THEM (AUCKR s-12mmo) X7 7 EREHE L TR~ LF RTCRE Do, ZD
T~ 7T RIERG ORERRE L Ak Th o7z (2.723-21 kU 2.7.23-31 2H) |

F7o, ISRV a—AREMBROBEXIT, 77 REHKL T~/ LT FTREL, BT R
R 5 OREEEIRE O & LIZITFR L Th o (K2.7.2.3-21 K 1F2.7.2.3-31 BR)
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Plasma Glucose (mg/dL) Plasma Glucose (mg/dL)

—_ —_
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Plasma Glucose (mmol/L) Plasma Glucose (mmol/L)
---#-- Sema 1.0 mg - baseline —&—— Sema 1.0 mg - end of treatment -- -4 -- Sema 1.0 mg - baseline —&—— Sema 1.0 mg - end of treatment
- - -® - - Placebo - baseline ——+&—— Placebo - end of treatment - - -® - - Placebo - baseline —+H&—— Placebo - end of treatment
i Healthy baseline A Healthy baseline

X 2.7.2.3-21 2EBRREBEERVEREEBREICE T51R5% 12 BOERKBHW I ILa—XFARERT
DITINIA—RBELEA VR VRE () RUA VR UniuaZEE (B) ORER
(3635 FHER)

& 2.7.2.3-31 2RBRARBEICE T H2RER 12 BRI NI —ZEARBRTOS R U5
WREIZHT DI TILTF FOEE (3635 HER)

Parameter Treatment Geometric MRT (a) ETR [95% CI] (b) p-value
mean (CV)

AUC, ISR, 5-12 Healthy 45.72 (31.0)

mmol/L glucose Semaglutide 1.0 mg 43.89 (44.6) 2.32

(pmol/kg) Placebo 19.48 (43.3) 0.95 2.45 [2.16; 2.77] <0.0001
Slope ISR vs Healthy 1.42 (35.8)

glucose (pmolxl/ Semaglutide 1.0 mg 1.33 (53.7) 2.76

(minxmmolxkg) ) Placebo 0.56 (41.2) 0.99 2.78 [ 2.44; 3.16] <0.0001

Notes: * Mean ratio to baseline at end of treatment;® ETR is between semaglutide 1.0 mg and placebo in subjects with
type 2 diabetes
Abbreviations: CV: Coefficient of variation in %; ETR: estimated treatment ratio; ISR: insulin secretion rate

ZDORERING, B VT KBTI a—RARERIFIIIA VA ) WS RE S, £ ORIG
VI IEH 7R MBE NS 2 BT A NERBRETHD Z LRI Nz,

T2 — APEENERVIES DA AT UMW (C-2TFF Rk EME) 1250\ Tl 2.72323.7 %%
Moz L,

2.7.23.23.6 JILATURE

2 BRI B Gl SRR VBB OWTIICEB W T, Z4h IS Wniaslc e e, R L
LCHFig DS BD 7 LV a— 2B s 5, ZOHE L RVRIICHT S8~ 7L F R8I
DNT, 2RI xR L LT O 7L 2 — 23R CRME L 7=,
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ZERERFS L AT

2 BUBEPRIF AR . NETHHERE . (RFE B AR ARE R OMERE 2 — 1 7 VRS At % & LT, ZeRE R
TN AANKET D~ T ROEEE M L7z,

3635 R TIX, 7T BEREHE L T~ T NG TREMERF 7 208 8% T L [(ZEEke 27
NV T DOIRFERIOL (B~ VTF R/ 778 R) OHEE : 092 (95%EHEXE : 0.86; 0.99) p=
0.0172 (3635 7#%k (Module 5.3.4.2) ,EOT Table 142316 /) ] . Zhik, 77 REH L Tkt~
TNTF R CZENGIRE 7V 1 3 D 21% DR T A3 HAL72 3684 FBR CORERIZ L EfFHT bhvie (22
NG 7L 7 o DIRERIO (B~ 7 VF /758 R) OHEEM : 079 (95%EHXE : 0.67; 0.94)
p=0.010 (f}$£2.7.2.53, #£ 2725341 %H1) ] .

2RBERIG RGBT D~ ZTF ROZEER 7 AT 3 DIRTERZEM T 5 L 912, IEERE
ICBWCHEERF NV AREIT T TR LR L T~ VT KT, EIERE L T
DIREM O (B~ 70T K/ 7 78R) OHEEMIX 0.86 (95%(5#EXH : 0.75;0.98) p=0.0224 TH
S72 (3685 7H (Module 5.3.4.1) , Table 11-10 ZfR]

Rl B AR AN R QMR 2 — 1 o 7 R 2kt g & LT- 3634 BTl B~ LT ROZEIER 7 L7
TACKT HZEETTHOHEEPAFEIZE N THRWVWEE X b (F£2.7.23-32 KTV 2.7.2.3-22
ZM) . BRI OV TIE 3634 3B (Module 5.3.3.3) , Section 11.2.5.5 & U 3633 3 (Module 5.3.3.3) ,
Section 11.4.1.3 ZZMD Z &,

& 2.7.2.3-32 BEBARAARVEBEI—DI7 UBBREIZETHRER 12BOTILHATUIZHT S
TITILTF FDOFE (3634 HER)

Treatment ETR [95% CI]
Japanese Sema 0.5 mg - placebo 1.02 [ 0.78 ; 1.33]

Sema 1.0 mg - placebo 0.86 [ 0.66 ; 1.12]
Caucasian Sema 0.5 mg - placebo 0.96 [ 0.73 ; 1.26]

Sema 1.0 mg - placebo 0.88 [ 0.67 ; 1.17]

Abbreviations: CI: confidence interval; ETR: estimated treatment ratio; sema: semaglutide.
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Time since first dosing (day) Time since first dosing (day)
—&—— sema 0.5 mg (Japanese) —&— sema 1.0 mg (Japanese) —#®—— sema 0.5 mg (Japanese) —&—— sema 1.0 mg (Japanese)
——&—— placebo (Japanese) — & — sema 0.5 mg (Caucasian) —#&—— placebo (Japanese) — & — sema 0.5 mg (Caucasian)
— -8 — sema 1.0 mg (Caucasian) — -& — placebo (Caucasian) — 8 — sema 1.0 mg (Caucasian) A placebo (Caucasian)

Notes: Left panel shows absolute value of glucagon. Right panel shows glucagon levels as relative change from
baseline as a ratio.

2.7.2.3-22 BEABAANRVRBRI—H 7 UHBEICSITHZEERIILAT Y (3634 HER)

SMEREICHTETILHTURE
3635 ABR CTIX 2 AUBE RIS BB 2 XI5 & LT, YR (G "7 8) 230l 24 R EFAnER 4
1O, BB AN S REIHT D~ I VTF ROPBEE Lz, 7470 = HE O 24 FIHER
(ZERERE R OB DIRE & & e) ICOWTIERI2.7.23-15 #BRD = &, FGBIbARTR O 544 THRED
IVGTT. 7L = AMaRER L OB 7 L 2 — AR ANRER O TG 2 7V h 2o S oW T b EE
fili L7z,
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24 iR B E B AR

80 - 80

Change in Plasma Glucagon (pg/mL)
Change in Plasma Glucagon (pg/mL)

Time since start of dinner meal (hours)

---%-- Sema 1.0 mg - baseline —<—— Sema 1.0 mg - end of treatment
- - -# - - Placebo - baseline ——&—— Placebo - end of treatment

2.7.2.3-23 2RBERBEEICETHRE5R 12BTODIR (BEUNIR) BRORRIILATY
MDZ%E1t (3635 FHER)

v AT Rid, BFAMARO 32T XT (&, BREAOYE) OB TREE I VAT UG
(FasHE) 2R T S (M2.7.23-15 K1 2.7.23-33 /) | FERAICRMREGI 2 0 Ty =0 B
(AUCq2m) OIET (12%) ICo%M o7 (£2.723-33BH) , B% I AH AU URICKT 5~ 2

T ROFET, RFOMEICHDOTRETH o7z, ZNHOMRE LT, IR EHEKRL
T~ I NTF RC, HIBBREOYE (BX L7 8) BOEHEBMNEITIK T Lz, —F5. BA%
DOV TUIMFHNCA R TIE R (F2.72.3-33, 6527253, X2.72.53.18 KT 19 72 5T
121X 2.7.2.3-23 BR)
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& 2.7.2.3-33 2RBERFBEEICETHR5% 1280 24 BHEFAFHABRTORER I LATUN
FA—BRIIRTBHEITILTF FDOEE (3635 HER)

Parameter N at Treatment effect 95% CI p-value
baseline
(semaglutide
1.0 mg
/placebo)

Absolute response

ETR
semaglutide 1.0 mg/
placebo
AUCy-24n 37/38 0.88 [0.83; 0.93] <0.0001
AUCy-sy, (breakfast) 37/38 0.86 [0.82; 0.91] <0.0001
AUCs_10n (lunch) 37/38 0.86 [0.81; 0.91] <0.0001
AUC10-15n (dinner) 37/38 0.85 [0.79; 0.91] <0.0001
Mean postprandial increment
Treatment difference
semaglutide 1.0 mg -
placebo (pg/mL)

iAUC (g-sn)/5h (breakfast) 37/38 -12.86 [-23.38; -2.34] 0.0173
iAUC (5-10n)/5h (lunch) 37/38 -5.82 [-13.86; 2.23] 0.1538
iAUC (19-15n)/5h (dinner) 37/38 -11.49 [-21.91; -1.06] 0.0314

Note: postprandial endpoints were added post hoc
Abbreviations: AUC: area under the curve; ETR: estimated treatment ratio; CI: confidence interval; iAUC:
incremental AUC relative to the pre-meal concentration.

JETEHERFE 1B W T ORI &2 Ve 5 OB FAMmBR a7V, BB VDT85t
~INTF ROEBLFM LTz, V78R EGEHEHR L TE~v VT NEEHR T, BRI AT R
FE IRV MBS 2 S 7228 (3685 3Bk (Module 5.3.4.1) , EOT Figure 14.2.111 28] | AFAMRER

(R ) Sl O BERIEME GAUCo-sh, giucagon) 122V TIRIRIA] THEFHAUIC A B 22 22ITR0 5
Nipnotz ((14%27253, #£2725347881)

TINAITUFHBDI-HDEIRA T ~ o #EE AR (VGTT)

2 RUPERPIRAE RIS D 7 3 — ZARRERER O TN Ty T PR OHER 2 [ 2.7.2.3-24 (TR T,
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- - -® - - Placebo - baseline ——&—— Placebo - end of treatment
2.7.2.3-24 2RMWRBEEFICH THRER 12D IVGTT TOMER T IIL AT VEE (363553
5

TTRREW L T VT ROBREICLY, EIERE 7 VA 2R (RFE=0) 13K TF Lz, 7
Jba— ZEaEEE (KEfH=0) %oOmMAFIC XV FER SNV TUREDIRTIX, B~ LT Rk
7 7 RELGTRIRE CTH Tz, B 0TF FEREIZRLVFER SN N T AAREOERTIX 120
S E Tk L7z ((2.7.2.3-24 Z2)

TIeREW L T I ANTF KRG T T 05WN 10%IKT Lz (2272334 58) , &~
TNTF FEERO 7N T L3 WORT &L, 51 (0~107) L8 28 (10~12023) ORI TR
THoT,

TNATVFHAED=HD T I = U B

FIRREHEL TR~ LF KT, 04 (TAFXF=UFADRD OFEMERIRET /Ll 2 AfEDK
ThEHRbNTZ, B I NVF RROT T BAREGOMGITBNTT VT = G 7 VT TR D
EAPHONTZN, B F RTHMEIZL VNS hole, TN TURERT VX = Al
FEhaH -t~ 7T R Tk L TIRD - 72 (3635 3857 (Module 5.3.4.2) , EOT Figure 14.2.186 &[]

FHREORB E —H LT, 7R L T~ I/ NTF REGTIAD I REMIETT 52
EDREHENTIC L R S T2, Fl2. I T UREOKRTIERIZ. 7= Al DD
10 7[R OV (0~307%7) CHEECTh -7z (£2.7.2.3-34 1)
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ERBERg 4 L a0 — REARER

I a—AFEARBR T, WEGREICBWT, 7 a—RRED EFIZH, iETh v a—Rjg
FEARTFE I 7N SREOIK TN ALz, L, AT REITT TR L T~
NF RTEVIRT Lic, 7k TRER, EPOFME (FFH=0) IZBWTTF 7R L TE
~ 7T RTIRS, ARBRHIR Rk L T2 o 72 (363535 (Module 5.3.4.2) , EOT Figure 14.2.231 &
), ZoZ bk, 78R EBL T~ ZVTF RTOND I AREIZKT D AUC KL D /NS
7o ETCEMHT N (£2.723-34 5) |

% 27.23-34 2QRUMERIREEICE TA15#% 12 B0 IVGTT, ZILX= o AHRBRE VRS IL
I—XFARBRTOIILATUICHT 52T ILF FOFE (3635 HER)

Test Parameter Treatment N at ETR 95% CI p-value
baseline semaglutide
1.0 mg/
placebo
IVGGT
AUCo-120min Semaglutide 1.0 mg 36
Placebo 36 0.90 [0.85; 0.95] 0.0002
AUCy-10min Semaglutide 1.0 mg 36
Placebo 36 0.90 [0.85; 0.96] 0.0009
AUC19-120min Semaglutide 1.0 mg 36
Placebo 36 0.90 [0.85; 0.95] 0.0002

Arginine stimulation test

AUCy-10min Semaglutide 1.0 mg 36

Placebo 37 0.80 [0.75; 0.87] <0.0001
AUCq-30min Semaglutide 1.0 mg 36

Placebo 37 0.82 [0.78; 0.87] <0.0001

Graded glucose infusion test

AUCq1ucagon, 5-12 Semaglutide 1.0 mg 37
mmol/L glucose interval Placebo 38 0.87 [0.82; 0.931 <0.0001

Abbreviations: AUC: area under the curve; ETR: estimated treatment ratio; CI: confidence interval

2723237 (ELHEROERRE

2HIBEIRIGERE x5 & LT, RIbE 2 7 > 7 % W CRIMBERE O 5RO 58~ 7 v F R
WM L, 7T T ERPITREIIR LT RO C-TF RISz, RIMBEOER K OVE R, &
HEEREDRHME BT~ 72 (2723222 B8)

TRCTOWRF TN T, MEFH 7V a— 2 BEOEIE (2.5 mmol/L (45 mg/dL) ) IZET D 2 &M
TERMPoTlz, TORH, BRI W TEMICIT 2 BRIt 7L o — A REITHEE L D 7
MZE <, 29mmol/L (52mg/dL) Tholo, HERI L& LT, #REDOKIDIZBNT, B
F R G5#% L 7T R REHROEMEICE T DWRENOZET/ NS oTe, ZDTD, JEETONFE L
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R 7L o — ZJEREE I TIBR OB L Z T TS S IXE 2 Do 72 (3684 3Bk (Module 5.3.4.2)
Section 11 /]

BENHEEDOTILATORERY C-RTF FRIEG

Wy 7y PR PE R OVNEY) C- T T RIREOHER #[%] 2.7.2.3-25 |27, 2.7.2.3.2.3.6 IZFtdk L7
LB, B I NATF RICEVEEREI VI I RENMET L, EfF 7 va—20_X—2R E (77
V7 ERERTH OZEER) IZB W T HIK FAA LN, M 7L o — 2R EEO HAEAE 5.5 mmol/L
(100 mg/dL) TIX 7' 7 v RELGH LI L T~ 7 LF REHH T/ I EMEL | EfETH s
IV YR TIRIER TCRIEE CTHh o 72, £ D7, 5.5mmol/L (100 mg/dL) 75 JEfE £ TON45) 7
IV T PREORINE (HXHE) OHEEMIZ T 7 B REG% L L T~ 7T 5% T 28%
o7~ (3684 7Bk (Module 5.3.4.2) , Section 11.1 &) .

MAEF 7 v 2 — 2P 5.5 mmol/L (100 mg/dL) 2> 5 JEfE £ TONI 7V I REOHME (k)
) OHEEMEILZ, B~ F REEBKOT T v REGHR CTREETH -7 (F£2.7.23-35BH)

100 100 1.0 |3
£ E = £
EL S R s 5
i - =]
a 80 80 = = 2
= (o = r2
o o E 0.6 E
=)} )] 3 =]
0] 60 60 (O = o
(] &) ] (]
3 S n v
= 0 o 0.4 u
: . L
404 40 0.
£ E & ©
0n 0 o 024 o
Ha m© 0 — T
o o © o
20 20
0.0 Lo
ambient 5.5 mmol/L 3.5 mmol/L nadir recovery 5.5 mmol/lL 3.5 mmol/L nadir recovery
Target plasma glucose level Target plasma glucose level
—&— Sema 1.0mg ——— Placebo —&— Sema 1.0 mg ——— Placebo

Notes: Plasma glucose levels of 5.5, 3.5 and 2.5 mmol/L (target nadir) corresponds to 100, 63 and 45 mg/dL

X 2.7.2.3-25 2EMIRREERICHIT5E5% 12 BORBMIENIEY S TTOI VAT VEE
(E) RUC-RTF KEE (3684 HER)

2723232 TRtdi L7 & B0, B~ 7 F NI LY 22K C-_7F NREN EA L, migEf 7
I — AR 5.5 mmol/L (100 mg/dL) TD C-_X7'F RRE LT T v REHHZ LI L T~ 7 LT R
B Cmnole (2272325 %M) , MmiEdH 70 2— 2 3E 5.5 mmol/L (100 mg/dL) 75 EfEE T
D) C-_TF FREOIRT & (HukHE) OHEEMEIX, 77 AR EEZ LB L T~ 7T NS
BTREMo7 (£2.723352M) . THOORRIT, RIILEERF O A > 2 U 3 WIHl At~ 7 vF
REGH LR SNZZ L E2TRBRLTWD,
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FELFUD, JLT RLF Y2, aLFIY—ILRUEERILE D OEDIER RIS

TN A R C-_TTF RIZT Tl oFEHIHR AT Y ORIGIZ OV T S B R 22 KIfkE 7 Z o
TERWCEM L (X2.72326088) , 7KLV, JAT RLF Uy, albFy— L RORE
RIVE VDY D2 bR (5.5 mmol/L (100 mg/dL) 75 JEE £ T) DOMEHENT OZEIC >V T

272335 B L,

—_— .',\.
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—&— Sema 1.0mg ——*—— Placebo

T
recovery

500

300

T T T
5.5 mmol/L 3.5 mmolrL nadir

Target plasma glucose level

T
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Notes: Plasma glucose levels of 5.5, 3.5 and 2.5 mmol/L (target nadir) corresponds to 100, 63 and 45 mg/dL

(X 2.7.2.3-26 2EBERBRBEICE T 51 5% 12 BDRBHENES 5 THBTO7 LT Y
=E (EL) ( /W7 RFLFUVRE (BLE) . AUFIY—LRE (ET) RURK

ERILVEVRE (BTF)

(3684 FBR)

Noradrenaline plasma (pg/mL)

Growth Hormone (ng/mL)

LT, B ATF FREHZKLOT T EREEZDONTIUICEN TS, T XTORLE R
B 7L a2 — ZPREE 5.5 mmol/L (100 mg/dL) 7 & EAEIZ AT T REF Lz (F£2.7.23-352M) . Lo
L. 778REEHELBLTE~Y LT REGHT /LT RLFT U RO aiF Y — VR EOHEN

EX/NE o T,
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¥ 2.7.2.3-35 EmM#EEOISILATY, CRTIFE, FRELFYY, JILTRLFYY, ALFY
—ILBEUBRERILEVICRTE2EITILF FOEE 2 RERRBEICEIT5E5#%
12 BNFEHZELE (MiERSI)ILa—X 5.5mmol/l (100 mg/dL) H S EEE T

(3684 FHER)
N Estimate Treatment difference p-value
semaglutide 1.0 mg - placebo [95% CI]
glucagon (pg/mL)
Semaglutide 1.0 mg 35 88.28
Placebo 35 83.07 5.21 [-7.72; 18.14] 0.418

C-peptide (nmol/L)

Semaglutide 1.0 mg 35 -0.683
Placebo 35 -0.283 -0.400 [-0.491; -0.3009] <0.001

adrenaline (pg/mL)

Semaglutide 1.0 mg 35 667.7
Placebo 35 795.9 -128.2 [-279.0; 22.6] 0.093

noradrenaline (pg/mL)

Semaglutide 1.0 mg 35 246.0
Placebo 35 316.4 -70.4 [-136.8; -4.1] 0.038

cortisol (ng/mL)

Semaglutide 1.0 mg 35 125.5
Placebo 35 172.7 -47.2 [-80.7; -13.7] 0.007

growth hormone (ng/mL)

Semaglutide 1.0 mg 35 6.146
Placebo 35 4.866 1.280 [-0.136; 2.697] 0.075

Abbreviations: N: Number of subjects contributing to the analysis; CI: confidence interval

DS UTEBHRDOYTILI—REA

KilbgE 27 7 71, MW—EDHETA LAY VEEATDH I ETITol, HEINZmEF 7L
SO— ZPEETO Y T (3050) | S a— REE A RENSE LD S L a— 2 A ST
Sl VI THROT N a—AFEANEE AUCgr & L TR LT,

M 72— 2R & — B IR D T2 O OFEEFUSUS R BRI T L7e %A, AUCGr I REL 725

(FNa—2PBEENRLZ) LI, FIERBEERR e~ VLT FE5% T, TXToH
E ST IE R 7L 3 — 2RI D) AUCGR DHEEMEIZRIE CTH -7 (£ 2.7.2.3-36 )
Tbb, T RLFU Y (p=0.093) . /AT KLF U U ROaLF Y —LOFEHRVE CROSE T 7
EAREGHZ L T~ 7T REHZTED Lo b 0D, SR SHIR Ve VORI B2 %
FRmoT,
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% 2.7.2.3-36 2RERBBEICET51R 5% 12 BOEBEMIENLREY 5> TTO AUCeRIZHT S
I TILF FDOFEE (3684 :HER)

N Estimate Treatment difference P-
(mg/kg) semaglutide 1.0 mg - placebo [95% CI] Value

AUCgr at target level 100 mg/dL

Semaglutide 1.0 mg 35 137.2
Placebo 35 150.1 -12.8 [-31.9; 6.2] 0.179

AUCgg at target level 63 mg/dL

Semaglutide 1.0 mg 32 99.0
Placebo 32 92.8 6.2 [-14.9; 27.3] 0.552

AUCgrg at nadir level

Semaglutide 1.0 mg 35 29.4
Placebo 35 30.9 -1.5 [-10.5; 7.5] 0.737

Notes: The response is analysed by an ANCOVA model with treatment, period, and subject as fixed factors. Plasma
glucose levels of 100, 63 and 45 mg/dL (target nadir) correspond to 5.5, 3.5 and 2.5 mmol/L.
Abbreviations: N: Number of subjects contributing to the analysis, CI: Confidence Interval

EmMEERFOEMPEGEIR. BRRUBMERE

7 7 o7 ERF, g 73— ZREO BEE 5.5 mmol/L (100 mg/dL) . 3.5 mmol/L (63 mg/dL)
J OVEED 2.5 mmol/L (45 mg/dL) 1ZFWT, RMAFEER A =27 (HSS) | FEAEMEEET A N R UMK MgE
BT 2R T A M aFER L7z, B 5.5 mmol/L (100 mg/dL) KM OVEEIZR T HfEHR % LA FIIRT,
3.5mmol/L (63 mg/dL) (Z&IF B #EFIZOWTIL 3684 #BR (Module 5.3.4.2) , Sections 11.2.1.12-14 %%
Boz L,

HSS 1 11 OERICHT 2 BREORZICESINTRY, B2a7 (11~77) ZHE L, migEfh s
Jbo— ZAPEFE O A AEAE 5.5 mmol/L (100 mg/dL) (2351} 5 -4 HSS OHEEEIZE~ 7 v F RiEE# K
T RFEEH TRETH 7208, EME (HEEE 2.5 mmol/L (45 mg/dL) ] (231F % HSS OHEE
EIX7 7 ERG®Z LKL T~ 7T FREZR T R%IEr -T2 UGERB D200 72) (R
2.7.2.3-37 &)
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+& 2.7.2.3-37 2EBERBRBEICE T 51 5% 12 B0RBHIENES 52 T TOERMBERKI I T
RURIMBET XA IR 5T ILF FOFEE (3684 HER)

Test Target level Treatment N Estimate ETR 95% CI P-
semaglutide value
1.0 mg/
placebo

Hypoglycaemic symptoms score (a)

5.5 mmol/L Semaglutide 1.0 mg 35 12.62

Placebo 35 12.81 0.99 [0.94; 1.03] 0.514
nadir Semaglutide 1.0 mg 35 16.10
Placebo 35 18.36 0.88 [0.79; 0.98] 0.019

Trail Making B (time used)
5.5 mmol/L Semaglutide 1.0 mg 35 46.46

Placebo 35 44.91 1.03 [0.95; 1.13] 0.443
nadir Semaglutide 1.0 mg 35 56.81
Placebo 35 56.09 1.01 [0.90; 1.15] 0.835

Digit Symbol Substitution Test Score (number of correct responses)

5.5 mmol/L Semaglutide 1.0 mg 35 43.74

Placebo 35 43.23 1.01 [0.97; 1.06] 0.603
nadir Semaglutide 1.0 mg 35 36.17
Placebo 35 36.83 0.98 [0.92; 1.05] 0.603

4-Choice Reaction Time (reaction time)

5.5 mmol/L Semaglutide 1.0 mg 35 623.94

Placebo 34 632.97 0.99 [0.94; 1.03] 0.545
nadir Semaglutide 1.0 mg 35 669.05
Placebo 35 688.92 0.97 [0.89; 1.06] 0.499

4-Choice Reaction Time (number of hits)

5.5 mmol/L Semaglutide 1.0 mg 35 99.27

Placebo 34 99.48 1.00 [0.99; 1.00] 0.269
nadir Semaglutide 1.0 mg 35 99.16
Placebo 35 97.84 1.01 [1.00; 1.03] 0.063

Note: * based on 11 questions and results in a total score between 11 and 77
Abbreviations: ETR: estimated treatment ratio; CI: confidence interval; N: number of subjects contributing to the
analysis.

HeERE T TR AE 2 )&% U F 97> (Do you feel hypo?) | EEMT 5 Z &I L v iThbi =Ko B &7
(2B DRl Tl mAE 70 o — AR E HAEE 5.5 mmol/L (100 mg/dL) (23T, 77 R
HIRED 1 &R T _XTOEREN Wiz ERIZE L, 78R EGE#H L T2 LT R
5% T, RIILBETIC N3] LRI U gERE OBIS I3RS, miEF 70 22— 2R 3.5 mmol/L
(63mg/dL) 2BV T~ I LT REGZEDNT TR E 5% TENTI2.9%KL TN 15.6%, JEfHE L
JNZBWTENTI324% L DN 51.4% Th 7= (3684 B (Module 5.3.4.2) , Section 11.2.1.13 &)
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FOHRERE (ML AN AL X2 7T X h/3— K B (Trail Making B) | f5#HiE#EIR A (Digit Symbol
Substitution Test) K O 4-34R i BERE  (4-Choice Reaction Time) ) IZBW T, IR LKL TE~
I NTF RTEWNIALNR -T2 (£2.7.23-3728)

F 3T e s T ACBWT, &IcE~ 7T FEGRHZB WD TRIMEORBUIM Ch o 72, &
HZHOWTIE Module 2.7.4213 28RO Z &, ZDZ Lid, B~ 7T RNT L o — R BERFNA
VAU WERIET D E VO LY PHEEINTEZETH o7, 3684 3R TlE, HSS &K OMK kD
HRET A M&ARIkE 7 7 > 7 EHPICER Lz, 77 TRBRNICB T, 77 v RE5% & kL
TE~ 7T FG# TEBERFIIET 7L a—2AREMES, DED | 77 B RRG% TR
DIMIEF 7V a2 —ARE~OIRTENRKREDN 722 LI D,

2723238 HIIa—AKBIZETIEY

2 FUBERIGERE T, B~ AF ROEEICLY, Zva—RRBERFINCA VA Y Uiz et L,
TN T EIRIT S 2 LICk D, IR L il LT X 0RO iR E & R L,

B 7 AF RIZED, ZEERMAE 7L o — 2 RE (MExHE) 28 X—2 T A D 147 mg/dL 75 29
mg/dLIK T L7z, 78R LKL T~ 70T RC, ZEEEEOMEE 71 a3 — AN 22%(K T L
7=, 3EoEgEA (A, BENOSYE (X 78 ) et 24 W AFArREROEfT I,
FIEREHE LT~/ LF R T, i 7 a— AMEE (AUCoam) 28 22%fE T L. B#% Kk
(KaHiE) 23 20~29%b L7z, ok~ AT Rk D, 24K 7L a— A RENRR—2 T
AUNH30mg/dLIE T L7z, £, 77 vR LKL T~ /LT KT, Za— A0 %I
BN 11~20 mg/dL K F L, @itk 2 B0 7 L o — R EEER 379%(E T L1z, B~/ LT ROR—2F
A VDO EIL T4 mg/dL Th - 7=,

B INTF ROEGIZED BMilafEED L < OflmiNdE SNz, 78R L T~ 7 LT
RC, IVGTT EfEtr DA AV U RUGHHE 1 L OE 2 HTENZR IGELR 25 EA L, Tv
X = VAR O SOG4 R L, BeER 7L o — AR ARBRO SR 2.5 5K Uiz, B
I a—2AEARBRTIX, B~ NV TF FORGEZZTTRE DA 2 ) VEORIE, B~ 7 0F Rig
Bz TOIRWERPERE DA AU URISERBRE TH 7o, S HIT, ZEMERFZ L o — XA
KFLEbOD, 7I7vRELEL T~ 7T KT, ZEERA VAU RN 30% E5H L7z,

T~ I NTF REEICL O EERE VD I8 8~21% KT Lz, 77 8RERE L T~ 7 LT R,
EIHERE D 7 v T PRE (BFHERSUIMMOARRBRIZ L > TE L) B0 a— R RBERFIC
KT L7,

24 FEF R FAMMRBROETHICB N T, B~ ATF NICL 0 BRIV H T BBE (AUCoa) B
R%IET L, 778N LKL TREREME HXHME) 23 14~15%KTF L7z, bk~ T FEE
IZ X VHIEROY BIZBIT 2 REE% 707 I HMEMMET Lz,
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T~ 7 NF REEICLY | RIMERED 7V 2 — A REEICKIS 2 7V h 32 b, B 725 HUS
E C-_TF RBEOKTIIAEI N o7, TR EHK L TE~I VT KT, /AT LT
U URER R NNTF Y — VREOHINMED DT INRIK TRA LN, 7T TRHINE L 725 TV
T—AFEARE (AUCgr) DT T7EREFRBETHT-Z L0, B~ 7T REG# ORI
RVE VRGN DT EIIEBZ N o T2, TR LR L T~ VT KT, RiLkEZ 7
VT EREHIZRB T D HERE ORIEE D B R AME o 707, RBAMERRIL T T b AR R e~ LT
R 54 CHREkCd > 7,

TR HARANR O 2 — T o 7 HERE BT 2 =R D 7 v a—2 A AT v C-XTF R,
INAALRRTaA 2 COEIZONT, WO AL OHEIZBWDTH BRI D RE
BT BN 5T, ZOZ &, B~ NTF RO TV a— A RERFHERNS PRI Z
EThoT,

272324 BARHEH

BRI T 2 EF RO B~ 7V F ROREIL, i 36853k : £~ 27 4F KN 1.0
mg Z 8595 1 faskatBh) KOV 2 BUpERp A (1821 Bk (55 24/) B~/ F K 0.1 mg~1.6 mg
BB 5 %R IR\ T, RERE W B FA MRS X 0 FHE L7,

TR EEZR LB L T IV TF FREZR T, "I ZE—L (TERTI /) 7x22) O Cuu
KON AUCy 10 13D > 720 — 7. AUCy sp IZDOWT B~ ZVF REELE#% & 7T v REE#ORIEVIX
H ool (X2.7.23-27 ROE 2.7.23-38Z8) . T bORERIT, 77 vREb5% &R LT
v T REG% TREEVIIICENAEPEHEIE U722, BRI E @ L CHNEYE ORIE
X7 holcZ EZRLTND,
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% 2.7.2.3-38 BRBHHIZHT 52T TILTF FOFE - H5% 12812 1T EEHBED/ NSt
AE—)L (FEFFI/DJ2zV) BEJO774ILH 5181 AUC BU Chax (3685

HER)
FAS N Estimate 95% CI p-value
AUC paracetamol, 0-1h (ug*h/mL)
Mean
Sema 1.0 mg 30 28 8.68 [ 7.26 ; 10.38]
Placebo 28 28 11.94 [ 9.98 ; 14.28]
Treatment ratio
Sema 1.0 mg / placebo 0.73 [ 0.61 ; 0.87] 0.0012
AUC paracetamol, 0-5h (ug*h/mL)
Mean
Sema 1.0 mg 30 28 37.94 [34.35 ; 41.91]
Placebo 28 28 40.24 [36.43 ; 44.44]
Treatment ratio
Sema 1.0 mg / placebo 0.94 [ 0.88 ; 1.01] 0.1081
Cmax paracetamol, 0-5h (ug/mL)
Mean
Sema 1.0 mg 30 28 13.44 [11.74 ; 15.38]
Placebo 28 28 17.43 [15.23 ; 19.95]
Treatment ratio
Sema 1.0 mg / placebo 0.77 [ 0.67 ; 0.88] 0.0006

Notes: The estimates derive from a linear mixed model on log-transformed data including treatment and treatment
period as fixed effects and subject as random effect. Subjects received 1500 mg paracetamol (acetaminophen) as part of
the standardised breakfast.

Abbreviations: AUC: area under the curvea, CI: confidence interval; C,,,: maximum concentration; FAS: Number of
subjects in full analysis set; N: number of subjects contributing to analysis

NEGEHERE 2 b5 & LT aBROFERIT, 2 BRI a5 & LIZaBROFERIC L > TEM T B
oo 7T RAREGHE LB L T02mg~1.6 mg Dt~ 7 /LF NS TEREOIICEHNEEHD S
DRIEIE (AUC) 1h MO Cax DIET) 232 B4, BRI REIZIBNTHORELE (AUC4 DIKT)

GRER O (B~ 7 VvF K/ 7 Z88) O : 0.87~0.96) 258D bz (1821 3Bk (Module
5.3.5.1) ,Section 11.4.1.7 &)

272325 IRILF—NSUARUVERN
2723251 HAERUVEARMER

*®E

TRTCOEKRIEIAR CAR—ZAF A N EGEHR T ETORBEOLIELTML7-, BFLOEE
BEOUEE Vol lEE B E LTfERIT S o Tz, 2 BURER IR A LIRS g5 % xh 5 &
Lz # 58 (50 535 H (Lomg & 4 B#E) 1 OfiRIcoVWT, £HZ L 0ENE
#2.7.2.3-39 17T, REISHT 28~ AF FOFEX, ZhoOBRM T L T\ CEERD
& 4~5kg) o HEAEEOEBWIRE ICBIT AEEOT —% (B~ 7L F N 1.0 mg THLEAD &EH
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53kg~7.0kg) 1%, 2 BUBERIFNEE LK ONERERE TORREZIRA 172 (363475 (Module 5.3.3.3) ,
EOT Table 14.2.46, 3817 i (Module 5.3.3.4) , EOT Table 14.3.6.19 & T 3818 k& (Module 5.3.3.4) ,
EOT Table 14.3.6.14 &) |

2HRBERBE ICBT 2t~ 7 F FREIME 5% OEREITHS T 2 ZIROFEMIZ OV TIE,
2.7.2.3.3.3 )2 O* Module 2.7.3.322 #ZD = &,

& 2.7.2.3-39 2EBERABERVEBFBRREICE T HAIR—RS( U BRERTETOREDNEL

= (kg)
Trial ID N Treatment Baseline Change from baseline
Mean (SD) Mean (SD)
T2D 3635 75 Semaglutide 1.0 mg 93.2 (14.2) -4.2 (2.5)
Placebo 90.0 (14.6) -0.1 (1.6)
3684 (a) 38 Semaglutide 1.0 mg 88.5 (11.0) =-3.7 (2.7)
Placebo 86.9 (11.4) 0.3 (2.8)
3819 (b) Semaglutide 1.0 mg 77.5 (9.3) -4.3 (3.1)
Obesity 3685 (a) 30 Semaglutide 1.0 mg 101.7 (10.5) -5.0 (2.4)
Placebo 100.8 (11.3) 1.0 (2.4)

Notes: * Trials 3684 and 3685 are cross-over trials and the increased body weight for placebo should be interpreted with
caution due to possible carry over effect of subjects treated with semaglutide in the first treatment period; ° Trial 3819
was an open-label trial

Abbreviation: SD: standard deviation

3634 R ClX, B~ I NTF FORGZZTTCBEARAKLMER 2 — > 7 U HBREOM AL ©
KRB N AN (3272328 BV 2.723-40 BR) , a—h 7 U HBRE L L CTEA
N E CIRERD BOHSHEIZ NS Do Te b, R—=AT A U LK T £ TORERD BEOHEN
i (%) Z NFERCHEZ L7235A 10 B2 EId A b ivie o T, 3634 SRBRO &G 13 HE TH
D, B~ VF R 1LOmgBEOHERE 1T B~ 27T R 1.0mg % 4~5 B G Lz, SOV T
3634 B (Module 5.3.3.3) , Section 11.2.5.1 }2 0¥ 3633 3B (Module 5.3.3.3) , Section 11.4.1.3 &M D
e,
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Notes: Left panel shows absolute value of body weight. Right panel shows body weight as change from baseline.
272328 REEBEAARVMERI—HDIOT7UHEBREOKE (3634 HER)

% 2.7.2.3-40 BEAAARVBEREI—DI 7 UOHEBREIZEBTA2REICHTH2EITILF FOFEE

(3634 3 5&)
Body weight (kg)
Treatment ETD [95% CI]
Japanese Sema 0.5 mg - placebo -2.42 [ -4.46 ; -0.39 1
Sema 1.0 mg - placebo -6.06 [ -8.10 ; -4.02 ]
Caucasian Sema 0.5 mg - placebo -4.30 [ -6.52 ; -2.08 1]
Sema 1.0 mg - placebo -8.28 [ -10.55 ; -6.01 ]
Body weight (%)
Treatment Mean [SD]
Japanese Sema 0.5 mg -2.78 [ 4.33 1]
Sema 1.0 mg -8.33 [ 2.84 ]
Placebo 0.97 [ 2.53 ]
Caucasian Sema 0.5 mg -3.91 [ 2.06 ]
Sema 1.0 mg -9.43 [ 3.48 ]
Placebo 1.21 [ 1.06 1

Notes: Absolute change in body weight compared to placebo, and relative change (%) in body weight from baseline to
end of treatment.
Abbreviations: CI: confidence interval; ETD: estimated treatment difference; sema: semaglutide.

SRR

3685 PR TR G 2 x5 L LT, X"—A T A VR RO EKR TRFOREIZE SN T~ I LT
RO AR 3T 5 508 % 3 L 7=,

v AT REG% TR, RIE &, BRIEEEROEIEE (%) OFHEITR—R T A b
H#% 1288120 TR R L7z (2.723-41 28)  BRIEIAE & g U TRRITE TR E IR T2 2
vz GiEHE TR 3 fF (32 2.7.2.3-41 ) K OFHRHME THI S %5 (3 2.7.2.3-41 L1 3685 3R
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(Module 5.3.4.1) , EOT Table 14.2.220 /) ) . 77 R & HEHTIL, KRN, RIBRE R OE
RERRIZINR =2 T A b FE 5% 12BIC00T Ty a2 E U CHEFF S (2272341 %
) . LovL, ZORBRITZ e 24— "—RBThHY ., F 1 HRGHHICBW T~ LT RO&E
AT I BRE TR OB LIRS o T2 RN H 5720, 2D OFEROMPUITIEE DS LI T
H 7% (36857 5k (Module 5.3.4.1) , EOT Figures 14.2.213~14.2.215 &)

& 2.7.2.3-41 BEHHEEREICETEIR—RASA U oRER 12BFTTOHKRBERNDEILE (3685

HER)
Sema 1.0 mg Placebo

Number of subjects 30 28

Body fat mass (kg)

N 28 28

Mean (SD) -3.52 ( 2.10) 0.30 ( 2.72)

Min ; Max -10.2 ; 0.0 =7.2 ; 4.7
Body lean mass (kqg)

N 28 28

Mean (SD) -1.11 ( 1.14) 0.50 ( 1.08)

Min ; Max -4.1 ; 0.8 -1.9 ; 3.6
Body fat percentage (%)

N 28 28

Mean (SD) -1.66 ( 1.46) 0.20 ( 1.65)

Min ; Max -5.8 ; 0.7 -4.0 ; 3.2

Abbreviations: N: number of subjects in summary statistics; SD: standard deviation

2723252 IRILXF—ERS

FRBR CAH O RERD (2.7.23.2.5.1 2HR) OEAMF 2 REHT 572012, ImgEERE 2 x5 &
LT, HHEEOEF TCOT XL F—EHREIIHT 28~/ VTF FORELZFHMN LT (3685 3ER) .

BFAMAR (BEEAR) %, TOROKYORF (HHEEORE, AHEEDOY BERUH K

BOMAE) O VX —FHEIT, 77 ARKEGRZREEBRL T~ 7 VF FEGEZTRT L (179~
34.5%) (X2.7.23-29%M) , fERE LT, TRTOHAKEORFE TOFEY =X LX —EBREDIS
W= (B~ VF F—=7F78R) 133036.3k] (725.5kcal fHY, 8k 2.7.2.53, % 2.7.2.53.45 )

ERD . ZHIT T REAREGK L T /LT K% THBEED = VX —EBEEN 24.4%
KT L &S5 (K2.7232950)
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Relative
ETD [95% CI] difference

Ad libitum lunch meal (kJ) |-1255.5 [-1707.1; -803.9] et E 34.5%
1
'

Ad libitum evening meal (kJ) | -752.9 [-1469.3; -36.6] —e—if 17.9%

Ad libitum snack box (kJ) [-1027.9 [-1684.0; -371.7] —e— | 22.5%
1
'

Total intake during ad libitum meals (kJ) [-3036.3 [-4208.5;-1864.0) b ' 24.4%
T T T T
-6000 -4000 -2000 0

ETD (Semaglutide 1.0 mg - placebo)
ETD: Estimated treatment difference. Cl: Confidence interval.

272329 [IBEHEBREICSTLIRSR 12E0EHAKENREICLSIIR/ILF—EREIINT S
EITLFEOFE- DA LATOY + (3685 5ER)

2723253 IRILFX—HES

FHRBRCH NIt~ 7T FIZ K DREBD OEEFICBET 2o —B L LT, 3685 AT
JETSHERE 225t 5 & LT, LR (RMR) ROUERE (FZRER) ORRL 27 2 FFKPE
RQ) ZHWTZRAX—HEERIZHT D~/ VT ROEEERF LT (2.72322258) |
T REEH L L T~ T RS T RMRIZDTNITEN - 72, IRREZEOHEEMIL,
-601.9 kj/24 B (95%(E5HEHIX ] : -958.9;-244.9) Tholz, ZDED HH I —EBITIEEM OBRIBI A
HOZEICE > THRANTE D LB b (BRI EZ T8 L 72T C OTaRR M 2 OHEEME X
-507.5 kj/24 i (95%EHEIXH : -1060.6; 45.6) Toh-o7-) [3685 5Bk (Module 5.3.4.1) , Table 11-3 &
M,
RQIZXT D~ VT ROEEIALNRN->T-, Zhid, B~ T REEZICK EHERERD
FALIZB W TIEWRRN -T2 & 2R LTS (36853 (Module 5.3.4.1) , EOT Table 14.2.232-234
S

2723254 BRICETIEHHROT

3685 FBR TILIEMHERE 2 x5 & LT, 2B R OB MIFIC T 2 ask (2218 (hunger) |
TN (satiety) | Bl (fullness) M OVTAEHAFEIE (prospective food consumption) ] | {8
(thirst) . H0y (nausea) KL OMEREIRHE (well-being) . 2L NIRERFOBVL S (B, A=H, &K
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7 RFICHT DR ULA) [T 28~ VT ROBEEZFE L. (2723222 % 102.7.23223%
) o ATV RRA U b ThHLIRERERA T (0AS) X, LLTD LBV 4 SORMIZET S
fEx DA 2T OFLfEEL LTEHE L,

(T L Je + et o+ [ 100 — ZE MG + [100 — FAR R SRR HuE]) /4

ZDxZ RRA YV MIOWTIEX2.7.2.3-31 T AR BB (overall appetite) | & L CTH/R L7,
BV OAS 2 a7 1d, #BRE ORI A 227 R OEIE A a7 @< ZZEEA a7 RO RSFHEER
BAIT I, OF D BRROMFIZEKRL TV 5,

100 I 100 100 100
E £ E E
__E/ 80 80 é §, é
g v o o
] S ] ]
Y 60 afe0 Y % 8
] o 2 2
o =)} @ 3]
5 * 5 F -
2 F 0 b
%) n (%) W
{ 20 { c( 204 20 q:
> > > >
04 -0 04 0
T T . T T T T T : T T r . ‘ T T
0 30 60 80 120 180 240 300 0 30 60 90 120 180 240 300
Planned time since start of meal (min) Planned time since start of meal (min)
——— Semaglutide ——®—— Placebo —>—— Semaglutide —®—— Placebo
£ E
E E
N 100 + - 100 . g 1004 100 g
= £ o] V]
E E [9] 9]
= I 80 . [ 80 80 ol
o v 8 S
S & £ £
= reo Y 60" *l-e0
0 0 S A =]
. # 2
o) 0]
E o &9 Lo 8
= = o 3
2 20 L 20 2 L 20 L
> > v e
o 2
04 ] [o N 0 0 [« 8
T T T T T T T T T T T T T T T T
0 30 60 90 120 180 240 300 2 0 30 60 S0 120 180 240 300 2
> >
Planned time since start of meal (min) Planned time since start of meal (min)
——— Semaglutide —®—— Placebo ——— Semaglutide —®—— Placebo

Hunger score: 0 mm =1 am not hungry at all, 100 mm = | have never been more hungry
Satiety score: 0 mm =1 am completely empty, 100 mm = | cannot eat another bite

Fullness score: 0 mm = Not at all full, 100 mm = Totally full

Prospective food consumption score: 0 mm = Nothing at all, 100 mm = A lot

X 2.7.2.3-30 IEEHBEREICHITHR5®R 12:ANEER, HSERK. fAERERVFEEBEERED
VASD 7O 774 )L (3685 RER)

EHERED 2 a7 (FFf=0) (2HKk3< &, 77 REGEH LKL T~ 7 VF REE% TR
EBHHIOMEFMDZRD Bz (2.7.23-3038) , $72bb, OAS A7 E< ., ZEEEA a7 K
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TREFERER a7 MRS, A 27 KOOSR a7 B3 E0o7z, Lol W& 271
B DEICOWTUIRFMICAE Tl o7z (¥2.7.2.3-31 )
2R DBE R 3T | fEFRRIEEZ a7 L LA a7 IZOoWTIE T T REE# K e~ 7 LF R
e H% TEITRED b o 72 (3685 55k (Module 5.3.4.1) , Figure 11-6 } (8 2.7.2.3-31 R

ETD [95% Cl|
|
1
Overall appetite (mm) | 13.4 [ 5.3;21.6] ' —e—

1
Hunger (mm) | -17.3 [-27.3;-7.3] —e— E
1

Satiety (mm) | 5.9 [-4.3;16.1] |—i—.—|
1

Fullness (mm) | 14.6 [ 4.3;24.8] \ —e—o

1
1
Prospective food consumption (mm) | -15.0 [-23.2; -6.8] —e—
1
1
Thirst (mm) | -4.3 [11.7; 31] —e—
1
1

Well-being (mm) | 4.5 [-5.9;14.9] ——eo—
1
1

Nausea (mm) | 4.3 [-5.2:13.9] —eo—
|

T 1 : 1 T
-40 -20 0 20 40

ETD (Semaglutide 1.0 mg - placebo)

ETD: Estimated treatment difference, ClI: Confidence interval.

2.7.2.3-31 BHEHRBREICSTHIRER 12B0EEROER. 05, BEKERVELD (VASE
[CLBAE) ITHTBEIITLFFOEE - T+ LA FTOY k- (3685 HER)

OAS A =7 (#axtE) 1%, S OBHME T O TR TORRIZEWT, TR b% &KL
T~ VT REGHTED-T= (3685538 (Module 5.3.4.1) , Figure 11-4 ZR]) , 2 a7 OV RH%
HEIZRBWTYH, ZERFO 2 a7 L RFERMEATRD S, MIEEA 27 OHEINEDHZN T Z
ARELG% LR L T~ 7T FigG% THREIIICAEIZE - 72 (3685 35k (Module 5.3.4.1)
H@wnsﬁﬁlo_n%®ﬁ%i\77?%&5%&%@Lftv7w%h%5&f\ﬁ$_iof
GlEEZ SNDRRTITAR L BRAZRERINGEDR (G OAS 2a7) RdHdHZ LaRiELTWD,

B, FEFDIRIE R OVELICBT 2 X a7 O EBRIEINEIC OV TEITRD biven>7- (36857
B (Module 5.3.4.1) , Figure 11-8 2] , BEOMELA AT (X, BFEOKBELZ TR0 ol (RFEARN
R OWTNORAIZE N TH EHE LA T X 25 mm Al ThH-72) (3685 5 (Module
5.3.4.1) ,Figure 11-6 &)

EE%%@E@"TéF%J&UEEﬁ%@&ﬁK%HéTﬁkﬁj%%%\30¢&fwﬁmﬁ

B HEFIZBNT, ﬁ%@knbé %#éx:Titvﬁw%F&Q%&wf?tﬁ&E%
TH%T&otoEmﬁi@ﬁﬁ J% k) KOCEHHBEEOYBIZE TS [HIZA] OFgR=
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Tk, 77 AREG®R L T~ 7T REG% TR -7z (Eo7z) (3685 5k (Module
5.3.4.1) ,Table 11-5&]

BHEAMRRE O, B, HARIER OIS 2MaHE, 2 RIS BE 28I Lz 2
FHA SR ERER (1821 3ER) 1TV THFEM L7z, 1821 FRBRDFS FITNER M IR % x5 hie L 7= 3
BRI & —B L7z, &E5% R2BICBT 28HEORBEOFEHZ 2T, 77 R KERFLLEL T
~J7NVF R 08mg LR CTEL ., THEFENEORZOEYATIL, 78RR L HIRL T
T~ LF R 08 mgKEGHM N~ 7 /LF K 1.6 mg HEMWIHEIEE) K5HETE -7 (1821 AR
(Module 5.3.5.1) , Section 11.4.1.5 /)

2723255 BITBOaCrFO—I, BEIIXNTIELERUVEBHORELT

MR ERE A g & LT, BITEO 3 b — LR OEFICRT5BE (CoEQIEIC L v HlE) | ¢
SNZEYOrEL (HHRZBEDOMAE TOT XX —EREN N LFPTEIC L VIE) 26T 58~ 7L
F ROREBLZE L7 (3685 7AEk) (2.7.2.3.22.2 K (12.7.23.223 &)

BT8O Y FA—ILRURBREICHT HEE

= 7T K 1.0 mg TOEHFRIEITI T 2 48rH O 7 H I OFTEIRERICIE SV TR L7 #6 5, 7
FEAREGSR L L T 7T FREZ T, BITTEI~ORERa s e —/WIRIFT, BFIC
*THBEITNEI otz (K2.723-32 M) , CoEQ DHIERRICE D &, TR HZ LR
TeE~I7NTF FEGH T, BFEICHT2BEN NS (B 1~5KkOV6) | EMEER DR, BRFE
ay hr— LB AE L IR (Bl 6~7) . BFEOZ L E2E 2 H2HEMES (EM9) | &
BRODZNNTZ BNt Va3 b7 (BRI 14) | BRFICHT 2 LABMEY (B 10) &V oER
Eipote, BHEOMEK (B8 KOHWEM~OBE (ERM 11~13) 2BV CIXIREM TN
ICHEBERZTRD bR o Tz,
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ETD  [95% CI|
|
1: How often have you had food cravings? | -11.7  [-18.1; -5.3] —e— :
2 How strong have any food cravings been on average? | -14.3  [-22.5; -6.1] F—e— :
3: Overall, how difficult has it been to control your eating? |-21.6  [-31.9;-11.3] —e— :
4: How difficult has it been to resist any food cravings? | -19.6  [-29.9; -9.3] —e— :
5: How often have you eaten in response to food cravings? [-12.7  [-21.4; -4.0] —e— :
6: How difficult has it been to control your meal portion sizes? |-22.3  [-32.2;-12.5] —e— :
7: How hungry have you felt? | -27.8  [-37.9;-17.8] —e— :
8 How full have you felt after meals? 33 [-1.8; 85] I-;-.—'
9: How often have you had thoughts of food? | -22.9  [-34.5;-11.3] e :
10: How pleasant have your meals been? | -9.8  [-17.0; -2.5] —e— :
11! How often have you had cravings for chocolate flavoured foods? | -6.5  [-16.8; 3.9] |—.—5—|
12: How often have you had cravings for other sweets? | -3.7  [-15.9; 8.5] |—.—:—|
13! How often have you had cravings for fruit or fruitjuice? | 1.3 [-13.0; 10.3] I—‘.—|
14: How often have you had cravings for savoury foods? | -14.3  [-19.9; -8.7] —eo— :
16: How difficult has it been to resist eating this food during the last 7 days? | -13.5  [-22.7; -4.4] |—.—| :
|
T T t T
-40 -20 0 20

ETD (Semaglutide 1.0 mg - placebo)

ETD: Estimated treatment difference in mm, CI: Confidence interval.

X 2.7.23-32 MEE#HEBREICSTSE5% 12 B0BTEHOa FO—/LICET HSERIER (CoEQ)
2T 2T TILFROEE- J4 LR MTOY kb - (3685 HER)

BYOIELT

BB DREIFIZ S W TIAA D SNEFAETOZ R L X —EEE, 25NN 4 ORRL5E8WH
T3Y (FEETHWEY. SEETH L 2nay, KB THVWaEY., KIETH < Rnal) o
LFPT 2> b A3 7= BATERELF  (explicit liking) A =22 7 K ONEEAKK  (implicit wanting) 22712k 0, BHO
LIS T e~ I TF RO EZTHME L. (2723222 21)

HENS DR AF—EFINEIZONT, T ERELGRZR LB L T~ 7T FEG5% T, 4H88ET
RTOERMHT Y %l L CORY = 3L F— B EE S SRR ME [ 2832 S v, @R TH < 720
B H T I VIZBWTIRER CREHICE B R 28RS Hivie (368555 (Module 5.3.4.1) , Figure
11-9 Z#)

ZHUZ AR T, LFPT > LA BAIERELf (explicit liking) A 2 7IZOWTC, 77 BRBEE# & ik
LCE~vI7NTF FEHZT, TXTORMHIT TV 238 L TN A a7 HMEVER (EBL72E
HAMENZ & Z2RT) NAbi, EIETH L RAWEY D T 2V ICB W CRERE CREANICAEE 2=
DR BT (3685 7B (Module 5.3.4.1) , Table 11-8 &[]

LFPT 7> A5 7= FEAK (implicit wanting) A 2 71X EFRORE R E —HK L7z, T XTOHEBREICB WY
T, oy HT Y L L CRENTH L 20EMEMEE CHWEMO 2 SORY BT 2V
kT D — AL Do Te, I TH LS ZRWEM AT ) TCORaTI7 7 v R 54 & ik L
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TE~ 7 VF FEEHTEL, BIETHWEY ST Y TORaT 37 IR EEH LKL Tt
~ VT REEG#% TR o7z (36853 (Module 5.3.4.1) , Table 11-8 28] . ZOfERIZ, 7 7&AR
BhHH LR L TR~ 7 VT M 5% T, @R TH < 2V a2 A LR < | (RAREG
THWEMITK T DL B R E -T2 2 L 2R LTV D,

ZRT DL, BT NVTF ROBYOEIHIINT 2283, BRMIOUSEWIFELID bEH LW
FPEICx L CBRF ISR bvlz, ZHbid CoEQ THR STz,

2723256 IRILF—NTURARUVBMIZETIEL

B~ INT ROBG &5 72 2 BRI EAE K OB S ORE X, 564 12 TR 4~5 kg 8
Y UTz, 77 ROEEEZ TS (B2 OEETHELNDEREICHT D AR E) & ik
LT, B~ VTF FOEEEZ T T HBRE CHRERD RITRE o7, T OERERDITEITEIEN O
BANERT 2D THoT, B~ TF RIZK D EERARANKOMEER 2 — 0 > 7 #5RE CHEIC
A7 LT RERD B BTz,

REBAICKTT 2 8E, B O LT —BEEOMD & OBRENIRS . =L F—HE &
OHEIMZ L DO TEHRNWEZ X b, BRHEEORFIZES 1 HORT X —EIEL, 77
TR GSL LKL T~ 7 VT REEHZ TR 3000kT (5 24%) Dieinolz, LirL, TRLF—H
i (ZFRFREEE  RMR) IZOW T, 77 REG5% LR L T~ 7 LT REG# T, 24 FEH
BHIZ 0K 600k] D iehot-, BRELHEEZGDOETEXDL L, TI7REGHELEBEL T~
NTF REHE#H TR XL —ORD & (23X —EBIEOBD & —RMR OV &) 135 2.5M) Th
D, ZFt~ I NVTF FRERTERERDAAONIZZ L L —F LT,

v 7 NVF FOKEKL P2 X—FIE KT 508 e —F LT, FERARERA 27 ORE R
5, 77 AREER LKL T~ /T FigGHZ T, ZERLOCEZEOVTIUIZE W TS 2172
BAIHENENRD b, BLRA a7t~ LF FEEIC L > TRELZT. 77 v Rk5%
SR L TR~ 7T FEEZIZBWT, BT 28E0 JkMEITZRO b vieino Tz,

BLTC, 778RELEZ LKL T 7 VT REHH% T, BRITEI~O 2 o — LR dE S,
BHFICHT2®EMET L, SR BICKT 2B MR T LTz,

272326 FEEARH

NETSERE 2 5k G2 & L7z 3685 3BR T, 8 e O B FAMAER (RIEHIE) OElEqTk O FEHIC
T~ 70T R 1.0mg OIFERHHI T o827 i Lz (2.7.23.2225H) |

ZEfERfO HDL 2 L A7 —/L LDL I L AT 0 — /LR ¥R L AT o0 — LOEE Tt~ 7 LF R
H#% KON TR 5% TR CTH - 72 (3685388 (Module 5.3.4.1) , EOT Table 14.2.141 Z/R]
TG. VLDL, FFA }Tf ApoB48 DR - KRR 2 [X] 2.7.2.3-33 IZ/”T, ZibDO7Ta 77 AL E—
BLT, IR E5%EHBRL T~ LT FREH#H T, RO TG IRE K O VLDL IRE X £ 2
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N 12% K O 21% (&0~ 72 (185 2.7.2.5.3, #2.7.2.53.51 KON 53 B MR) , 228D FFA KL Y
ApoB48 JEFE 1T, IREEI THEITFBO DN o7 ((H£2.72.53, #2.72.53.52 154 B)
IAUC) sn ZFEHE L LI ABISICEA L T, IR EE#% L L T~ /L F FEE#% T, TG,
VLDL } (Y ApoB48 [ZZ 114 40.7%., 42.8% % 1N 49.6%IK70 - 7=, —J5 FEA [XIEEM TENRBD Hh
o fe ((F8%2.7.2.53, #2.725351~542H1)

BETDHE, ZROLORRIL, 78RR % LKL T~ 7 VT FEGZ TREZEOIREHN
UEESNTEZ EERBEL TN D,

TG FFA

0754 |0.75

0.50 4 — l\ I 0.50

0.254 025

Serum triglycerides (mmol/L)
Serum triglycerides (mg/dL)
Serum free fatty acids (mmol/L)
Serum free fatty acids (mmol/L)

T T T T T T T 0,001 T T T T T T T T 0100
0 60 120 180 240 300 360 480 0 60 120 180 240 300 360 480

Planned time since start of meal (min) Planned time since start of meal (min)
——— Semaglutide —®—— Placebo ——— Semaglutide —#—— Placebo

VLDL ApoB48

0.03 | 0.03

'
-
Dm-/\///,_‘-um

T T T T T T T T
0 60 120 180 240 300 360 480 0 60 120 180 240 300 360 480

204

Serum apolipoprotein B48 (g/L)

Serum apolipoprotein B48 (g/L)

0.0+ o

Serum VLDL cholesterol (mmol/L)
' 5
Serum VLDL cholesterol (mg/dL)

Planned time since start of meal (min) Planned time since start of meal (min)
——— Semaglutide —#—— Placebo —»—— Semag|utide = Placebo

X 2.7.2.3-33 BEEREICSITI2RER 12A0BEAAHAR (SEHHAR) TO TG, VLDL,
FFA R U ApoB48 D IMiERE D (3685 FHER)

272327 RILEY - RTFKFYY

3685 AR CIIERE MR 2 k5 & LT, SR OBFAMARR (BEUEA) o Faik OF e+ o
PYY (BEIMEHNZE G T 2EILEFRLEY) ICT e~ VT ROZELFHMI LT (27232225
fi&)

o
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TR REEH LR L T~ I AT R4 T, ZEIER PYY BE K OB F AR o %
HENE (GAUCosn) 3. TNEI 28% K N 46.3%K -7~ BIEATRRBRORIO 1 FifEicB T 5 81%
& (GAUCo ) ([COWTHHERITEITRD bNehoT- (fHk, 272535 2.72.535058)

272328 EAFMERICET HIERN

QRERIFEREICRBNT, I ERERL T~ 7T RT, I a—ABERGFCA R >
WA ET BRIRASREOE G2 MIE 2 8 S, EBERR OO 7NV T U REZ KT S
HZ TR, EEREOREZ VI —ARELRT S, BARHEHOEBIEL 8% 7LV a— R
EOKTIZHS Lz,

2 BUBE PRI B IS BT DIRMBERF OFEFIIGIE, B~ VT FEE#H G T 7 R RGZ OFABRETH
ST, ZTHUX, TN ITURER DN C-XTF RREE, RoWNNZ7 7 U FEFO 7V a—AFEANE
(AUCgr) DL DFERIZEESN TN D, RIFECET 2 BROE FARD LN, Ll B~
VT RGBT 2R ) 2 7132 OEREFE A5 2 TIRWEE 2 b,

Y= JVF RTCHOLNEREBD I EICHBEHREORBDICE D LD TH -7, WERD OERET
IXZERERE R OB RSB T D2 BEKIHEER CTH Y . 1| HOZ R VX —EBEEOR 24%K Fic 27208 > 72,
—F, B NF RICL D=3V F —{EBEOHINIA LN hole, IHIZ, FTFEREHBLT
e A FRICED, BITBIOa Y hr—ARSES L, BFICHT2BER DY SRR
WX DB MR T LT,

TIRREM L T /AT RICKk Y, ZEMERFO TG IEE KON VLDL =2 L A7 o — /LR T L
2o F2. BEEIZHTD2RBEO TG KEL TN VLDL 2 L AT B — L Gidt~ 7 vF RIZE VIKT
L7,

EEAIARANL R —T T HREONTNLOAFETH, 0.5mg KN 1.0mg DWTILOHETS,
ZHERED TV a— R C-_XTF R, T R VKTV T ATHONT, B VT R CHERH)
WCH O DREEII L LN oTre ZDOZEE, BV LF ROV a— A EEERFHIER DT
MBENEZEThotz, 7R EH L TR~ LF FT, WAFEIZBW THEISERIE LR ER
DN BENTZD, R—=RA T A VREORENED > 72 H R APERE B WO CTRERD &I/ NS o7z,

27233 REE - RICEFROTE

2.7.2.3.31 IRFEE - RICBFR DTS E

BREE R - BUSBMRRNTIZ, 7 e — ULEF TSV TITh4L [(Global modelling report (Module
53.3.5) ), I HICHARABEREICEH LB fEYT (Japan modelling report (Module 5.3.3.5)
M) bitbihl, BARHET VTR, L& (T7UT AN 2 707 AN (HEAAN) | KO IT797
N GEEBARN) | ICEEHZ -, 202 00F7 /WX 2BFERFBEHE LRI E~ 7 VTF ReHb L
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72 4D 3aFHERER (3623 3ABR. 3626 B, 3624 B OVH A NBE Zxf4 & L7 4091 3Bk, X
27211 ZM) IZRESWTEY , REMBEYBIREMITICE O ONTERE D O 6, 2 2L EOA D)3
WEhREY TV E AT RS GE155261) OF — X3 E 47z (Japan modelling report, Appendix 3
ZH) o BT - SUSBIRIENTIC S D 7o 2R D 36.4%0 H AR APIRE CTh 72, £z, 77 BROK
B2 372 129 B £a7-,

Global modelling report 7> & DR AY 2R EE & - BUSER K Y7 7 — Tt 2 I IR L, KIZ
Japanese modelling report COMFHTIZEE SN2 HAR N R OFET 27 ANHEERE O LhEg iz B9~ 2 18N 72 6 2%
TR,

EFETNERCT, #RHETORHMIEFE~ 7 LT RRE (Coy ZHERMHL, INEZBRERE LT
Wz, CugldZ v — L O3EWYEhiEE 7 L7 5157 (Global modelling report (Module 5.3.3.5) ,
Section 4.1 Z /) , 7236, FHIRE D Cp DHEEEIZOWT, AARLE 71— L OIEWEREE T L DI
\ZZEIT A B D - 7= [Japan modelling report (Module 5.3.3.5) , Figure 1 2182]

N=2A T A LG4 300 (FGHIM —FE O 3623 WEROHIRH]) £ TD HbAle L UMAEH D
fbEZ T Lz, B&EHIMTOEEORRICKE T DML O vy b= a0 ERICKT D iR%E =

- O BEFRAEMT % S50 L 7= (Global modelling report (Module 5.3.3.5) , Section 3.4.4 } O\ Section 3.4.5 &
M) o BRIC, TNTOREDHEL, M, TF, Ef, KOPEEIEEOFGEEEOHFEFS
ZHHL L TR ORGP D IREE R - SUGRIMRZ REHm L 72,

BREE R - OGCBIRMAT J71:12o0 CTld, Global modelling report (Module 5.3.3.5) , Section 4.2 2 OY
Japan modelling report (Module 5.3.3.5) , Section 3.3 # &M D = &,

AR I, 24EMIC LT, BN HARAKOIEHARANDHE [Japan modelling report

(Module 5.3.3.5) 2] (2% LT, BLTFORIG/NT A—F ZfoRnd 5,
o HbAlc DN—A T A b DAL E:
o KEDR—=RF A 6D b
o BABMEEFEDOAEFEFS (Bl WM, FHIALOMER) I8 L -4BrE OFIS
o MHEEIIEEDFGEEOAEFEFRLIEBL L HERE OFIG

oMz d ZFa— e T v E WA M TN, EORREOS R EEEENIIRT, £
(213, HbA1CT%AM X 1% 6.5%LL T % Rk L 7o B OFIG I 2R & - BUSEfR, 25N~ —
ATGA NS DOIRHBOEBER OV h=r O ERELREE L OBERNEEND,

BRI 2R BEE - FORBIRIL. Zue— e F Y oY (HARAKROI RN TH UREREE
(Ema) OV S0%AZNIRE (ECso) EAME] 72 HNT, AARAKOIEH AR APLERE O CIRER - K
I BAGR DN EL 722 2 R HEME 2 Mt U T2 R E AT I SV TR 9% [(Global modelling report (Module 5.3.3.5)
J% O® Japan modelling report (Module 5.3.3.5) 8] , 7 r— LET A TlX, FHBEEOAHEFSIC
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XTI HUREE R - SOSBIRICOWTHARAK I EARANDENEZRGT 572012, MAFELZLERELE L
TEW=, ZO7=%, Japan modelling report TX & 72 5 ET /UIZ X ARFHIIT DN o T2,
HbAlc \ZBEd DIREE - MCERIITICE S L CWAEMICBW T, B~ 7L F F05mg LTV 1.0
mg & 5% ThH BB TR B OFPH 42 2.7.2.3-34 (2R T, 95%IE EFPH T 10~50 nmol/L TH - 7=
(Global modelling report (Module 5.3.3.5) , Section 4.2.2 &[]

272332 HbA1c I 9 57 JILF FIRBEDEZE

WRTE B - SOSBHRAEATIC 5 L TV D EMICBW T, R_X—=A T A b O HbAlc DAL Bl Rz &
IEIE L TV e, B2 LF F0.5mg O 1.0 mg TH O D IEERPH (K 10~50 nmol/L) T, %
E—EHLTHEIML, BEGREO TRICBWTH 78R L L TH LN RZIRBA LT, it &
v NF ROBRBEEORGRND ., ERE TIIRRMBITVICR S Z LR sy (X2.7.2.3-34,
RV ABR)

KIEREIRIF 2 (ADA) O HEEME (7%A0) K OSKEERNSWFES (AACE) @ HIEMHE (6.5%LA
T) @ HbAlc &R LI BE OEIS % 70— S )LEF VGl Uiz, TAIE B IS % 225 L 7- 95
DOEEIL, BEEROHEIME & HI2E < 72> 7= [(Global modelling report (Module 5.3.3.5) , Figure 10 &
Q.

HbAlc D_X—Z T A DL EIL., XR—Z T A VD HbAle BNEWVIEE RE o7 (M
2.7.2.3-34, XFILBEM) . R—RA T A LHFO HbAle M3 KW IUSNL 7 —T (5.9~7.4%) DOHEER
FIZB W TEWIRZEE TO HbAlc OB L EITN 1% TH 7=, —F., _X—A T A VIO HbAle M b
FWUGAL 7 V—T (8.8~13.1%) DOHERFE TITH 3% Th -7 [Global modelling report (Module
5.3.3.5) , Section4.2.2 M) |

HbAlc DAL EIZBT HIREHE R - RISBRITAARANKLROIEA RAWEBRE CRECTH -2 (¥
2.7.23-34, "L C, D KONE 2.7.2.3-2 ) . ANEBOZETHEBRB OEL Y /NS> 7 [Japan
modelling report (Module 5.3.3.5) , Section 4.2.2 2] , [¥2.7.23-34 D/3% /L C TR/ R — LET
N (AARANKROIEARNTE U Epx X ECsp fEZ RE) (2D KX, BARANKROIER RAPERE 12
BT 5 HbAlC IZBHT 2MR#E R - BUSBIRAIE L K KRBT DITHT2 Y | Ena LV ECso &7 1T 2 M BLHI 72
WZ ERRIBLTND, ZiuE, 77— UbET L THARAKROIEHARANIZFE U By M2 O ECso fif 2
AT ENRETHLZLEEZRLTND, 7S1DIT, BEEDHT (Bpa XV ECso 12 DWW T HARA K
OIEHRNTRRD NG A—=F Z2ARE) (TBT DREER - JUSBEROBENEZRIRT D, T A—ZD
HEEMEIZ LV | B (TFE H ARAGLERFT & Lol U C HARABERE T 18%mi 0o 7203, ECso 1 H A AHEER
FEIFARAERE TIZIER T (AARAPIRE T 6%m\) Tholo,
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A B
E 054 B trials 3623, 3626, 3624, 4091 E 11 B HbA1c, baseline: 5.9-7.4 %
[o] o I ® HbAIlc, baseline: >7.4-7.9 %
< 00 - A HbAfc, baseline: >7.9-8.7 %
X X 0 } HbA1c, baseline: >8.7 - 13.1 %
o -0.5 [) T
£ c ]
Cv 1 S
<@g 10 <2
o o O O
T £ 15 T £ -2
"g 2.0 1 v 3
& 251 S
(-C-) T T T o mgl T 1 r,\]g (-C) 4 1 T T T o mgl T 1 r’\]g
0 10 20 30 40 50 0 10 20 30 40 50
Placebo Semaglutide C,yq (NMol/L) Placebo Semaglutide C,yq (NMol/L)
C D
E 0.5 1 B Non-Japanese € 0.5 1 B Non-Japanese
[o} ®  Japanese Q ® Japanese
T 0.0 ¢ 00-
X X
o -0.5 o -0.5
£ £
oG o=
< 8 104 <8 107
s 8 a8
T g 1.5 T g -1.5 4
“é -2.0 1 "é -2.0 1
[ C
& -2.51 @ -2.5
S T T T o> mgl T 1 "I‘g S T T T i mg\ T 1 r:‘g
0 10 20 30 40 50 0 10 20 30 40 50
Semaglutide C,,4 (nmol/L) Semaglutide C,,q (Nnmol/L)

Notes: Panel A: all subjects. Panel B: subjects stratified by baseline HbA .. Panel C: subjects divided into Japanese and
non-Japanese. Panel D: Sensitivity analysis for Japanese subjects. Data are mean HbA . values with 95% CI obtained
after 30 weeks of treatment versus exposure expressed as quantiles of C,, (plus placebo at C,y, of 0 nM). The lines
through data represent covariate-adjusted model-derived exposure-response relations for each trial population.
Horizontal lines with diamonds along the x-axes represent median and 95% exposure ranges.

X 2.7.2.3-34 2RIMERIREEFIZE TS HOAIcDR—RX S A4 U bEE5% 30 BFEFTOEILERUVE
TTILF FIEEEDOMFE (3623, 3626, 3624 K1 4091 5XE&)

7= VBT VBT AMOILEEITK L TH, HbAlc DX—R T A b OB EIZEET 5%
- UGB A MET L7z, HbAlc DRX—A T A b O bE L~ 7 F FIgEEORERIL, %
M CHRERCTH Y KE, Fin, AFE, RIE BEREREELOBHEREL oo 7 7 —T7 %@ L
THFEEETH - 7= [Global modelling report (Module 5.3.3.5) , Section 4.2.2 &[] |

WETHE, BARAAKROIEHARAN 2BERFEEIZBNT, B~ A F R 05mg LT 1.0mg THH
NDREFHPENTE~ 7T RIREZEEOHINCS U I FERAME AL, ZoZ &, &~
LF ROMEE 05mg 7D 1.0mg IR T 2 LIck Y, Bv 2 AF F05mg LHig L ClfFa s ho
—IVNLETLAREMERSH D2 EERE LTS (272334 R TONE 2.7.23-42 B )
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& 2.7.2.3-42 HAARUVERBRAFBREICSWVTFE SN S HbAIc DRERESER (Fa—nL
DIFTEE - RISEARETILIZED )

Treatment HbA,, change from HbA,. change from
baseline (%-points) baseline (%-points)
Japanese non-Japanese

Placebo -0.15 -0.05

Semaglutide 0.5 mg -1.74 -1.57

Semaglutide 1.0 mg -1.99 -1.86

Notes: Data are summaries of individual concentrations in subjects from trials 3623, 3626, 3624 and 4091 obtained
from the full population PK model.

HbAlc (2T 2~ 7T ROZEIZET 25OV TIE, Module 2.7.3.3.2.1.1 #&RD = &,

272333 (HAKREIIHTIEYITILTF FBREEOLE

NR—=2 T A B EG% 30l E TORERD T, B~ 7T RIREEOBINIEOEROICKE L
20, B AF R0S5mg KON 1.0 mg TH O D RKRIREERICE WD THERPBITNT2 D L9 ITix
BRI o7 (M2.7.2.3-3558) , [FUREETIE, IEAARAGEERE & g U C B AR AR CRE
DD FEIMEN S T2 D FERBD PIREEIEKFI Th o7 &0 ) RUITTEERE CHRERCTH > 7,

3623 ABRIZEED DA T, HARANKOIEH ARANBEERHE (21T DR E B ISR HRIIC A B 2RE
ITRD Do T, ZOZ EiE, 4091 Bk & thOREBROMIC A L= 21T, BN RR 52 LTk
DRI LTV D aTEetEZ7/~RIB LTV % [Japan modelling report (Module 5.3.3.5) , Section 4.2.3 &
)

o

T VL F ROKEIZKHT BEEOEEMIZ OV TIEZ, Moule2.7.3.322.1 5B = L,
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B frials 3623, 3626, 3624, 4091 2 A B Non-Japanese
g 0 ;\? 0 ®  Japanese
- £ 2 £ 2
£3 £3
g8 g&
25 & 25
o = S =
m o m o -8
2 2 2
g 10 g 197
— —— 08 MY 1mg 12 —— OB My mg
0 10 20 30 40 50 0 10 20 30 40 50
Placebo Semaglutide Cayq (NMoI/L) Semaglutide C,y, (NMOI/L)

Notes: Plots are based on data from trials 3623, 3624, 3626 and 4091. For each population, subjects were grouped in
quantiles based on individual exposures with placebo represented by a separate point at C,,, of 0 nmol/L; points are
mean weight change with 95% CI versus median exposure. Solid lines represent model-based estimates for each

population. Horizontal bars along the x-axis with diamonds represent the median and 95% exposure ranges for each
dose level.

2.7.2.3-35 2RBERFEEICETIREDAR—RSA UNOEREZIVBEFEFTOELERUTEY
JILF FEZEEDMEE (3623, 3626, 3624 XU 4091 FER)

272334 EBREEZTOATFERIIHTSEYITILF FBRZEEOFE

GLP-1 A AREFEEEIC L 2R &L BGEFEOAHFEFR L ORI L MbEN TN D, BEEEDOAR
EHEQT, BHRBIIICB TR E <. TRURERBRGR L & bickEb 32", B~ 7T RoE
BJa B CITEGREEO A EFR ARSI T L7012, 025 mg &R ERB L, 48] 4HEF) &5
%12 0.5 mg DHEFRFFHEA~EE L7, 1.0mg ~DOH &I, 0.5mg T4HEEEE L7=1%. 1.0 mg DHERFH

mAEE LT,

Eib, B, FTRROER
BREE R - PUSBIROMHTIZHAS < & FHEWEEZ, SEVR5% 40T 05 mg (T &E LIZBEKLD
(B~ NF F1.0mgBECHBWT) HE5#% 8T 1.0mg [ E L%, BLERRE LI-giE oF
AR 2T, FICHERIZBW TIREEDN /NI Do IR & ik L TIREED K E Do T HRE T,
BLORBEORIGNE o Te, BOEREALIEREORIGIE, HRICE > TRRDN, &K5% 8~12
BB WTED Lagd, Ao m BRI STz, ZOANMEOR B, &5% 12 82880V LD
R LT RE OFIG ), [ CIREROR 5% 308 L i L TRro 7z (MR & bIzZzhEho
BHREOHFFHEICL 2 EFIRIE) LW IOFERICE > TS BIZEAMIT Bz [(Global modelling report
(Module 5.3.3.5) , Section 4.2.6 /]
MEIEZ DWW T S ARO[ EDO I B > 7225, FHIL OMERIZ T 5 AEMEOM Lidbh T2 Th
-7z [Global modelling report (Module 5.3.3.5) , Section 4.2.6 &)
BEMNZIW T, FELSUTEM 2R B L g oFIS 13t~ 70 F NIRGEEIC > THML
(X2.7.2.3-36 D33y AR BZM) —J5, FRSUIMERLZFEEL L7 g OB S 3R EE & 133
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MEEALRIZ A HALT= [(Global modelling report (Module 5.3.3.5) , Figure 18C X TN 19C &[] . =52, &
~J7NF R0SmghEL L T~ 27 /LF K 1.0 mg BEOHERE T, A CBREEEIZ BV CTELL SUXIEM:
TR LT IRE OFEIG N DT 0K o7z, AT, 2 DO ERE TR R D Z LITEKR L
TWVWHEEZBIL, ZOZ Eid, IVEBICBRBREZENIEL 2L TINLOAEFRORAE L
B CTEHZ L2 RELTND,

A B
40 1 B  Non-Japanese 0.5mg ’\3 30 B Non-Japanese 0.5mg
o ® Japanese 0.5mg < ® Japanese 0.5mg
3\_/ A Non-Japanese 1mg w o5 A Non-Japanese 1mg
© ¢ Japgnese 1mg <C ¢ Japanese 1mg
@ 30 1 =2}
g £ 201
2 £
£ 20 1 € 151
= £
% 2 101
© 10 1 %
Ei 2 51
iz 5
0 - e 05 T 1mg » oA _05mg 1mg
T T T T T T T
0 10 20 30 40 50 0 0
Placebo Semaglutide C,yy (NMoOI/L) Placebo Semaglutlde Cavg (nmoI/L)
C D
— (=4
X 40 A ®  Non-Japanese 0.5mg 3\./ 30 1 ®  Non-Japanese 0.5mg
~ ® Japanese 0.5mg [11] ® Japanese 0.5mg
L A Non-Japanese 1mg <C 25 A Non-Japanese 1mg
E 30 4 ¢ Japanese 1mg 5 ¢ Japanese 1mg
o g 20 A
= i
© J 4
2 20 S 15
e o
H £ 101
@ 101 >
® B 51
) 9
> — 1mg Ke] O 1mg
o 04 —— 0.5 Mg (/3) 0 — — 0.5 Mg
T 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 Cyyq (Nmol/L) Placebo Semaglutide C,yq (NMol/L)

Notes: Plots are based on data from trials 3623, 3624, 3626 and 4091. For each population, subjects were grouped in
quantiles based on individual exposures with placebo represented by a separate point at C,,, of 0 nmol/L; points are
proportion of subjects with 95% CI vs median exposure. Solid lines represent model-based estimates for each
population/dose group (global model). Horizontal bars along the x-axis with diamonds represent the median and 95%
exposure ranges for each dose level.

2.7.2.3-36 WIhHDHERTEBEENAEERZXEL-HREDIESRUBREEDHER -
(A) BD. (B) B, (C) T#m. (D) F#

H AR AN K OFE B AR AR E ORI BEEORBUEWR A LN, [FUBREEICBONTE, AR
AR R TR DFEH RS D72 hvo T2 (K2.7.23-36 D/3FL AKRUBBR) . FTHAZRB L
WeBRE OEIAIT AARANR OFEBARAPERE TRECTH - 7203, [ Z2 3B L7 #iBrE OEISIZ AN
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PR CrminnoTo (¥2.7.2.3-36 D3V CKRODZH) o #HMIZ-DOWTIL, Japan modelling report
(Module 5.3.3.5) , Section4.24 MDD Z &

PEEXFEENDHEEHN L BEREZSNVDEEER

PEETEEDOFGEEOAFEFES (B, L, FRIAOMER) ZRE L ERE OR& 28
BT 7 ML E LUTHRE L, THEENIREEDOBIGESOAEFEFRELIEBL L HEE OIS 1T
IREE RIS > THIN L7, BMBEELXRKEWVWICHEDL LT, FEAARAPEERE & ik LT HARABERH T,
PR ST EE O B GREOR EH S 238 L2 E 513K > 7= [Japan modelling report  (Module
5.3.3.5) , Figure 10E 2/&)

ZRT oL, v ATF FERERICBGREEOAEFRE I LIQERE ORIGIE, RS
FOBRGRIAIIINCE < . BAVEOR BIC X0 BFEMICIK o7, — RIS, FREFEB LR
FHOFIEITREREL & BITHEM L, ZOBITEL K OIRIIZISWTH B TH o725, THED
RN TIIHA SN T e d o7, B5% 30 TOMICHHEEIRED FHEEDOHERERE
FEHL LT R OFIE T, BRSO L7, BAR AR Tl L S ONE N 2 JE 51 U 7o iRt
DEG S, THEEIHREOFLEEOAFEFZROMIIER b Do T3, IERRANGERE & g L
THANPERE THEMZIEE LIZEIE 1m0 o7,

ZTOMDREM/INT A —4
R=2 T A 5D OEN BRI LY =2 O EFEIZ-SU T Global modelling report
(Module 5.3.3.5) , Section 4.2.4 }x TN 4.2.5 Cali L 7=, ZHERFIRIB DO RX—A T 1 b O k& (2
~441,/4%) . RO~ ZAF RESHIBHRIC LY =0 R ER LEEREOESIE. WThb it~
ZVF R05mg O 1.0 mg THOLNDRERPENICIBWT, B~ 7T NigiEE&E L BEEN RN T,
T~ AT FONREBKL AN b =06 2 BOFEMIL, £ 21 Module 2.7.4.2.5.5 (IRF1%0)
F O Module 2.7.4.2.11.41 (WA h=r) 2BBOZ L,

27234 Ri% - REICEY SR

T~ 7 VF R 0.5 mgld 2 BUBERFEE Ik L CIRET DRI ETH D, 1 11H 025 mg D N5
DHBMG L, 4BMEE L%, B#1E05mg Il ET S, Moy he— oI5 5%ELET D
BEIZOWTIE, 1 0.5mg 7 4 ML ERG L72t%, B 1 1.0mgIZE&ETE 5, HARABET
IFFEAARNEE L RO A EMENE TSN, AARANBEZTIZBOTHIEARANEF LFERICE~ S
NT RE10mg I ET 52 LI2X 0 HhAIc D X LR HIK FRALND & TREIND (F2.7.2.3-42
ZW) . AR () O4MHICH W TE, 272342 O Module 2.7.3.42 5RO = L,
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2.7.2.3.4.1 BEE

RO TA F A2 TES I NF REEE L TWARET, BERERELZSENTHAEDEEL
T~ 7T FORRRE R OREREIZESWDTHREFT 272, B~ 71T FEEDV I 2L — 3
VEIToT (272337 58R)

60 - —— 1.0 mg, missed dose 60 1 —— 1.0 mg, 5 days delay

—— 1.0 mg, steady state —— 1.0 mg, steady state
50 4

50 1
40 1
30 7

20 4

Simulated semaglutide
concentration (nmol/L)
Simulated semaglutide
concentration (nmol/L)

10 12 14 16 18 10 12 14 16 18

Time (weeks) Time (weeks)
Notes: Data are simulated concentrations during once-weekly dosing at steady-state with one missed dose at Week (A)
and for a dose 5 days delay week 11 (B), compared to a steady-state profile for semaglutide dosed at weekly intervals.
Simulations are for a reference subject profile (non-Hispanic or Latino, White female below 65 years, with a body
weight of 85 kg, with normal renal function, dosed in the abdomen with semaglutide 1.0 mg).

X 2.7.2.3-37 2EBERRBBICEITHAREEN (£) X[F5BENDEE (B) BHOZTOEDOEY
TJILF FREDHER - 32— 3> (3623, 3626, 3624 R U 4091 HER)

1 Ey O G 222IENTZHA. TO%IEMO N7 7REX, shTIc&s LG40 E ke
D7 TRELHEL KRS 2D Z N TREND UK T EITHRK 48%, Global modelling report
(Module 5.3.3.5) , Section 4.1.7 28] , &~ /VF NRBEIES LSz O 3EBZICET OEH
WROREIES 2 &5 (¥2.7.23-37, ERER) |
FTEINTZHOBEGZENTHRETERND 5 HRENTERS LGS, BEUBEOREIX, il
FTICEG LIEGAOEFIREORE LY T MCEm< 250 [EF TR K 14%, Global modelling
report (Module 5.3.3.5) , Section4.1.7 2] | &5 FEHNG 2HEMPFRT 5 &, WHFOEFIRED
BEESL (X2.7.23-37. AXB]R)

IOV Ial—rarilloT, BELTWAREEZENTZGAOHRERRZRNEMT O TN D,

272342 RAE (%)

AHE TR (R (T3 5 BT HORILE KT 5,
B VT R 1R EGACHE Lo B2 A L. £ Ofm M R EEERH () O T 9RAEE
I~3 HTh Y HRER (4o 136 1ERTH 2,
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FHE 3 B RE AT M OSRR KA BR D BLIC S < & (KBNS~ VL F ROgEE &2 x5t L THE
—OEELNEMEER TH-72, LrL, B ZAF F0.5mg KON 1.0 mg THHN HIREEGHFICEH
W, TRTOWEEBRE D, RE & I3RR 7 <. HbAle O FIERICK L THo 2B e s 157,

T~ 7 /F K 0.5mg KO 1.0 mg TORBERFIAICI T, HbAlc DR—RA T A 3B DO LB
L CH O RMREE R - ROLBIRA A BTz, ZOBMRIE. MR T, £7EE, Fin, AR, RIE,
PR I7 R R OV RE LSBT 2 7 7 L — T CRIBR Ch o 7o, TSV, BHARABEBRE &2 &t
TRTCOY T TN —TIZB T, HbAle DX—ZA T A UNHDIKR T &EITE~Z /LT K 0.5 mg #5144 &
L CT10mgEGHTREN-Te, ZDOZ LlE, BT ROMEE 0.5mg /5 1.0 mg (2 &
HZETOSmgllbig L Ciiifia s v —ANSETHZ LR L TND,

REBD BT~ 7 F FilREO EFISH L ORI EPERACHEN L, ZoZ it~y
NF R 05 mg 5% &L T 1L0mgHREG# T, REICH LTIV RERPIREEGEZ LT L 2R
Tn5,

AN, LK ONEMNZ2 BB L7 BRE OES T~ VT ROBERICH - TN LZ, —F,
TR OMEAL IR ER & S IIBR A e B 2 b, B K ONEM-Z ) 5 AEMED M E2VRIE S i
7

H A NBERE 13FE A ARANBERE & i U CRIRE BN KR E o7y, T U7 NEERE TH 6
IR EORIHN TH -7, T OFHREEOE I T B AR ARG ORENEB -2 2 L ICER
LTWe, BBEEPREWI LITBEBEEOAEFEFZOBIBEDOEINITSRN S RhoTz, AR
N I ER 2 BT DR OEIE N E -T2 — 7, B R ONREM:, 72 5 ONS R X
FHEEOFEGEEOAEFELZ I LB G ITEAE > T,

DX DT, BEERFEYENBMAT K OBREE R - POSBEIRIEIT ORI RICHES < L BEHERICEDS
T, B AF RoME () TN TOBFICYTTEL LE2 b,
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2.7.2.4 ¥R 17 5ER
27241  QTclc&k 2ILEBENE

fEFERE 2 x5 & LT, B AT FREZICHFR TERVODEFOWELEN A LNRNT &%
M 5720, 77 v Ra iR e 45 QT/QTe #Bi (3652 3Bk (Module 5.3.4.1) , Figure 9-1 &
MR 2% L7z, S%aBRIED e A BT A v &2385F LT Thiuk Y%, GLP-1 03HI 7 T 212k
WTC QT MIBEDIE RAEH 2 7R 7 — ZIIAFAE L T 2R,

272411 QTcIZETHT Y kRS U b

WHERBROT T4~ ) —22 RiRA > ME, B~ AT K 15mg (EEHAEZETHERE) U377
TAROEFIREICBIT S, #BH% 48 E TO 11 BEICHOW T 2 — S &7 0B KRR S
< QTc [HkE (O cEBlicfiE L7- QT Ekg) Th -7,

272412 QTcIZET 5T v FRA U FDIREHRT

TIA <Y =z RiRA > M, 11 ORERSICOW TR 2 — 3 S 872 QTe Ml Z BHAASK & L
72 MMRM % FIWTHEMT L7z, ZOET AT, 15K (B~ 27 A0F R 15mg XX 7 7 &8R) & EER
B R=RT A VO QTc MROMEMEZ A EE L TED, EEELSEITIZNE LTZ, iz,
TR RE R OB BT LR SANTAN I Lz, ZOFETAEZHV, QTc MIEIZI T 2 15#EH
2 (B 70 F R 1.5mg— 77 &AR) O HEEME) 75 10 msec £ D REWE T DIFHHUIKR LT

FKHE 5% &3 L7211 Bl AR E 2170, 1RO (HEEME) 25 M L. Al 95%E 1
X & & BITR LT (EEEMTZOHM 90%EHEXM bR LT

11 OBERES D p ERNT R THFHIABMEZ R LTSS (00 S%AER) . bbb 11 OHER
SO 95%(EHEX R CUXMIH 90% EHEX M) @ EFR2S_T 10 msec & FlHl> 7285412, FFAT
IR VEHOMBIE N DR N ENHERSND Z L L LT,

Rz, Wik XV - R4 hELT, B ZAF F05mg KON 1.0mg 72 5O
27 7B ROEFRIEIZ T D, H51% 48 Rl £ T 11 FERUIZ DWW TR 2 — K X 7= L BRI Fidk
IZHS< QT MlRzE & o7,

TN TF RT TR L TR AT v R B AL —R—=FTH A 2L, T 74
> 400 mg D H A 52 (G & U THWTHRIT 247V QT MIRRIIETE D T 2 sl L7,

QT MIMERIEILE D IHTERE Z LT D 72T LTc= > AR A > ME, v 7axHhv v E%
v7uxY T T AREER 24 RE £ TO 8RR OR 2 — B S QTc MR Th 7z, &E5#% 3
P M O 6 B 0D 2 2 O Rfgad e R 2 WRGRERY & LTz,

FRFRIZBNT, QTe MMRICHE T oIpEHZE (FEXF v 7nXHh iy - X T7uXH o 7 IER)
DYEHEZ, 15R (EF v 7uxH v /T 7axd o 7T vR) | BRI R OWERE & [HER)
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. BHETO QTe Mi@a AR L LBt 2 W CTHEE Lz, QTc MIROIEHEMZE (EF% v 7 n
FHv-FXFTTRXF T TRAR) OFY HEEME) O IS%EFEXH O TR, 2 DO A
DI B L H 1 DDOREET 5 mseec Z 2 725510, QT MIFRRIEIE D /TS L STz & LTz,
Z UL E L Z Bonferroni i 1IEA WA 2 & 2 EIZHY LT,

272413 QTc DFER

fEA L LT QT MIREHRIETE Doy R EE 3 SE S 4Tz, TRIR M ZEOHEEMEIL 3 FFFI O KRE T 12.29 msec

(95% B HEIXE : 10.97; 13.61) . 6 BFRIDE} T 8.87 msec (95%{FHEXM] : 7.12; 10.61) Th -7z, F
I eBVEF Tt ORERLG TR % 2~3 FF# T — 27 12ZET 2 QTc MO TuE 7
FEENH LIV, EDHR—ATA VEE TR-72 (3652 385 (Module 5.3.4.1) , Section 11.2.1 & O}
11221 58] .

T~ 7 AF R 1.5 mg DEFIRIET QTe MM DIER I BRI > Tz, TBRMZDNLE) (HEEE) O
11 ORERE O WA 90%FHFIXHE O EFR CUIAA 95%E X D EFR) A39=T 10 msec & F[E -
7o Wil A2 —SH 72 QT MRRIZI T HIBHRMZ DY) (HEEME) O FKMEITxT 5 mifi] 90%(F X
M BRI 0.29 msec Th o 70, {RIFERIZOFY) (HEEE) O#IPHIX, -6.56 msec~-3.16 msec Tdh > 7=

(£2.7.2.4-1 KUK 2.7.24-1 B/)

= 2.7.2.4-1 R—R 54 U CHELE QTc HRDABEMZE (EXJILF K15mg— T353R @
HEE (3652 FHER)
Estimate 90% CI p-value

Treatment difference, sema 1.5 mg - placebo
0 hour -3.16 [ -6.62 ; 0.29] <.0001
12 hours -3.38 [ =7.03 ; 0.26] <.0001
18 hours -5.15 [ -8.84 ; -1.45] <.0001
24 hours -4.80 [ -8.33 ; -1.28] <.0001
25 hours -4.26 [ =7.75 ; -0.77] <.0001
26 hours -5.81 [ -9.16 ; -2.45] <.0001
27 hours -5.29 [ =8.75 ; -1.83] <.0001
30 hours -3.88 [ =7.14 ; -0.63] <.0001
36 hours -5.89 [ =9.50 ; -2.28] <.0001
42 hours -6.56 [-10.14 ; -2.98] <.0001
48 hours -5.13 [ -8.27 ; -1.99] <.0001

Note: The p-value is for the one-sided test of a mean difference greater than 10 msec.
Abbreviations: N: Number of subjects contributing to analysis, CI: Confidence interval

T NVF R 1SmgDT —ZoELNREEFBEIC, B~ 70T R05mg XD 1.0mg T QTc
MR OER I LR o2, 7 78R &l U7z QTe MEOIRFERZEO Y (HEEM) &ML,
0.5 mg T-9.61 msec (90% S HHIXH : -12.96; -6.25) ~-4.50 msec (90% 5 HHIX[H : -8.00;-1.01) . 1.0 mg
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T-9.04 msec (90%(EHEX ] : -12.64; -5.44) ~-2.33 msec (90%IZHEIX ] : -5.96; 1.31) Th -7z, QTc
MIBE DOIGRE 2= DY) (HEEM) 1X. 3 2T X TOHEICBWTEEETH Y . HEKLOFEFFIEKTE L7
W EDURIR ST, BRI OWTIE 2.7.2.4-1 K 113652 38R (Module 5.3.4.1) , Section 11.2.2.2 %
Moz b,

—~ 10 10 —
(o] (o]
() ()
[02] [02]
E E
= 5 -5 =
(4] (4]
c c
L L
£ 0 -0 £
] ]
= =
O s -s 9
T =
® ®
£ -10- L0 2
© ©
(0] (0]
3] 3]
S L .15 O
I I I I I I I I
0 12 18 24 30 36 42 48
Time since last dosing (hour)
—&%—sema05mg —®— semal0mg —&— sema 1.5mg
Adj.: Adjusted

Means are from a linear mixed model for repeated measures, where all eleven time-matched sampling time points enter as
dependent variables with treatment as fixed factor and baseline measurements as covariate. The treatment and covariate
are nested within time points. An unstructured covariance matrix is applied.

Bars represent corresponding two-sided 90% CI.

X 2.7.2.4-1 R—RXF74 U CHELE QTc HRDAEEMZ (<7 I/ILF F0.5mg. 1.0 mg RV
1.5mg - 75tR) DOHEEME (3652 HEX)

QTc lEIZIN 2, 3 FEOEFIREEIZI VT G-1% 48 Kl & T2 Rk L 7= Fridericia 15 CHiIE L 7=
QT M@ (QTcF) . Bazett £ CHIE L7z QT @ (QTeB) K UMMEEIFMHIE L7= QT M@ (QTcL) @
R B AT o 72, FEMIC OV TIE 3652 586k (Module 5.3.4.1) , EOT Tables 14.2.2~142.13 #&D = &,

QTc MR TORER L FERIZ, 3 DWTILOHEDE L% TH QTcL & QTcF DIERIIA B>
7o L2L, TRTOHEIZBWT QTB DIEENRA LI, DF V. 11 ORIERF RO 2D
%) (HEEE) @5 6 1 -2LL EOREETHIH 90%F X H D EFRAS 10 msee & LElo 72, CHEEDHINT
% & Bazett OFHIEA QT MIFEZ B KRICHIEL TLE S 2 & * £/ GLP-1 ®27 T ZZhHE & L TLHED
MR B LD Z EITE<MONT-FATHY, B/ LF R TENNEZ 7228 (K2.724-35
) #8ET 2L, ZOMRIITHRORANTH Y | BERZRIE T2V EFHE Lz, FEMico0»
TIE 365278k (Module 5.3.4.1) , Section 11.2.23 2D Z &,

<27 /LF F05mg, 1.0mg O 1.5mg DEFIREBTOR—=RF 4 L KO 7R THE L QTc
IbE. 22 5SS T DIER v~ 7 v F NEBEIZOWT, BEE - JOSBEREZFHMI L2 (X2.7.2.4-2
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Z) . B~ 70T RIRE L QTc MR & ORNCBEEMITRED HT . HE OHEEEIX 0.43 (95%(E48
X[H :-0.03;0.89) Tdh o7z, FFMICTONTIL 36523 Bk (Module 5.3.4.1) , Section 11.2.2.7 #&MRD =
&,

o o
8 8
E 20 L0 E
= =
c c
40_-) . . . 40_-)
c c
v 0 . O v
= . =
o . o
.
& 207 ) -0 4
O O
O O
5 5
b -40 --40 0
i= i=
T T
wn wn
[0 [0
m m

T
7

60 80

120

Semaglutide plasma (nmol/L)

Plb.: Placebo, Adj.: Adjusted
The QTcl intervals are placebo-adjusted by subtracting the estimated placebo mean at each time point.

2.7.24-2 QTc MREUVMER < TILF FRE - Bif - (3652 :ER)

e 5% A8 WE[H & CTORERIFRDN— 2T A THEE L7208 O PR BFREIC B 1T 2 1RERZE (&
~JNNF R -7 TRR) OFYE) HEEME) 2X2724-3108F, BT FOTRTOHETLM
BN Uiz, DAL T AIERBZOREBIIABKTFNTH L B2 b, X—AT 4T
FHEE U 7o DU 31T DVBRMIZE DY) (HEEMR) 2 LA NIZRd (3652 3k (Module 5.3.4.1) , EOT
Tables 14.2.17-19 Z/R]

e 0.5mg: 5254175y (90%[SHEXE : 3.32;7.18) ~8.48%1, %5 (90%IZHEIX[H : 6.87; 10.09)
e 1.0mg: 6744175y (90%[ZHEXE : 4.87;8.62) ~9.66 411, %5 (90%(EHEIX[E : 8.04; 11.29)
o 1.5mg:7.6641,7 % (90%ISHEIX M : 5.52;9.80) ~11.1044,7 %5 (90%ISHEIX[H : 9.58; 12.62)
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E 15 s 2 2 s 15 Z
£ s E £
o) o = ;
= 10 0 B C 10 0 5
= o 5] =
;= = = £
< - < .—

5 ¥ 3 z
< s ) 1 s = i 5 rs A
g T b1 =]
m 0 12 18 24 30 36 a2 48 M S o 12 18 24 30 36 42 48 A

Time since last dosing (hour) Time since last dosing (hour)
Semaglutide —¢— 0.5mg; —a— 1.0mg; —a— 1.5mg Semaglutide —e— 0.5mg; —a— 1.0mg; —a— 1.5mg

Notes: Means are from a linear mixed model for repeated measures, where all eleven time-matched sampling time
points enter as dependent variables with treatment as fixed factor and baseline measurements as covariate. The
treatment and covariate are nested with time points. An unstructured covariance matrix is applied. Bars represent
corresponding two-sided 90% CI.

Abbreviations: adj.: adjusted; bpm: beats/min; CI: confidence interval

X 2.7.2.4-3 R—XZA4A THRHELDEH (£) RUPRRER (B) OAERMZE (EIJILLFF
0.5mg. 1.0mg R 1.5mg - 75 +/R) DHEEE (3652 5HER)

T~ I NF ROTRTOHAET PR BRMNMER Uiz, HAEEEELORRIREE IR S e ho Tz,
N—R2 T A T L7 PREMRICH T DIRERZE (B~ 7T K- 7 71R) OFY HEE) %L
TIZRT (365275 (Module 5.3.4.1) , EOT Tables 14.2.20-22 ]

e 0.5mg: 6.11 msec (90%ISHEIXH : 1.98;10.23) ~10.72 msec (90%(ZHEX M : 6.25; 15.20)
e 1.0mg: 3.53 msec (90%ISHEIXH : -1.08;8.15) ~9.22 msec (90%ISHEIX[H : 4.96; 13.47)
e 1.5mg: 4.56 msec (90%ISHEIXH : 0.65;8.46) ~10.02 msec (90% EHHX[H : 6.15; 13.89)

MR O ZEMEOFMICE LT, B~ 2 F F 1.5mg £ TOHEHAEDO L FHR5ICHE L =24t
FORESITERD Lo T, BEMEOFMOFEM L NLEX T A =X T 58~ LTF RO
B O\ TCIE, Module 2.7.42.5.6 D= L,

27242 RERMN

1R THEGOE~ 7 VT RERBT LI N-0ERET v 77 AT 55080 (G
JRPEY 27 77 72— BEWE, TR OERRRBRIC B T 2 Z i EICBE T 27— 2 2 5 te) 1%
Integrated summary of immunogenicity (Module 5.3.5.3) #ZMRD = &, ERFTROENZ LI TIZRT,

LT, B~ AT FOGERMHEIIKS, v b7 2 BESIHKROMD GLP-1 7 u 7 & —F LT
AV

P~ 7T RHURDBGE Ch o 7o gllig oFIG 13, HEBZOWTORAIZBWTHIERS (1
~2%) | BB TS, PRERO® 280t~ 7 VT FHUESUINENE GLP-1 (254 2 hFifER 24
T oot~ 7T RHURZ PEAE LTRE TGO b ole, ik~ 27T FHRBEETH -7
PERAE DORERTITB T, JUREAIT - #lIER b D TH o7,
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e~ 7T FHIRBIECTH > 2 DB OWEBRE N LG LNT-T — XIS, it~ 7T FHR
OEAIZMBE R~ 7 VT FREICKREREELRITTZ LiThnEEx b,

e~ 7 VF FHUROEAIL, B~ 7 VF RO (HbAle DIKT) ITREL KT S RooT,
T~ I NF RORIKBERE T v 7 Z L@ LT, B LA FFROME K ORI < g7
BT a7 7 A WL, Pk~ I VT RHURZFEE LT 5RE R OBUR & EA U Ze b o 7o 985 CIA)
HThHoT,

fiame LT, BT FEEZOHIE~ 7 VT RHUROEAITEREE (1~2%) ThH, ZhboD
BOSIEWT b —iatEcd v KWEhRE, AMER ONZEMIZET 537 A — 2 I BE KT HOT
TN eBZ N, EDH, it~ AVTF REUREEA L THRE BN THEXR 7 v k- U
AT DEFGIFEDLLRNEEZ BND,
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AE : adverse event (HEHR)
AUC : areaunder the curve (JEJ¥ - RFEIHERS dh#R T i f)
BSA : bovine serum albumin (v > IfIyET7T L7 I V)
Cnax :  maximum concentration (& & Ifl. HP i )
CI : confidence interval ({Z3HX[H)
CL/F :  clearance following s.c. administration (2 F# 5% D7 U7 7 R)
CYP : cytochrome P450 (F k7 1 A P450)
DMSO : dimethyl sulfoxide (A F /L« ALK F T R)
ECG : Electrocardiogram (:[rE&[X])
EDTA . ethylenediaminetetraacetic acid (=F L > 27 I VUFEER)
ESRD : end-stage renal disease (RIIE7ER)
ETD :  estimated treatment difference (Y& D 7= DHETE fE)
ETR . estimated treatment ratio (VG D L DOHETEH)
F : Female (i)
Fra . relative bioavailability (FHXIHI/ A A4 Z U T 1)
fu : percentage fraction unbound (FEfE 43 2)
FAS : full analysis set (Fx KON RIRER)
GLP-1 : glucagon-like peptide-1 (Z /L 2 AR~ TF K-1)
HAS : human serum albumin (& MIJET LT I V)
HPLC . high performance liquid chromatography (FPEREHRIAZ v~ 27T 7 1 —)
ISR . insulin secretion rate (1 > A U > 43 UbiR i)
iv. . intravenous (FFARNI D)
IVGTT . intravenous glucose tolerance test (FFARIN 7 K o7 & firaliR)
KD :  dissociation constant (f#HfEE 450
Vi :  terminal rate constant (V825 & & 4%
M : male (51%)
M5.XXX : Module 5.X.X.X (e.g. Module 5.3.3.1) (Module 5.X.X.X (fil : Module 5.3.3.1) )
m/z : mass-charge ratio (‘& & &M LL)

nicotinamide adenine dinucleotide phosphate (== F > « 7 I K7 T = U X7 L AT

NADPH )

OATP . organic anion-transporting polypeptide (FH§7 =4 L WkAR U X7 F K)

PK : pharmacokinetic (GE#)EIHE)

PR interval in the ECG; from the start of the P-wave to the start of the QRS complex (LrEE[X] D
IR s PO U E V225 QRS DX U F£ 0 £ TORERH)

QT time between the start of the Q wave and the end of the T wave (LFEXD QI DIZ U ED
2D THE OBV FTORERH])

QTc : QT interval corrected for rate (JRIIEL THAIIE S 7= QT RifRE)

RNA : ribonucleic acid (U 7NEZRZ)

s.C. . subcutaneous (F¢ F#¢5-)

SAE :  serious adverse event (EEE 72 H EHG)

SD :  standard deviation (FZ#E{RZ)

T2D : type 2 diabetes (2 BUBEIRIH)
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tin :  terminal elimination half-life (F&ARAFHTY I J-J5HA)
tmax . time to maximum concentration (e Ifi 5 B I EERERT)
V./F volume of distribution based on terminal phase following s.c. administration (fZ T # 5% D

FEARARIZI1T 2 A F)
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NN214196: CYP inhibition study in human hepatocytes
Report location: Study NN214196 (M 5.3.2.2)

Method | Evaluation of the potential inhibitory effect of semaglutide by the use of human liver hepatocytes and cytochrome P450 (CYP) model substrates. To
evaluate semaglutide as a direct and time-dependent inhibitor of CYP activity, cryopreserved human hepatocytes from a pool of ten individuals were
incubated in suspension with marker substrates in the presence or absence of semaglutide.

Under the experimental conditions examined, there was little or no evidence of direct or time-dependent inhibition by semaglutide of any of the CYP
enzymes evaluated as evidenced by a lack of any concentration-dependent decrease in enzyme activity. The IC50 values were reported as > 5 pM for
CYP1A2, CYP2B6, CYP2CS8, CYP2C9, CYP2C19 and CYP2D6 and > 40 uM for CYP3A4/5, the highest respective concentration evaluated for each

enzyme.
Results Direct inhibition Time-dependent inhibition
Zero-minute preincubation 240-minute preincubation without
Enzyme Substrate NADPH Potential for metabolism-
2 | Inhibition observed at . | Inhibition observed at dependent inhibition®
ICs (kM) highest conc. (%)® 1Cs0 (M) highest conc.(%)" ’
CYP1A2 Phenacetin >5 NA >5 1.8 Little or no
CYP2B6 Bupropion >5 NA >5 NA Little or no
CYP2CS8 Amodiaquine >5 1.1 >5 NA Little or no
CYP2C9 Diclofenac >5 NA >5 NA Little or no
CYP2CI19 | S-Mephenytoin >5 NA >5 NA Little or no
CYP2D6 Dextromethorphan | > 5 NA >5 NA Little or no
CYP3A4/5 | Testosterone > 40 NA > 40 NA Little or no
CYP3A4/5 | Midazolam > 40 NA > 40 NA Little or no

*Average data (i.e., percent of control activity) obtained from duplicate samples for each test article concentration were used to calculate ICs, values.
"Inhibition observed (%) is calculated with the following formula (results are rounded to two significant figures): Inhibition observed (%) = 100% — Percent
solvent control.

“Metabolism-dependent inhibition was determined by comparison of ICs, values both with and without preincubation and with and without NADPH-
generating system present in the pre-incubation, NA=Not applicable. No value was obtained as the rates at the highest concentration of semaglutide
evaluated were higher than the control rates.
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NN215048: CYP induction study in human hepatocytes
Report Location: Study NN215048 (M 5.3.2.2)

Method | Investigation of the effects of treating primary cultures of cryopreserved human hepatocytes with semaglutide on the expression of cytochrome P450 (CYP)
enzymes, hepatocytes were treated with dimethyl sulfoxide, flumazenil, semaglutide or omeprazole, phenobarbital and rifampin and incubated in situ with
phenacetin, bupropion and midazolam for analysis by LC-MS/MS. Additionally, hepatocytes were harvested with Buffer RLT to isolate RNA and analyzed
by qRT-PCR to assess the effect of semaglutide on CYP1A2, CYP2B6 and CYP3A4 mRNA levels..

Results || Sample Mean activity (Fold change + SD) Mean mRNA levels (Fold change + SD)

CYP1A2 CYP2B6 CYP3A4/5 CYP1A2 CYP2B6 CYP3A4
0.1% DMSO 1.00 +£0.00 1.00 +£0.00 1.00 £ 0.00 1.00 £ 0.00 1.00 +£0.00 1.00 £ 0.00
Semaglutide 0.03 pM 1.00 +£0.09 1.14+0.14 1.11£0.06 0.919+£0.071 1.04+0.16 1.11+0.15
Semaglutide 0.03 pM 0.916 = 0.083 1.06 £ 0.07 1.06 £ 0.02 0.887 £ 0.087 1.06 +0.18 1.10 £ 0.07
Semaglutide 0.03 pM 0.902 £ 0.201 1.15+0.45 1.06 £0.28 0.812 +£0.106 0.990 + 0.281 1.04 £0.22
Semaglutide 0.03 pM 0.920 + 0.035 1.15+0.21 1.14 £0.05 0.882 +0.083 1.06 £0.20 1.17£0.19
Semaglutide 0.03 pM 0.978 £ 0.080 1.24+£0.22 1.21 £0.07 0.923 £0.131 1.14+0.20 1.21+0.20
Semaglutide 0.03 pM 0.947 +0.098 1.20£0.18 1.19+0.10 0.980+£0.113 1.10£0.14 1.21+£0.19
Semaglutide 0.03 pM 0.962 + 0.031 1.26 £0.14 1.20+£0.03 0.887+£0.113 1.11£0.13 1.27+0.23
Semaglutide 0.03 pM 0.913 £0.056 1.19+£0.34 1.19+£0.23 0.861 £ 0.275 1.05+0.15 1.21+0.31
Flumazenil 25 uM 0.906 +£0.117 0.965 +£0.134 1.03+£0.13 0.943 £0.223 0.866 +£0.114 1.21+£0.44
Omeprazole 50 uM 356+£179 NA NA 50.5+19.2 NA NA
Phenobarbital 750 uM NA 8.28 £3.67 NA NA 8.67 £2.38 NA
Rifampin 20 uM NA NA 11.6+53 NA NA 27.6+18.5
In conclusion, under the conditions of this study, where positive controls caused anticipated and appropriate increases in CYP enzyme expression, treatment
of cultured human hepatocytes with up to 15 M semaglutide caused little or no increase (<2.0-fold change) in CYP1A2, CYP2B6, and CYP3A4/5 activity
and mRNA levels.
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NN215026:Transporter inhibition study in human hepatocytes
Report Location: Study NN215026 (M 5.3.2.2)

Method | The ability of semaglutide to inhibit human efflux ABC transporters (namely, P-gp and BCRP) was evaluated by measuring the bidirectional permeability
of a probe substrate (digoxin or prazosin) across a monolayer of Caco-2 and MDCKII-BCRP cells in the presence of semaglutide. The ability of
semaglutide to inhibit human uptake SLC transporters OATP1B1 and OATP1B3 and semaglutide to inhibit SLC transporters OAT1, OAT3 and OCT2
was evaluated by measuring the accumulation of probe substrates (estradiol-17p-glucuronide [OATP1B1 and OATP1B3], p-aminohippurate [OAT1],
estrone-3-sulfate [OAT3] or metformin [OCT2]) in transporter-expressing and control HEK293 cells in the presence of semaglutide..

Results shows that under the conditions evaluated, semaglutide is not an inhibitor of the efflux transporters P-gp and BCRP, nor is it an inhibitor of the
uptake transporters OCT2, OAT1 and OAT3. Semaglutide inhibited the uptake transporters OATP1B1 and OATP1B3 with ICs, values of 3.50 and 2.95
uM, respectively.

The potential for clinical relevant interactions with semaglutide on the investigated drug transporters is considered low when compared to the expected
systemic exposure

Results || Transporter Test system | Substrate Semaglutide conc. evaluated Percent of control at highest ICs

(uM) concentration evaluated (%) (M)
Without BSA With BSA

P-gp Caco-2 Digoxin 0.6, 6 113 118 NA

BCRP MDCKII Prazosin 0.6,6 89.0 95.3 NA

OATPI1B1 HEK293 Estradiol glucuronide 05,5 55.8 107 NA

0.1,0.3,05,1,3,5,10 39.9 56.4° 3.50

OATPI1B3 HEK293 Estradiol glucuronide 05,5 32.7 78.4 NA

0.1,0.3,05,1,3,5,10 28.3 57.1° 2.95

OATI1 HEK293 p-Aminohippurate 0.05,0.5 81.8 62.7° NA

OAT3 HEK?293 Estrone sulfate 0.05, 0.5 91.5 151° NA

OCT2 HEK?293 Metformin 0.05, 0.5 95.9 99.3 NA

“Uptake in the presence of BSA only evaluated at highest test article concentration (10 uM).
®Uptake was low in the presence of BSA, possibly due to binding of the probe substrate to BSA. Inhibition evaluated only in incubations without BSA.
NA=Not applicable
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NN206642: In vitro cross species metabolism of [*’H]|Tyr-semaglutide in hepatocytes
Report Location: Study NN206642 (M 5.3.2.2)

9 0f23

Species/strain: Hepatocytes:
Rat / Wistar
Monkey / Cynomolgus
Human / Caucasian
Dose: 10 nM and 1000 nM (37 kBg/mL)
Analyte [*H]Tyr-semaglutide
Assay: Liquid Chromatography; Radiochemical detection
Sampling time: 4 and 24 hours
Species Rat Monkey Human
Time (h) 4 and 24 4 and 24 4 and 24
Concentrations (nM) 10 and 1000 10 and 1000 10 and 1000
Compounds
(% of total concentration)®
Parent >99 100 100
H1 <1 ND ND

“Based on total peak areas in HPLC radiochromatograms following substraction of control values.

ND = not detected

Additional Information: High metabolic stability was observed at both tested concentrations. In human and monkey incubations no metabolites could be

detected and in the rat hepatocyte incubations one peak was detected at a very low level.
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214064: In vitro cross species metabolism of [*’H]Oct-semaglutide in hepatocytes
Report Location: Study NN214064 (M 5.3.2.2)

10 of 23

Species/strain: Cryopreserved pooled hepatocytes:
Sprague Dawley rat, male
Cynomolgus monkey, male
human, mixed gender
Dose: 10 nM (0.011MBg/mL) and 1000 nM (0.067 MBg/mL))
Analyte: [’H]Oct-semaglutide
Assay: Liquid Chromatography; Radiochemical detection
Sampling time: 4 hours
1000 nM*
Peak/Region l:ierrlinit:t):rval (min) Rat Monkey Human
HI1* 3.53 + ND ND
H2 34.67 + ND ND
H3 35.60-35.73 + ND +
H4 36.07 + ND ND
H5 37.20 + ND ND
H6 38.07 + ND +
H7 39.27 + ND ND
H8" 39.93 +
semaglutide (H9) 41.20-41.27 + + +
H10 43.07 + ND ND

ND = not detected
*expected to be tritiated water
Pimpurity, not of metabolic origin

“no metabolites were observed in the 10 nM incubations
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208380/213228: In vitro plasma protein binding
Report Location: Study NN208380 (M 5.3.2.1), Study NN213228 (M 5.3.2.1)

Species/strain: CD-1 mice, Wistar rats, Sprague Dawley rats, New Zealand White rabbit, G6ttingen minipigs, Cynomolgus monkeys and
humans

Analyte: Semaglutide

Test system: Pooled EDTA plasma from at least five male and five female and human serum albumn (HSA)

Method. SPR technology, using a Biacore T100 instrument, was used to investigate binding between semaglutide and plasma proteins.
Flow cells of CM5 sensor chips were immobilised with semaglutide. Plasma was passed over the flow cells in nine dilutions
in the range of 0.01%-10%. Binding assays were run at 37°C. A kinetic analysis based on the 1:1 binding model was
performed to determine the dissociation constant, Kp, and percentage fraction unbound (f,)of semaglutide in each pool of
plasma
Study No. 208380 Study No. 213228

Species Sex | % f, Mean £SD Plasma albumin Ky, (uM) | Sex % f,Mean £SD Plasma albumin Ky, (nM)

Mouse (CD-1) M |0.56 + 0.23 2.21 + 0.93 M/F 0.28 + 0.05 1.07 + 0.19
F 0.36 + 0.16 1.36 + 0.60 - - - - - - -

Rat (Wistar) M |0.65 + 0.23 2.86 + 1.03 - - - - - - -

F 10.60 + 0.16 2.77 + 0.77 - - - - - - -

Rat (Sprague Dawley) |M |0.59 + 0.25 2.42 + 1.05 M/F 0.19 + 0.04 0.80 + 0.14
F 10.67 + 0.12 3.14 + 0.55 - - - - -

Rabbit (NZ White) F 10.036 =+ 0.011 0.14 + 0.05 F 0.07 + 0.01 0.27 + 0.05

Minipig (Gottingen) F ]0.22 + 0.19 1.37 + 1.19 - - - - - - -

Monkey (cynomolgus) (M [0.19 + 0.05 0.94 + 0.26 M/F 0.46 + 0.09 2.19 + 045
F |0.10 + 0.02 0.49 + 0.08 - - - - - - -

Human M |0.18 + 0.05 1.06 + 0.30 M/F 0.36 + 0.05 2.10 + 031
F 0.19 + 0.04 1.08 + 0.21 - - - - -

HSA - - - - - - - - 0.17 + 0.02 1.09 + 0.10

HSA (fatty acid free) - - - - - - - - 0.04 + 0.002 |0.27 + 0.02

Additional Information: In general the plasma protein binding was comparable between species and the observed difference between the assays was 2-3 fold. The f,
was < 1% for all species investigated
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214379: Metabolite ID on samples collected from trial NN9535-3789
Report Location: Study NN214379 (M 5.3.2.3)

Gender:
Formulations:

Method of Administration:

Dose:
Sampling times:

Males

Described in trial NN9535-3789

Subcutaneous

0.5 mg and 450 uCi per subject of [’H]Oct-semaglutide

Plasma and urine collected 96 and 192-216 h post dose, respectively

Assays/Methods: Analysis of HPLC fractions of biological samples with UPLC-MS and UPLC-RAM, and processing of mass
spectrometry data with MassLynx v4.1 SCN851 software for calculation of the mono isotopic molecular
weights

Biological Biological Mass of ion® Type of ion” Mass of neutral Chemical Mass of Mass

sample components (g/mol) molecule’ formula chemical Accuracy”

(g/mol) formula (g/mol) (ppm)
Plasma Semaglutide (P4)  4112.1328 [M+H]" 4111.1255 Cis7H91NysOs9  4111.1154 2.5
4165.0454 [M-2H+Fe’'"  4111.1251 2.4
P3B 2716.5317 [M+H'T" 2715.5244 Ci26HaosN3003¢  2715.5211 1.2
2769.4463 [M-2H+Fe’""  2715.5260 1.8
P3C-1 4112.1187 [M+H']" 4111.1114 Cis7H201NysOs9  4111.1154 -1.0
P3C-II 4112.1167 [M+H']" 4111.1094 -1.5
P3C-III 4112.1250 [M+HT" 4111.1177 0.6
4165.0259 [M-2H+Fe’]"  4111.1056 2.4
Urine (S'Sr;;)glu“de 4112.1191 [M+H]" 4111.1118 CigrHaoNysOso  4111.1154 0.9
4165.0273 [M-2H"+Fe*1"  4111.1070 2.0
ue6 666.3265 [M+H+]+ 665.3192 C,7H47N504,4 665.3120 10.8
u7 694.3484 [M+H+]+ 693.3411 Cy9H51N501,4 693.3432 -3.0

*Monoisotopic masses of ions from UPLC-MS-peaks with matching retention times to UPLC-RAM-peaks (peaks in radiochromatography)
"The monoisotopic masses of H* (1.0073) and Fe** (55.9349 g/mol) were used in the calculation of M

‘Obtained monoisotopic mass in neutral state (M) = m/z value x charge - mass of H or [Fe’* - 2H"]

Mass accuracy = [(matched mass- M)/matched mass] x 1x10°



Module 2.7.2 8% 1

215514: Structure characterisation following in vitro incubation with human neutral endopeptidase 24.11 (NEP)

Report Location: Study NN215514 (M 5.3.2.3)
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Species:

Test

System:

Concentrations and buffer:

Human

Neutral endopeptidase 24.11 (NEP or Neprilysin)
5 uM semaglutide and 25 pg/mL NEP in 40 mM potassium phosphate, pH 7.2

Assays/Methods: Incubation with NEP (6 and 24h) and analysis with UPLC-MS and processing of mass spectrometry data with GPMAW v9.51
software for matching of molecular masses (m/z values) to masses of proteolytic products from semaglutide
Time Observed | Type of | Obtained | Matched | Mass Peptide sequences of formed metabolites
(h) m/z ion® mass mass accuracy
value® (g/mol) (g/mol) (ppm)

718 10/11(12|13[14|15|16|17[18|19|20|21[22|23|24|25|26 |27[28|29(30|31[32|33(34|35(36|37
6 |1158.5759 | [M3H | |3472.7058 [3472.7178| 3.5 |H|X GIT|F|T|S|D|[V[S|S|Y|L|E|[G|Q|A[A[*K|E|F|I[A|W
6 | 986.1599 | [M+3H']°"|2955.4578(2955.4489 -3.0 H|X G|T|F|T|S|D|V|S|[S|Y|L|E|G|Q|A|A|*K|E
6 | 960.5378 |[M+3H °"[2878.5915]2878.5844] -2.5 Y| LIE|G|Q|A|JA|*K|E|F|T|A|W|L|V|R|G|R]|G
6 | 906.1758 |[MT3H " | 2715.5055 [2715.5211| 5.7 LIe|lg|olAalal*k|E|F|1]A|W|L|V|R|[G|R]|G
24 | 936.0005 |[M+2H]*" | 1869.9864 | 1869.9863 -0.1 Y/ LIE|G|Q|A|A|*K|E|F
24 | 862.4724 [[M+2H |7 | 1722.9302 [ 1722.9179] -7.1 Y|L|E|G|[Q|A|A[*K|E
24 |P854.4684 | [M+2H1*" [ 1706.9222 | 1706.9230 0.5 E|G|Q|A|A|*K|E |F |1

L|E|G|Q|A|A|*K|E|F
24 | 780.9377 |[M+2H = | 1559.8608 | 1559.8546| 4.0 LIE[G|Q|A|A[*K|E
24 P1318.7419] [M+H " |1317.73461317.7279| 5.1 G|Q|A|A[*K|E
E|G|Q|A|A|*K

24 |1133.6533| [M+H']" [1132.6460|1132.6479| 1.7 A|A[*K|E
24 [1209.6895| [M+H']" |1208.6822|1208.6792| -2.5 A|*K|E|F
24 [1138.6545| [M+H']" | 1137.6472|1137.6421 -4.5 *K|E | F
24 | 1062.616 | [M+H'T" |1061.6087|1061.6108 2.0 A |*K| E
24 | 991.5803 | [M+H']" | 990.5730 | 990.5736 0.6 *K| E
24 | 933.5721 | [M+H']" | 932.5648 | 932.5682 3.6 A [*K
24 | 665.3356 | [M+H']" | 664.3283 | 664.3221 -9.3 E|F|T|A|W
24 | 536.2881 | [M+H']" | 535.2808 | 535.2795 -2.4 I |A[W

F
Conclusion: At 6 h, the metabolites characterised were products from one proteolytic cleavage at one of the following sites: Ser' -Tyr'’, Tyr' -Leu”

, Glu”’-Phe™ and Trp’'-
Leu’”. At 24 h, the metabolites characterised was smaller products with molecular masses in the range 500-2000 g/mol, and were products from more extensive degradation

*The most abundant ions in the MS spectra, "m/z values with two matching peptide sequences
*K = Lys”® with intact side chain and X = Aib,
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Trial ID, Trial design, objectives and primary Subjects Treatment and Results and conclusions
report endpoints exposed (M/F) dose
location,
region
1820° Single-centre, randomised, double-blind, Healthy Semaglutide: No clinically relevant safety signals were identified with this trial and tolerability
M5.3.3.1 placebo-controlled, parallel-group, dose- 56 (56/0) (42 Six single s.c. doses of semaglutide (NNC 0113 0217) was acceptable at doses up to the maximum
DE escalation trial to assess safety, tolerability, semaglutide, 0f 0.625, 1.25, 2.5,

pharmacokinetics and pharmacodynamics and 14 placebo)
to explore the effect of appetite sensations,

energy intake and diuresis of semaglutide in

healthy male subjects

Primary endpoints: Adverse events, clinical
laboratory tests (haematology, biochemistry,
lipid and coagulation parameters and
urinalysis), physical examination, vital signs,
ECGs and maximum tolerated dose

5,10, 15 and
20 pg/kg

tolerated dose of 15 pg/kg body weight. No serious adverse events were reported.

There were 57 TEAEs experienced by approximately half of all subjects, the
most common of which were nausea, dyspepsia, vomiting, headache and
decreased appetite.

The demonstrated PK properties were compatible with once-weekly dosing of
semaglutide. In healthy subjects, the harmonic mean elimination half-life of
semaglutide was approximately 5 days for the 5 pg/kg dose and between 6'4 and
7 days for the 10, 15 and 20 pg/kg dose.

Although no dose proportionality for AUC_4gn, AUCy. 1681, AUCy., and Cp.x Was
demonstrated over the entire dose interval 0.625-20 pg/kg, dose-proportionality
was shown for these endpoints for 10, 15 and 20 pg/kg doses in an exploratory
analysis.

Effects on fasting plasma glucose and insulin were observed 1 day after dosing.
Mean energy intake at a dinner meal both 1 and 7 days after dosing was notably
decreased for the 10, 15 and 20 pg/kg dose groups compared to baseline; energy
intake 1 day after dosing was likely confounded by nausea.

Hunger and prospective food consumption were generally reduced for the 10, 15
and 20 pg/kg groups compared with placebo 1 day after dosing, and fullness and
satiety were generally increased. No treatment effect on these appetite ratings 7
days after dosing was apparent.

No dose-related increase in diuresis was observed during the trial.
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Trial ID, Trial design, objectives and primary Subjects Treatment and Results and conclusions

report endpoints exposed (M/F) dose

location,

region

3616 Multi-centre, open-label, parallel-group trial ~ Total: 56° Semaglutide: Following dosing with a single dose of 0.5 mg semaglutide:

M5333 to inve_st_igate pharmaco_kin_etics, ;afety a_nd (34/22); single s.c. dose of e The pre-specified ‘no effect’ criterion ([0.70; 1.43]os0,cr) was met for all renal
us tolerability of semaglutide in subjects with 0.5 mg impairment groups, except for the severe renal impairment group, as compared to
normal renal function and in subjects with Healthy: 14 th : . .

. . . e group with normal renal function. The AUC,_, for the group with severe
impaired renal function 9/5); . . . o/ 1: .
Subjects with renal impairment was approximately 22% higher than for the group with normal
Primary endpoints: AUC_, of semaglutide  renal renal function.
Stage 1: Comparison between subjects with ~ impairment: e A sensitivity analysis, adjusting for age, sex and body weight, demonstrated that
normal renal function and subjects with Mild: 11 (6/5); each of the 95%ClI for the ratio of AUC,_,, between each renal impairment group,
severe renal impairment Moderate: 11 including the severe renal impairment group, and the group with normal renal
Stage 2: Comparison between subjects with (6/5) function was contained within the ‘no effect’ boundary.
normal renal function and subjects with mild ]SEE\;SS .l })0(56//34 )) e No clinically relevant relationship was found between creatinine clearance
renal impairment and between subjects with ’ (CL¢R) and either exposure (AUC,.,,) or maximum concentration (C,y)-
normal renal function and subjects with e The unbound fraction for semaglutide was low across the renal impairment
moderate renal impairment groups and for those with normal renal function.
e Semaglutide was well tolerated in all renal groups and no safety concerns were
raised.
e Based on these results, a dose adjustment of semaglutide may not be warranted in
subjects with renal impairment.
3633° Single-centre, randomised, double-blind, Healthy: 84 Semaglutide: single e No safety issues were identified in this trial, and the safety and tolerability profile
M 5333 placeb(‘)-con.trolled, parallel-group, dos.e. (84/0); . s.c. doses of 0.1, 0.2 appeared similar between Caucasian and Japanese subjects.
GB escalation trial to assess safety, tolerability Caucasian: 42 and 0.4 mg; . L
o o . e No deaths, medical events of special interest or severe adverse events were
and pharmacokinetics of semaglutide in (42/0) (32 multiple s.c. doses d
healthy male Japanese and Caucasian subjects semaglutide, 10 0f 0.1, 0.2, 0.4, 0.8 reported.
placebo) and 1.2 mg. e No differences in pharmacokinetic properties between Caucasian and Japanese
Primary endpoint: Adverse events Japanese: 42 subjects.
(42/0) (32 e Similar treatment effects on determinants of glycaemic control (glucose, insulin,
semaglutide, 10 glucagon) and on body weight in Caucasian and Japanese subjects.
placebo) . . . L
e Results from this trial do not support differential dosing in Japanese and
Caucasian subjects in future clinical trials.
3634 Single-centre, randomised, double-blind, Healthy: 44 Semaglutide: single e The exposure of semaglutide at steady state (AUC,.;¢s) Was comparable between
M53.3.3  placebo-controlled, parallel-group trial to (44/0); s.c. doses of 0.25 Japanese and Caucasian subjects in both dose groups. The estimated race ratios
JP assess pharmacokinetics, pharmacodynamics, Caucasian: 22 mg; multiple s.c.

safety and tolerability of semaglutide in
healthy male Japanese and Caucasian subjects

(16 semaglutide,
6 placebo);
Japanese: 22

doses of 0.5 and

1.0 mg

(Japanese/Caucasian) were: 0.5 mg semaglutide 1.06 [0.92; 1.23]ose.c15
1.0 mg semaglutide 0.99 [0.85; 1.16]9s0cr.

®  Cuxsemass Was comparable between Japanese and Caucasian subjects in both
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Primary endpoint: AUC,_j4g,, area under the (16 semaglutide, dose groups.
plas_ma sema.glut.lde concentration—time curve 6 placebo) There was an expected dose-dependent increase in AUC,_ gy, for both race
durlgg a dosing interval (0-168 hours) at groups. The estimated treatment ratios (1.0 mg/0.5 mg) were: Japanese: 2.08
steady state [1.80; 2.40]0s9c; Caucasian: 2.22 [1.89; 2.60]oscr.
A dose-dependent weight loss was shown for semaglutide at steady state for both
Japanese and Caucasian subjects.
No new safety or tolerability issues were observed for semaglutide. The overall
safety profile was comparable between Japanese and Caucasian subjects.
3635 Single-centre, randomised, double-blind, T2D: 75 (51/24)  Semaglutide: Insulin secretion in both the first and the second insulin secretion phase was
M5.3.42 multlple.-dosef placefbo-controlled, parallel- (37 semaglutide, multiple s.c. doses increased in subjects with T2D treated with semaglutide as compared to placebo
DE ﬁ;‘:lfll;;fcliyyz ;ﬁissﬂiit:ﬁzcokineﬁcs et 38 placebo) of 1.0 mg as measured by the IVGTT: AUCq_jomin; ETR [95% CIJ: 3.02 [2.53; 3.60];
> ’ AUC 9.120min; ETR [95% CIT]: 2.10 [1.86; 2.37].
on f-cell function, as well as safety, and Healthy: 12 10 129 ] [95% €1} ) [ ) ; ] )
tolerability of semaglutide in subjects with (8/4) (no Semaglutide increased the max1.m.al 1n§u11n s§cretory capacity as compared to
T2D treatment) placebo as measured by the arginine stimulation test

Primary endpoints:

Change from baseline to end-of-
treatment in first phase insulin secretion
measured as AUCg_omin, area under the
serum insulin concentration time curve
from 0 to 10 minutes aftera 25 g
glucose bolus i.v. infusion IVGTT) in
subjects with T2D.

Change from baseline to end-of-
treatment in second phase insulin
secretion measured by AUC-120mins
area under the serum insulin
concentration time curve from 10—120
minutes after a 25 g glucose bolus i.v.
infusion (IVGTT) in subjects with T2D.

Semaglutide reduced postprandial glucose and glucagon, and increased C-peptide
as compared to placebo in the 24-hour profiles

B-cell responsiveness was increased after treatment with semaglutide compared
to placebo, and at end-of-treatment it closely resembled that of healthy subjects
as measured by the graded glucose infusion test

Semaglutide PK profiles were as expected
No new safety or tolerability issues were observed for semaglutide.
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3651 Mglti-ce_ntre, open-label, _pargllel-group trial ~ Total: 44 Semaglutide: single Exposure of semaglutide was not affected by the hepatic impairment. The pre-
M5.3.3.3  to investigate pharmacokinetics, gafety and  (21/23); s.c. doses of 0.5 mg specified ‘no effect’ criterion ([0.70; 1.43]9se,cr) Was met for all hepatic
PL SK tolerability of semaglutide in subjects with impairment groups as compared to the group with normal hepatic function. The
impaired hepatic function compared to Healthy: 19 . . . . .
: . . . estimated ratios of mean AUC,._,, in each hepatic impairment group to the group
subjects with normal hepatic function (9/10) . . . .
Subjects with with normal hepatic function were: mild 0.95 [0.77; 1.16], moderate 1.02 [0.93;
Primary endpoint: AUC,,, area underthe  hepatic 1.12] and severe 0.97 [0.84; 1.12].
semaglutide plasma concentration-time curve impairment: Pharmacokinetic properties for the subjects with hepatic impairment were similar
from time 0 to infinity after a single dose of ~ Mild: 8 (5/3) to those of the subjects with normal hepatic function.
semaglutide g%(;erate: 10 Fraction unbound of semaglutide assessed with in vitro assay was less than 0.5%
Severe: 7 (52 for all subjects. o ‘
No new safety or tolerability issues were observed for semaglutide.
3652 Single-centre, randomised, double-blind, Healthy: 166 Semaglutide: There was no unacceptable prolongation of QTcl at steady state of semaglutide
M 5.3.4.1 placebo controlled, parallel-group trial witha (99/67) multiple s.c. doses 1.5 mg.
DE nested cross-over design for positive control (83 semaglutide, of0.25,0.50, 1.0

to assess effect on cardiac repolarisation,
pharmacokinetics, safety and tolerability of
semaglutide in healthy subjects

Primary endpoint: QTcl, based on ECG
recordings obtained at 11 time points 0—48
hours after the fourth dose of
semaglutide/semaglutide placebo at the

1.5 mg dose level

83 placebo ) and 1.5 mg.

. The upper limits of the 11 two-sided 90% Cls for the estimated mean
treatment differences were all below 10 msec
. A shortening of the QTcl was indicated
. Estimated mean treatment differences between subjects treated with
semaglutide 1.5 mg and placebo in baseline-adjusted QTcI ranged from
—6.56 msec [—10.14; —2.98]9¢v; c1 to —3.16 msec [—6.62; 0.29]99+; c1-
QT assay sensitivity was established; a prolongation in cardiac repolarisation was
demonstrated after administration of a positive control (moxifloxacin) compared
to placebo
Heart rate was increased on all dose levels of semaglutide compared to placebo
PR interval was prolonged on all dose levels of semaglutide compared to placebo
Changes in QTcl intervals seemed independent of semaglutide concentration
The increase in semaglutide exposure (AUCs and C,,,,) with increasing dose was
consistent with dose-proportionality
No new safety or tolerability findings were observed for semaglutide.
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3679° Single-centre, randomised, double-blind, two- Healthy: 44 Semaglutide: single Equivalence was demonstrated for the primary endpoint AUC_,, between
M 5.3.1.2  period incomplete cross-over trial to test for  (44/0) s.c. doses of 0.8 mg. semaglutide 1 mg/mL, 3 mg/mL and 10 mg/mL. The estimated ratios and the
DE equivalence between s.c. injection of Strengths: corresponding 90% Cls were:
semaglutide V.Vlth different streng.t hs, and 1 mg/mL; . 1 mg/mL versus 3 mg/mL comparison: 1.00 (CI: [0.86; 1.16])
assess safety in healthy male subjects 3 mg/mL; .
10 mg/mL . 1 mg/mL versus 10 mg/mL compar¥son: 1.00 (CI: [0.86; 1.17])
Primary endpoint: AUC,_,,, the area under . 3 mg/mL versus 10 mg/mL comparison: 1.00 (CI: [0.86; 1.16]).
the plasma semaglutide plasma- Equivalence was demonstrated for C,,,, between semaglutide 1 mg/mL and
concentration-time curve in the interval 0-co 3 mg/mL and between 3 mg/mL and 10 mg/mL, but not between semaglutide
after investigational medicinal product 1 mg/mL and 10 mg/mL
administration The time to maximum concentration (t,,,) was reached earlier with increasing
strength of semaglutide, but there were no difference between semaglutide
1 mg/mL, 3 mg/mL and 10 mg/mL for the PK parameters: t, AUC\,s;, AUCoexras
AUCO_29 days» }\'zs ty, CL/F and VZ/F
F.wasclose to 1 for all three comparisons (semaglutide 1 mg/mL versus
3 mg/mL, 3 mg/mL versus 10 mg/mL and 1 mg/mL versus 10 mg/mL).
No safety concern was raised after a single administration of semaglutide
1 mg/mL, 3 mg/mL or 10 mg/mL
3684 Single-centre, randomised, double-blind, T2D: 37° (25/12) Semaglutide: During hypoglycaemia, treatment with semaglutide compared with placebo in
M5.3.42  placebo controlled, cross-over trial to multiple s.c. doses subjects with T2D did not compromise the increase in glucagon concentration:
AT investigate effect of semaglutide on of 1.0 mg

hypoglycaemic counter—regulation,
pharmacokinetics, safety and tolerability in
subjects with T2D

Primary endpoint: The endpoint was
derived from the mean of three measurements
(10, 20, and 30 minutes) at target plasma
glucose clamp levels 5.5 mmol/L and nadir
after 12 weeks treatment in each treatment
period.

e  Change in mean glucagon concentration
during hypoglycaemia (change from
target level 5.5 mmol/L to nadir [target
2.5 mmol/L])

. The estimated absolute increase in mean glucagon level during
hypoglycaemia (change from target level 5.5 mmol/L to nadir [target
2.5 mmol/L]) was comparable between the two treatments: ETD
(semaglutide-placebo): 5.2 pg/mL [-7.7; 18.1]os04c1

. The estimated relative increase in mean glucagon during hypoglycaemia
was 28% higher for subjects when treated with semaglutide than with
placebo: ETR (semaglutide/placebo): 1.28 [1.04; 1.56]9se,c1. The
treatment difference in the relative increase was primarily driven by a
lower glucagon level at 5.5 mmol/L for subjects when treated with
semaglutide than with placebo.

e During hypoglycaemia, treatment with semaglutide compared with placebo in

subjects with T2D:
. trended to diminish the increase in concentrations of adrenaline,
noradrenaline and cortisol, but did not change the increase in growth
hormone concentration
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. did not compromise the plasma glucose dependent decrease in C-peptide
concentration
. resulted in a similar AUCgpg, indicating an overall comparable
counterregulation
. lowered the overall hypoglycaemic symptoms score and hypoglycaemic
awareness
. did not affect the cognitive function
Treatment with semaglutide did not affect the ability to recover from
hypoglycaemia compared with placebo treatment
Semaglutide pharmacokinetics were as expected
No new safety or tolerability issues were observed for semaglutide
3685 Single-centre, randomised, double-blind, Subjects with Semaglutide: Mean energy intake during ad libitum lunch was lower for subjects when treated
M5.3.4.1 placebo controlled two-period cross-over trial obesity but multiple s.c. doses with semaglutide compared with placebo: -1255.5 kJ [-1707.1; -803.9]0ss; c1.
GB to investigate the effect on energy intake, without T2D: 30 of 1.0 mg

appetite sensations, postprandial glucose and
triglyceride metabolism and gastric emptying,
and the pharmacodynamics,
pharmacokinetics, safety and tolerability, of
semaglutide in subjects with obesity

Primary endpoint: Ad libitum energy intake
during a lunch meal (following a standardised
breakfast meal) after 12 weeks of treatment

(20/10)

Fasting and postprandial appetite sensations were lower for subjects when treated
with semaglutide compared with placebo. Postprandial increments of the
composite endpoint, overall appetite score, was however not significantly
different between treatments.

Control of eating and food cravings was overall improved for subjects when
treated with semaglutide compared with placebo.

Relative preference for fat food items was lower and relative preference for sweet
food items was higher for subjects when treated with semaglutide compared with
placebo.

Overall gastric emptying was comparable between semaglutide and placebo. A
delay during the first hour after meal intake was however observed for subjects
when treated with semaglutide compared with placebo.

Fasting, as well as postprandial, glucose and lipid metabolism were improved for
subjects when treated with semaglutide compared with placebo.

No new safety or tolerability issues were observed for semaglutide.
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3687 Single-centre, randomised, incomplete two-  Healthy: 42 Semaglutide: single Equivalence was demonstrated for semaglutide total exposure after a single 0.5
M 53.1.2  period cross-over trial to investigate the PK  (25/17) (s.c. 32; s.c. doses of 0.5mg; mg dose for the pairwise comparison between the three strengths of s.c.

DE of s.c. injection of semaglutide with different

i.v. 10)

Single i.v. dose of

semaglutide; the estimated treatment ratio of AUC,.,, for:

strengths and the z.il?solute bloavall.abll.lty, 0.25 mg o 1 mg/mL vs. 3 mg/mL: 1.02 [0.99; 1.05]ogeuct
safety and tolerability of semaglutide in Strengths (s.c.): . | L vs. 10 me/mL: 0.97 [0.94: 1.01
healthy subjects 1 mg/mL; mg/mL vs. 10 mg/mL: 0.97 [0.94; 1.01]ps,cy
3 mg/mL; . 3 mg/mL vs. 10 mg/mL, 0.96 [0.92; 0.99]ggesc1
Primary endpoint: AUC,_,, area under the 10 mg/mL Overall, equivalence was not shown with regards to the C,,,,; C..x increased with
semaglutide plasma concentration curve from increasing strengths and only the comparison between 1 vs. 3 mg/mL fulfilled the
time 0 to infinity after single dose of the three equivalence criterion.
strengths of semaglutide (1 mg/mL, 3 mg/mL The geometric mean of terminal t;,, of s.c. semaglutide (range 143—152 hours)
and 10 mg/mL) . .
and i.v. semaglutide was comparable (137 hours).
The absolute bioavailability of s.c. semaglutide was 89%.
No new safety or tolerability issues were observed for semaglutide.
3789 Single-centre, open-label trial to investigate ~ Healthy: 7 (7/0) ~ Tritiated _([3HD The total recovery (measured as the total excretion) of [*H]-semaglutide related
M5.33.1  the absorption, metabolism, excretion, semaglutide: single material was 75.1% of the administered dose: 53.0% in urine, 18.6% in faeces

NL pharmacokinetics, safety and tolerability of
[*H]-semaglutide in healthy male subjects

Primary endpoint: Concentration of the
major metabolites of [°H]-semaglutide in
plasma, urine, and faeces assessed up to 9
weeks following a single dose of 0.5 mg
[3H]7semaglutide

s.c. dose of 0.5 mg
(approximately 450

uCi)

and 3.2% in expired air.

Semaglutide was the primary component circulating in plasma at all investigated
timepoints and accounted for 83% of total radioactivity based on AUC,. Six (6)
metabolites were detected in plasma, with each metabolite accounting for
0.4—7.7% of total radioactivity based on AUC,,.

Semaglutide was extensively metabolised prior to elimination. In urine, 22
components were detected. The 2 most abundant metabolites each accounted for
approximately 14% of the administered dose. One component, which accounted
for 3.1% of the administered dose, had the same retention time as semaglutide
and was likely to be semaglutide.

In faeces, 7 metabolites were detected, with each metabolite accounting for
0.1-1.5% of the administered dose. Semaglutide was not detected in faeces.
[*H]-semaglutide related material was primarily distributed in the plasma
compartment.

The pharmacokinetic properties for semaglutide were as expected.

No new safety issues were identified in this study.
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3817 Single-centre, open-label, one-sequence Healthy: 23¢ Semaglutide: e Semaglutide at steady state exposure did not change the overall exposure (AUC,,.
M 5.3.3.4 cross-over trial to investigate the influence of (13/10) multiple s.c. doses 1on) of metformin steady state. The estimated ratio of AUC,_1;, was 1.03

DE semaglutide on pharmacokinetics and of 1.0 mg

pharmacodynamics of warfarin and
pharmacokinetics of metformin, as well as
safety and tolerability in healthy subjects

Primary endpoints:

AUC,, area under the metformin plasma
concentration-time curve during a
dosing interval (0—12 hours) after the
last of 7 repeated doses of metformin
without semaglutide exposure and at
semaglutide steady state

AUC (63, area under the S-warfarin
plasma concentration-time curve from
time 0 to 168 hours after a single dose
of warfarin without semaglutide
exposure and at semaglutide steady state
AUC (_6gn, area under the R-warfarin
plasma concentration-time curve from
time 0 to168 hours after a single dose of
warfarin without semaglutide exposure
and at semaglutide steady state

Metformin: 500 mg
twice daily for 3.5
days

Warfarin: single
dose of 25 mg

[0.96; 1.11]9ge, c1, which is within the pre-specified limit of 0.80 to 1.25.
Semaglutide at steady state exposure did not change the overall exposure (AUC,.
16sn) of warfarin after single dose. The estimated ratio of AUC_;4g, was 1.05
[0.99; 1.11]9ge; 1 for S-warfarin and 1.04 [0.98; 1.10]gqs, ¢ for R-warfarin, which
are both within the pre-specified limit of 0.80 to 1.25.

e Semaglutide at steady state exposure did not change the maximum concentration
(Cpnax) of metformin or warfarin.

e No relevant change in INR response to warfarin was observed when co-
administrated with semaglutide.

e No new safety or tolerability issues were observed for semaglutide.

e When combining semaglutide with metformin or warfarin, no new safety issues
were observed compared to single drug administration.

e No dose adjustment of metformin and warfarin is warranted when co-
administrated with semaglutide.
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3818 Single-centre, open-label, one-sequence cross Healthy: 31 Semaglutide: e Semaglutide at steady state exposure did not change the overall exposure (AUC,.
M 5334 over trial.to investigate the .inﬂ_uence of (15/16) multiple s.c. doses 7o) of atorvastatin after single dose., The estimated ratio for AUC_ 7, was 1.02
DE semaglutide on pharmacokinetics of of lLOmg [0.93 ; 1.12]ogsicr, which is within the pre-specified limit of 0.80 to 1.25.
atorvastin and digoxin, as well as safety and Atorvastatin; single . .
tolerability in healthy subjects dose of 40 mg SemagluFlde gt steady.state exposure did Tlot chang§ the overall exposure (AUC,.
Digoxin; single dose 120n) Of digoxin after single dose. The estimated ratio for AUC. 5, was 1.02
Primary endpoints: of 0.5 mg [0.97 ; 1.08]ggu,cr, » which is within the pre-specified limit of 0.80 to 1.25.
e AUC (-7, area under the atorvastatin e Semaglutide at steady state exposure did not change the maximum concentration
p]asma concentration-time curve from of digoxin. The maximum concentration of atorvastatin was decreased by 38%
time 0 to 72 hours after a single dose when co-administered with semaglutide at steady state, however with the overall
e AUC ja0n, area under the digoxin exposure unchanged, this decrease was judged to be not clinically relevant
plasma concentration-time curve from e No new safety or tolerability issues were observed for semaglutide when
time 0 to 120 hours after a single dose administered alone and when co-administered with atorvastatin or digoxin
e No dose adjustment of atorvastatin and digoxin is warranted when co-
administrated with semaglutide
3819 Single-centre, open-label, one-sequence T2D: 43 (0/43)  Semaglutide: e Semaglutide at steady state did not change the overall exposure (AUC.,4y, for
M5334 cross-over trial to investiga.te the influence of multiple s.c. doses ethinylestradiol steady state. The estimated ratio for AUCy 4, was 1.11 [1.06;
DE semaglutide on pharmacokinetics of of LOmg 1157990, c1 Which is within the pre-specified limit of 0.80 to 1.25
ethinylestradiol and levonorgestrel in an oral Ethinylestradiol; . . .
contraceptive combination drug as well as 0.03 mg once daily Semaglutide at steady state exposure .d1d shghtl.y increase the exposure
safety and tolerability in female subjects with for 8 days (AUC.p4y) of levonorgestrel. The estimated ratio for AUC(.,4, was 1.20 [1.15;

T2D

Primary endpoints:

AUC,, area under the ethinylestradiol
concentration curve in a dosing interval
(0-24 hr)

AUC,, area under the levonorgestrel
concentration curve in a dosing interval
(0-24 hr)

Levonorgestrel; 0.15
mg once daily for 8
days

1.26]909, c; Which is not contained within the pre-specified limit of 0.80 to 1.25.

e Exposure of oral contraceptive components was slightly increased with
semaglutide treatment.

e No clinically relevant change in the overall exposure of ethinylestradiol and
levonorgestrel was observed. Thus, semaglutide is not anticipated to decrease the
effectiveness of oral contraceptives.

e There were no apparent differences in any of the other oral contraceptive PK
parameters between the two treatment periods.

e The semaglutide trough values increased with increasing doses of semaglutide.
e No safety concerns were identified in the trial.




Module 2.7.2 4% 1

23 of 23

Trial ID, Trial design, objectives and primary Subjects Treatment and Results and conclusions

report endpoints exposed (M/F) dose

location,

region

4010 Single-centre, randomised, double-blind, two- Healthy: 28 Semaglutide: single e Bioequivalence was demonstrated between semaglutide produced by two

M 5.3.1.2  period, cross-over trial in healthy subjects to  (12/16) s.c. dose of 0.5 mg different manufacturing processes (synthetic [A] and recombinant [B]) as 90% CI
DE investigate the bioequivalence, safety and synthetic

tolerability between s.c. injections of
semaglutide produced by two manufacturing
processes

Primary endpoints: Plasma concentrations
was measured over 4 weeks and used to
derive the following endpoints:

o AUC. ., the area under the plasma
semaglutide concentration curve from
time 0 until last quantifiable
measurement after a single dose s.c.
semaglutide administration

o Cuy the maximum plasma semaglutide
concentration after a single dose s.c.
semaglutide administration

(semaglutide A) or
0.5 mg recombinant
semaglutide
(semaglutide B)

for the ratio of both the primary pharmacokinetic endpoints AUC.j, and Cpax
was fully contained within the limits of 0.80—1.25.
. The estimated ratio (semaglutide B vs. semaglutide A) and the
corresponding CI of AUC_j,; was 1.04 (1.02; 1.06)
. The estimated ratio (semaglutide B vs. semaglutide A) and the
corresponding CI of C,,, was 1.04 (0.99; 1.08)
No relevant difference between synthetic and recombinant semaglutide were seen
for the other secondary pharmacokinetics or pharmacodynamic endpoints.
No apparent or unexpected safety or tolerability issues were observed for either
synthetic semaglutide or recombinant semaglutide.

Notes: * Bioanalysis of semaglutide in plasma was performed using a validated semaglutide specific two-sited immunoassay (LOCI) ; ° an additional 6 subjects
received 10 ug/kg; © A total of 38 subjects were exposed to semaglutide but one subject was randomized in error and therefore withdrawn from the trial right after first
dosing. Hence the subject was excluded from the FAS; ¢ a total of 24 subjects were exposed to semaglutide but one subject was excluded from the FAS due to obvious
non-compliance (abstained semaglutide administrations at home and self-induced vomiting shortly after warfarin dosing at site)
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AUC . area under the curve (JRFE - IR HERS AR T imfE)
: area under the curve from zero to infinity ($&5-%% 0 R[> & MEFRKRER] & T

AUCo - SRR A

AUC, area under the curve from time zero to time t (% 5-%% 0 R[] 2> & t RE Al E TOPRSE
. - PR [ bR T AR

AUC, area under the curve from time zero to tiy ($£5-% 0 FFfH 2> & B ASHIERF R E TD
o P BE - IRp R R T AR

Cinax : maximum concentration (& L)

CL/F . clearance following s.c. administration (Z.2MF D7 U7 7 2 X)

CO : cross-over (7 B AA—/3—)

Ccv . coefficient of variation in percent [ZE%EEL (%) )

DB : double blinded (—HE)

DDI . drug-drug interaction (GE¥FH AAEH)

ESRD . end-stage renal disease (CRIIEZER)

F : female (Z¢1%)

Frol : relative bioavailability (FAXFH)/SA A_A Z U F 1)

iv. . intravenous (FRIRIN D)

LLQQ : lower limit of quantification (& FFR)

M : male (51%)

M 5.X.X.X : Module 5.X.X.X (e.g. Module 5.3.3.1) (Module 5.X.X.X (fjl : Module 5.3.3.1)

m/z . mass-charge ratio (& &7 kk)

N number of subjects exposed to semaglutide (&~ 7 /VF RO G %521 F =45

)

OL . open labelled (FEEHH)

s.C. . subcutaneous (F¢ T~#5-)

SD :  standard deviation (FEVE(R7)

T2D : type 2 diabetes (2 FLHELRIT)

tin :  terminal elimination half-life (F&ARFRYE J<-08H7)

tmax : time to maximum concentration (x5 ML 775 B 2 SERFE)

VJF volume of distribution based on terminal phase following s.c. administration (FZ T ¢

B4 OB IS < A RFE)
W : with (f£9)
W/O : without (Zffd72\))
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Trial ID, Exposed to Formulation AUC.168n Chax tmax ty, CL/F V./F
Report semaglutide® | (Batch no.) Geom. mean (CV) Geom. mean (CV) Median (min-max) Geom. mean (CV) Geom. mean (CV) Geom. mean (CV)
Location, N (M/F) Dose (nmol-h/L) (nmol/L) (h) (h) (L/h) L)

Design

3635 37 (27/10) 1.34 mg/mL

M 5342 (CV40201)

DB 1.0 mg 4684 (18.8) 32.2 (19.1) 36.0 (4.0-165.0) 149 (10.9) 0.052 (18.8) 11.24 (18.6)
3684 37 (25/12) 1.34 mg/mL

M 5342 (CV40201)

DB 1.0 mg 4811 (20.2) 33.3(20.8) 59.8 (18.1-121.3) 150 (11.0) 0.051 (20.2) 13.92 (23.7)
CcoO

3819 43 (0/43) 3 mg/mL

M53.34 (YLDPO020)

OL 1.0 mg 4602.0 (16.8) 33.8 (15.5) 35.95(11.95-167.20) 164.83 (14.07) 0.05 (18.12) 12.4 (22.4)
co®

Notes: * The number of subjects used for the pharmacokinetic endpoint estimates can deviate from the total number of exposed subjects (e.g. due to measurements below

LLOQ or withdrawn subjects)® the DDI trials were conducted as one-sequence cross-over trials referring to the concomitantly administered drug (assessment before and
after semaglutide treatment)
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2.7.2.52.1.2 2 BUHERA CTIXE VBB HERE
27252121 EFREICET2EYEEDELN (2 BHERBK TIXGUVESHEES)

Trial ID, Exposed to Formulation AUC.168n Chax tmax ty, CL/F V./F

report semaglutide® (batch no.) Geom. mean (CV) Geom. mean (CV) Median (min-max) Geom. mean (CV) (h) | Geom. mean (CV) Geom. mean (CV)
location, N (M/F) dose (nmol-h/L) (nmol/L) (h) (L/h) @)

design

3685 30 (20/10) 1.34 mg/mL

M53.4.1 (CV40201)

DB 1.0 mg 4467 (17.7) 32.04 (19.1) 35.33 (11.83-84.00) -

CcoO

Note: * The number of subjects used for the pharmacokinetic endpoint estimates can deviate from the total number of exposed subjects (e.g. due to measurements below
LLOQ or withdrawn subjects)
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2.7.252.1.3 {REWHERE
27252131 EERBICHE T ORMBEOEL (REHRSE)
Trial ID, Exposed to Formulation AUC.168n Chax tmax ty, CL/F V./F
report semaglutide® (batch no.) Geom. mean (CV) Geom. mean (CV) Median (min-max) Geom. mean (CV) Geom. mean (CV) Geom. mean (CV)
location, N (M/F) dose (nmol-h/L) (nmol/L) (h) (h) (L/h) @)
design
3633" 64 (64/0) 3 mg/ml Harmonic mean Mean
M5333 Caucasian (VLDP023) (min-max) (min-max) (min-max) (min-max)
DB 6 (6/0) 0.1 mg 149 (116-172) 1.4 (1.1-1.6) - 136.1 (106.1-213.1) 0.166 (0.142-0.209) -
6 (6/0) 0.2 mg 457 (329-560) 3.4 (2.5-4.2) 168.6 (133.2-184.4) 0.108 (0.087-0.148)
6 (6/0) 0.4 mg 1078 (953-1482) 7.9 (6.9-10.7) 160.9 (148.8-172.4) 0.091 (0.066-0.102)
6 (6/0) 0.8 mg 2234 (1701-2520) 16.3 (12.0-18.9) 155.1 (136.1-172.4) 0.088 (0.077-0.114)
8 (8/0) 1.2mg 2631 (1227-3464) 20.3 (11.9-26.6) 149.4 (135.9-174.5) 0.121 (0.084-0.238)
Japanese
6 (6/0) 0.1 mg 178 (119-288) 1.6 (1.3-2.3) 94.1 (83.9-117.0) 0.143 (0.085-0.204)
6 (6/0) 0.2 mg 523 (370-615) 4.2 (3.3-4.8) 162.0 (129.4-219.4) 0.095 (0.079-0.131)
8 (8/0) 0.4 mg 995 (867-1192) 7.2 (6.3-8.3) 180.9 (145.5-217.5) 0.099 (0.082-0.112)
6 (6/0) 0.8 mg 2070 (1802-2611) 14.9 (12.8-18.0) 162.2 (137.9-186.4) 0.095 (0.074-0.108)
6 (6/0) 1.2mg 3322 (3033-3560) 24.3 (22.6-25.5) 165.4 (150.2-176.5) 0.088 (0.082-0.096)
3634 32 (32/0) 1.34 mg/ml
MS5333 Caucasian (CV40201)
DB 8 (8/0) 0.5 mg 3371 (2.4) 23.7(7.5) 36.0 (24.0-72.0) 159 (9.0) 0.036 (2.4) 8.25 (11.1)
8(8/0) 1.0 mg 7490 (17.9) 50.6 (17.5) 30.0 (24.0-72.0) 167 (13.2) 0.032 (17.9) 7.84 (19.6)
Japanese
8 (8/0) 0.5 mg 3583 (17.8) 25.1 (17.8) 30.0 (12.0-72.0) 145 (8.0) 0.034 (17.8) 7.11 (12.8)
8(8/0) 1.0 mg 7449 (12.2) 51.6 (11.1) 36.0 (18.0-96.0) 163 (10.9) 0.033 (12.2) 7.69 (14.0)
3652 83 (53/30) 1.34 mg/mL
M5.3.4.1 (CV40205,
DB CV40201)
0.25 mg 1589 (18.0) 11.9 (19.3) 26 (12-48) - -
0.50 mg 3081 (20.0) 22.1(20.7) 27 (12-48)
1.0 mg 6077 (20.0) 42.7 (20.9) 27 (12-48)
1.5 mg 9928 (18.0) 72.6 (20.8) 27 (12-48) 0.037 (17.7)
3817 23 (13/10) 1.34 mg/mL
M533.4 (CV40201)
OL 1.0 mg 5877 (31.5) 43.1(31.30) 36.0 (12.00-72.17) 156 (12.1) 0.04 (31.52) 9.29 (28.36)
Co°
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Trial ID, Exposed to Formulation AUC.168n Chax tmax ty, CL/F V./F
report semaglutide® (batch no.) Geom. mean (CV) Geom. mean (CV) Median (min-max) Geom. mean (CV) Geom. mean (CV) Geom. mean (CV)
location, N (M/F) dose (nmol-h/L) (nmol/L) (h) (h) (L/h) @)
design
3818 31 (15/16) 1.34 mg/mL
M5334 (DV40009)
OL 1.0 mg 7020 (20.9) 48.6 (22.4) 36.0 (12.0-96.2) 160 (11.5) 0.035 (20.9) 7.97 (18.7)
Cco¢

Notes: * The number of subjects used for the pharmacokinetic endpoint estimates can deviate from the total number of exposed subjects (e.g. due to measurements below
LLOQ or withdrawn subjects); ® bioanalysis of semaglutide in plasma was performed using a validated semaglutide specific two-sited immunoassay (LOCI); ¢ the DDI
trials were conducted as one-sequence cross-over trials referring to the concomitantly administered drug (assessment before and after semaglutide treatment)

27252132 BRI SEDOEYHEDELN (BEWHERSE)

Trial ID, | Exposed to Formulation | AUC, Cmax tmax ty, CL/F V./F
report semaglutide® | (batch no.) Geom. mean (CV) Geom. mean (CV) Median (min-max) Geom. mean (CV) Geom. mean (CV) Geom. mean (CV)
location, | N (M/F) dose (nmol-h/L) (nmol/L) (h) (h) (L/h) (L)
Design
1820° 42 (42/0) 1.0 mg/mL Harmonic mean
M533.1 (TLDP 004) (min-max) (min-max) (min-max) (min-max)L/h/kg
DB 6 (6/0) 1.25 ug/kg - 0.87 (0.61-1.33) 48 (48-48) 130.7 (92.6-252.4) - -
6 (6/0) 2.5 pglkg 638.3 (638.3-638.3) 1.84 (1.57-2.25) 60 (48-108) 133.3 (98.2-181.8) 0.000952 (0.000952-0.000952 ) | 0.191 (0.191-0.191)
10 mg/mL
(TLDP 005)
6 (6/0) 5 pg/kg 1101.6 (757.5-1358.2) 4.75 (3.53-6.92) 30 (16-84) 114.5 (59.3-220.7) 0.001103 (0.000895-0.001605) | 0.177 (0.137-0.241)
6 (6/0) 10 pg/kg 3348.3 (3043.5-3655.5) | 12.45 (8.59-16.50) 19 (16-96) 154.5 (144.4-181.2) | 0.000726 (0.000665-0.000799) | 0.157 (0.144-0.176)
6 (6/0) 15ug/kg 4862.1 (4230.4-6070.7) | 19.41 (12.60-24.90) | 16 (6-72) 166.0 (147.8-201.8) | 0.000750 (0.000601-0.000862) | 0.174 (0.145-0.211)
6 (6/0) 20 pg/kg 7601.5 (7297.2-8019.1) | 25.70 (19.90-30.30) | 20 (10-60) 172.6 (156.7-203.8) | 0.000640 (0.000606-0.000666) | 0.148 (0.146-0.151)
3633° 34 (34/0) 3 mg/ml AUC.168n Harmonic mean - -
M5.3.3.3 | Caucasian (VLDP023) (min-max) (min-max) (min-max)
DB 6 (6/0) 0.1 mg 98 (96-103) 1.1(0.9-1.2) 4 (4-8) 166.6 (107.2-251.7)
6 (6/0) 0.2 mg 269 (202-295) 1.7 (0.7-2.3) 64 (32-72) 133.7 (106.3-162.7)
6 (6/0) 0.4 mg 463 (212-662) 3.7 (2.2-5.0) 18 (4-96) 133.2 (91.5-213.7)
Japanese
6 (6/0) 0.1 mg 109 (91-138) 1.0 (0.6- 1.5) 4 (4-32) 100.0 (73.0-186.7)
6 (6/0) 0.2 mg 282 (232-347) 2.2(1.7-2.8) 48 (8-72) 119.3 (94.7-226.3)
8 (8/0) 0.4 mg 489 (376-684) 3.9 (2.7-5.5) 12 (4-72) 151.6 (83.7-252.7)
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Trial ID, | Exposed to Formulation AUC)» Cnax tmax ty, CL/F V./F
report semaglutide® | (batch no.) Geom. mean (CV) Geom. mean (CV) Median (min-max) Geom. mean (CV) Geom. mean (CV) Geom. mean (CV)
location, | N (M/F) dose (nmol-h/L) (nmol/L) (h) (h) (L/h) (L)
Design
3634 1.34 mg/ml AUC.168n - - -
M 5.3.3.3 | Caucasian (CV40201) (CV)
DB 16 (16/0) 0.25 mg 804 (17.7) 6.0 (20.4) 60.0 (36-144)
Japanese
16 (16/0) 0.25 mg 895 (14.6) 6.8 (17.2) 48.0 (24-84)
3679° 44 (44/0) Harmonic mean Mean (SD) Mean (SD)
M5.3.1.2 | 28(28/0) 1.0 mg/mL (min-max) (min-max) (min-max)
DB (VLDP022)
co* 0.8 mg 1693 (1198-2485) 5.2(3.3-8.7) 60 (34-96) 151.4(118.8-243.2) | 0.118(0.026) 252 (4.9)
28 (28/0) 3.0 mg/mL
(VLDP023)
0.8 mg* 1784 (799-2559) 5.7(1.9-8.7) 40 (12-108) 151.8 (114.1-214.3) | 0.113 (0.036) 24.6 (7.1)
27 (27/0) 10 mg/mL
(VLDP024)
0.8 mg 1761 (612-2605) 6.0 (2.6-10.0) 28 (8-96) 148.1 (123.2-175.8) | 0.117(0.051) 24.6 (8.9)
3687 Group A°
M5.3.1.2 | 32(20/12)
Group A: | 21 (15/6) 1.0 mg/mL
DB (DLDG004)
co* 0.5 mg 3274 (20.2) 11.3 (24.0) 60.0 (30.0-96.3) 147 (7.6) 0.037 (20.2) 7.87 (23.1)
18 (10/8) 3.0 mg/mL
(DLDGO005)
0.5 mg" 3542 (24.9) 13.1(25.9) 41.9 (16.1-72.0) 152 (9.6) 0.034 (24.9) 7.53 (21.2)
21 (13/8) 10.0 mg/mL
(DLDGO006)
0.5 mg 3453 (20.9) 16.2 (22.7) 12.0 (6.0-48.0) 149 (8.8) 0.035 (20.9) 7.57 (18.4)
Group B: | Group B®
OL 10 (5/5) 1.0 mg/mL
CO (DLDG004)
0.5 mg 3468 (21.9) 11.7 (22.4) 72.1 (36.2-121.0) 143 (10.4) 0.035 (21.9) 7.22 (20.6)
3789 7(7/0) 1.0 mg/mL
M5.33.1 (ZNV295EC)
OL 0.5 mg 3123.4 (12.0) 10.9 (18.2) 56.0 (32.0-96.0) 168.3 (6.3) 0.039 (12.021) 9.4 (15.3)
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Trial ID, | Exposed to Formulation AUC)» Cnax tmax ty, CL/F V./F
report semaglutide® | (batch no.) Geom. mean (CV) Geom. mean (CV) Median (min-max) Geom. mean (CV) Geom. mean (CV) Geom. mean (CV)
location, | N (M/F) dose (nmol-h/L) (nmol/L) (h) (h) (L/h) (L)
Design
4010 28 (12/16) 1.34 mg/mL AUC a5t
M53.1.2 Sema A (CV)
DB (synthetic)
CcO (BLDPO15)
0.5 mg 3294 (25) 11.1 (21.4) 94.58 (54.00-122.28) 156.2 (10.59) 0.034 (24.25) 7.74 (18.95)
Sema B
(recombinant)
(BW54755)
0.5 mg 3424 (24) 11.5 (18.9) 95.62 (24.00-121.77) 155.1 (10.27) 0.033 (23.54) 7.41 (17.75)

Notes: * The number of subjects used for the pharmacokinetic endpoint estimates can deviate from the total number of exposed subjects (e.g. due to measurements
below LLOQ or withdrawn subjects); ° bioanalysis of semaglutide in plasma was performed using a validated semaglutide specific two-sited immunoassay (LOCI); ©
total dose of 0.81 mg was administered due to increments in the device; hence the endpoints was dose-adjusted from 0.81 mg to 0.8 mg; ¢ an incomplete trial design
was applied i.e. one subject received equimolar doses from two out of the possible three strengths of semaglutide at two separate dosing visits; © Group A: assessment
of equivalence between product strengths; Group B: assessment of bioavailability (i.v. vs s.c. administration); " a total dose of 0.51 mg was administered due to
increments in the device; hence the endpoints was dose-adjusted from 0.51 mg to 0.5 mg

o

27252133 BREKRSROENHREDELN (KTRESUNDKZEREI)

Trial ID, Exposed to Formulation AUC)o AUC) 5 ty, CL Vv,

report location, semaglutide® (batch no.) Geom. mean (CV) Geom. mean (CV) Geom. mean (CV) Geom. mean (CV) Geom. mean (CV)
administration route | N (M/F) dose (nmol-h/L) (nmol-h/L) (h) (L/h) (L)

3687 Group B Img/ml

M5.3.1.2 10 (5/5) (DLDG004)

CcO 0.25 mg 1955 (20.4) 1758 (21.5) 137 (12.8) 0.031 (20.4) 6.16 (22.1)

iv.

Notes: * The number of subjects used for the pharmacokinetic endpoint estimates can deviate from the total number of exposed subjects (e.g. due to measurements below
LLOQ or withdrawn subjects)
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2.7.25.21.4 FAGHREH - BHERVIHERS
27252141 BEBEROEMBEOEY (BHER UFHEERES)
Trial ID/ Exposed to Formulation AUC ) Chax tmax ty, CL/F V./F
report semaglutide® (batch no.) Geom. mean (CV) Geom. mean (CV) Median (min-max) Geom. mean (CV) Geom. mean (CV) Geom. mean (CV)
location/ N (M/F) dose (nmol-h/L) (nmol/L) (h) (h) (L/h) (L)
intrinsic
factor
3616 56 (34/22) 10 mg/mL
M53.33 (VLDP024)
OL 14 normal (9/5) 0.5 mg 2600.1 (27.3) 10.30 (35.10) 24.00 (8.0-66.0) 182.60 (14.76) 0.0467 (27.268) 12.35 (34.06)
Renal 11 mild (6/5) 0.5 mg 2615.4 (19.0) 9.81 (21.74) 35.00 (14.0-96.0) 169.47 (13.72) 0.0465 (19.034) 11.37 (18.65)
impairment 11 moderate (6/5) | 0.5 mg 2998.6 (20.2) 9.04 (44.29) 24.00 (14.0-96.0) 200.97 (14.19) 0.0405 (20.228) 11.75 (18.45)
10 severe (6/4) 0.5 mg 3179.2 (22.4) 9.76 (37.19) 41.00 (16.0-96.0) 221.45 (25.98) 0.0382 (22.440) 12.24 (31.18)
10 ESRD (7/3) 0.5 mg 2567.0 (17.5) 7.42 (22.44) 51.00 (28.0-72.1) 24291 (19.04) 0.0473 (17.526) 16.61 (24.36)
3651 44 (21/23) 1.34 mg/mL
MS5333 (CV40201)
OL 19 normal (9/10) 0.5 mg 3035 (32.8) 9.6 (34.1) 65.8 (30.0-167.5) 150 (8.7) 0.040 (32.8) _
Hepatic 8 mild (5/3) 0.5 mg 2816 (29.0) 9.0(31.2) 65.9 (54.4-119.8) 155 (6.0) 0.043 (29.0)
impairment 10 moderate (2/8) | 0.5 mg 3266 (19.0) 10.5 (25.5) 77.8 (23.8-144.1) 151 (11.2) 0.037 (19.0)
7 severe (5/2) 0.5 mg 2830 (10.0) 10.0 (27.8) 53.6 (29.9-144.9) 163 (12.3) 0.043 (10.0)

Notes: * The number of subjects used for the pharmacokinetic endpoint estimates can deviate from the total number of exposed subjects (e.g. due to measurements below
LLOQ or withdrawn subjects)
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2725215 NEAMER - EVHEEEA

27252151 EVHEERICET 2EMHEODELN
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Trial ID, Treatments Pharmacokinetic parameters for concomitantly administered drug Estimated ratio (90% CI)
report (semaglutide/placebo)
location, Exposed® | Substrate Interacting | AUC Comax tmax ty, CL/F V./F AUC Crnax
design N (M/F) drug Geom. mean Geom. mean Median Geom. mean | Geom. mean Geom. mean
(CV)(ng-h/mL) | (CV)( ng/mL) (min-max) (h) (CV) (h) (CV) (L/h) (CV) (L)
3817 23 Metformin W sema AUC.30n 1.03 0.90
M533.4 (13/10) 6811 (21.9) 925.2 (27.27) 2.50 (0.75-8.00) 7(31.4) 73.4 (21.93) 689.4 (41.24) (0.96; 1.11) | (0.83;0.98)
OL W/O sema AUC30n
co® 6596 (18.6) 1026.1 (17.86) 2.50 (1.00-3.00) 7 (45.4) 75.8 (18.63) 815.9 (54.15)
S-Warfarin W sema AUC.168n 1.05 0.91
53314 (34.2) 1353.6 (23.70) 3.00 (0.50-6.00) 38 (32.5) 0.441 (40.711) 23.97 (22.39) (0.99; 1.11) | (0.85;0.98)
W/O sema AUC.168n
50941 (33.1) 1485.8 (18.27) 1.0 (0.28-3.00) 38 (30.7) 0.463 (39.567) 25.26 (18.96)
R-Warfarin W sema AUC.168n 1.04 0.93
75096 (24.0) 1346.2 (23.96) 3.50 (0.50-8.00) 49 (18.2) 0.300 (26.960) 21.36 (20.26) (0.98; 1.10) | (0.87;1.00)
W/O sema AUC.168n
72196 (17.9) 1442.7 (17.84) 1.50 (0.28-10.00) 50 (16.8) 0.313 (20.849) 22.37 (14.85)
3818 31 Atorvastatin W sema AUCq.72n 1.02 0.62
M53.34 (15/16) 62.86 (47.8) 9.11 (68.3) 2.00 (0.50-9.98) 11 (33.9) 600.50 (45.9) 9266 (58.5) (0.93; 1.12) | (0.47;0.82)
OL W/O sema AUC.72n
coP 61.69 (52.0) 14.69 (74.6) 0.74 (0.48-3.00 13 (46.3) 602.01 (48.2) 11267 (73.6)
Digoxin W sema AUC.120n 1.02 0.93
32.14 (23.3) 2.65(30.3) 1.00 (0.50-1.52) 42 (15.1) 13.68 (23.2) 819 (26.8) (0.97; 1.08) | (0.84;1.03)
W/O sema AUC.120n
31.42 (16.7) 2.85(22.6) 1.00 (0.50-1.50) 41 (12.9) 14.06 (18.1) 838 (17.6)
3819 43 (0/43) | Ethinyl- W sema AUC.24n 1.11 1.04
M53.34 estradiol pg h/mL pg/mL (1.06; 1.15) | (0.98; 1.10)
OL 828.9 (30.2) 97.6 (30.6) 2.00 (0.50-8.00) 27.35(83.85) | 36.193(37.860) | 1415.8 (114.9)
co® W/O sema | AUCqa4
pg h/mL pg/mL
748.7 (28.2) 93.8 (26.9) 1.0 (0.50-2.00) 23.78 (41.77) | 40.068 (36.570) | 1300.1 (53.7)
levonorgestrel | W sema AUC.24n 1.20 1.05
pg h/mL pg/mL (1.15;1.26) | (0.99;1.12)

63515.8 (32.2)

5641.8 (31.8)

1.0 (1.00-8.00)

33.46 (35.65)

2.3616 (38.912)

114.01 (58.14)
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W/O sema AUC.24n
pg h/mL pg/mL
52779.5(29.3) | 5373.6 (23.9) 1.0 (0.50-6.00) 35.11(20.12) | 2.8420 (35.241) | 143.95 (35.07)

Notes: *The number of subjects used for the pharmacokinetic endpoint estimates can deviate from the total number of exposed subjects (e.g. due to measurements below
LLOQ or withdrawn subjects)® the DDI trials were conducted as one-sequence cross-over trials referring to the concomitantly administered drug (assessment before and
after semaglutide treatment)
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272531 EIJLFE-1EE5EE (mg) OFHERVERE (BEHERE) (1820 FEHER)

Dose (mg)
Dose (ung/kg) N Mean (min - max)
0.625 6 0.06 (0.05 - 0.06)
1.25 6 0.10 (0.09 - 0.11)
2.5 6 0.20 (0.16 - 0.22)
5 6 0.47 (0.40 - 0.50)
10 6 0.85 (0.70 - 0.90)
15 6 1.25 (1.10 - 1.40)
20 6 1.68 (1.40 - 2.10)

The subjects were dosed per kg body weight.
nn9535/nn9535-exploratory/sucph001 20160906 er
06SEP2016:15:18:31 - t pk sum stat 1820.sas/t_sema dose 1820.txt

272532 EIJLFE - BEEFEEHROD AUCo1esn. Crax B U tax - SBBHETE (BRBERE)

(1820 5AB%)

Dose Dose (mg) AUC, 0-168h (nmol*h/L) Cmax (nmol/L) tmax (h)

(rg/kg) N Mean (min - max) Geometric mean (CV) Geometric mean (CV) Median (min - max)
1.25 4% 0.11 (0.10 - 0.11) 114 (12.5) 0.9 (33.4) 48 ( 48 - 48)
2.5 6 0.20 (0.16 - 0.22) 242 (10.9) 1.8 (12.0) 60 ( 48 - 108)
5 6 0.47 (0.40 - 0.50) 601 (21.4) 4.8 (28.0) 30 ( 16 - 84)
10 6 0.85 (0.70 - 0.90) 1591 (14.1) 12.5 (24.4) 19 (16 - 96)
15 6 1.25 (1.10 - 1.40) 2423 (16.6) 19.4 (24.0) 16 (6 - 72)
20 6 1.68 (1.40 - 2.10) 3331 (10.9) 25.7 (17.2) 20 ( 10 - 60)

N: number of subjects, CV: Coefficient of variation in %
*N=3 for AUC(0-168h) in 1.25 pg/kg cohort
Semaglutide bioanalysis was performed using the LOCI assay
nn9535/nn9535-exploratory/sucph001 20160906 er
06SEP2016:15:18:31 - t pk sum stat 1820.sas/t_pk sum stat 1820.txt

272533. XY ILTFF - BREEEHRD V,/F. CLIF R AUCqin DEMTFHRY CV (BEHERE)

(4010 EX5&)
Vz/F (L) CL/F (L/h) AUC, 0-inf (nmol*h/L)
N Geometric mean (CV) Geometric mean (CV) Geometric mean (CV)
Synthetic 27 7.7 (18.9) 0.034 (24.2) 3540 (24.2)
Recombinant 27 7.4 (17.7) 0.033 (23.5) 3670 (23.5)

N: number of subjects, CV: Coefficient of variation in %
nn9535/nn9535-exploratory/sucph001 20160906 er
06SEP2016:15:18:36 - t pk sum stat 4010.sas/t _pk sum stat 4010.txt
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272534 wIYILFEK - EEREICHBITS CLF DEMEHYRU CV (fEEMHERE) (3817, 3818

R U 3819 itER)
CL/F (L/h)
Trial N Geometric mean (CV)
3817 22 0.041 (31.5)
3818 26 0.035 (20.9)
3819 40 0.052 (17.5)

o)

N: number of subjects, CV: Coefficient of variation in %
nn9535/nn9535-exploratory/sucph001l 20160906 er
06SEP2016:15:18:33 - t pk sum stat 3817 3818 3819.sas/t pk sum stat 3817 3818 3819.txt

272535 HwIYILFF-EEREICBITS VIF DEAEHRY CV (BEWHERE) (3634 RER)

Vz/F (L)
Cohort N Geometric mean (CV)
Caucasian 0.5 mg semaglutide 7 8.3 (11.1)
Japanese 0.5 mg semaglutide 8 7.1 (12.8)
Caucasian 1.0 mg semaglutide [ 7.8 (19.6)
Japanese 1.0 mg semaglutide 8 7.7 (14.0)

o)

N: number of subjects, CV: Coefficient of variation in %
nn9535/nn9535-exploratory/sucph001l 20160906 er
06SEP2016:15:18:42 - t pk sum stat 3634.sas/t _pk sum stat 3634.txt
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272538 ©IYILF K - EEREEIZHE TS AUCo.168n R Crax DEEY - #EEHEENT (REWHERE)

(3652 55&)
AUC, 0-168h Cmax
Within-Subject Coefficient of Variation (%)
Unadjusted analysis 8.9 10.4
Adjusted analysis 8.9 10.4
Between-Subject Coefficient of Variation (%)
Unadjusted analysis 16.9 17.6
Adjusted analysis 8.9 9.3
Total variation, Coefficient of Variation (%)
Unadjusted analysis 19.2 20.5
Adjusted analysis 12.6 14.0

Number of subjects contributing to analysis: 81 for AUC, 0-168h, 82 for Cmax.

The endpoint was logarithmic transformed and analysed in a linear mixed model with dose

level as fixed effect and subject as random effect. Estimated variance components were

expressed as coefficient of variation assuming log-normal distribution,

CV=sqrt (exp (variance component)-1)*100%.

Adjusted analysis further includes sex as a fixed effect and age and log(body weight)

as continuous covariates.

Body weight was assessed at steady state dosing visit at each dose level.

nn9535/nn9535-exploratory/sucph001l 20160906 er

06SEP2016:15:18:08 - a_ana var SS.sas/a sema var SS.txt

272539, XTI FF - BEIKZESHED AUCoints AUCqiast BT Crax DEE) - $EEHEENT (BEREERE)

(4010 5AB%)
AUC, 0-inf AUC, 0O-last Cmax
Within-Subject Coefficient of Variation 5.2 5.5 9.0
Between-Subject Coefficient of Variation 23.4 23.5 18.1
Total variation, Coefficient of Variation 24.0 24 .2 20.2

Number of subjects contributing to analysis: 27.
The endpoint was logarithmic transformed and analysed in a linear mixed model with
subject as random effect. Estimated variance components were expressed as coefficient of
variation assuming log-normal distribution, CV=sqrt (exp (variance component)-1)*100%.
nn9535/nn9535-exploratory/sucph001 20160906 er
06SEP2016:15:18:00 - a_ana var SD.sas/a_sema_var SD.txt
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2.7.25310. EXTILF K - EBREEIZHE TS AUCq166n R Crax DELTEXNEDHETEE (HRERES
EOHREE) - R (BEEERE) (3652 3ER)

Estimate 95% CI p-value

AUC, 0-168h (nmol*h/L)

log (Body Weight (kg)) -0.831 [-0.995 ; -0.667] <.0001

Sex, Male vs Female -0.049 [-0.103 ; 0.004] 0.0717

Age (years) -0.000 [-0.002 ; 0.002] 0.9491
Cmax (nmol/L)

log (Body Weight (kg)) -0.849 [-1.025 ; -0.674] <.0001

Sex, Male vs Female -0.058 [-0.115 ; -0.001] 0.0457

Age (years) 0.001 [-0.001 ; 0.003] 0.5387

CI: Confidence interval

Number of subjects contributing to analysis: 81 for AUC, 0-168h, 82 for Cmax.

The endpoint was logarithmic transformed and analysed in a linear mixed model with dose

level and sex as fixed effects, age and log(body weight) as continuous covariates and

subject as random effect.

Body weight was assessed at steady state dosing visit at each dose level.

nn9535/nn9535-exploratory/sucph001l 20160906 er

06SEP2016:15:18:09 - a_ana var SS.sas/a_sema_ covariate SS.txt
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= Mild / Normal,  AUC, O-inf | o |
_% Mild / Normal, Cmax
g— Moderate / Normal, AUC, 0-inf ——
© Moderate / Normal, Cmax
§ Severe / Normal, AUC, 0-inf —e—
% Severe / Normal, Cmax
Mild / Normal, AUC, 0-inf p——A

= Mild / Normal, Cmax
£ Moderate / Normal, AUC, 0-inf ———
'g Moderate / Normal, Cmax
£ Severe / Normal, AUC, 0-inf F——
‘_g Severe / Normal, Cmax
4 ESRD / Normal, AUC, O-inf i

ESRD / Normal, Cmax

I I
0.7 1 1.43

Estimated ratio with 90% confidence interval
For subjects with renal impairment 95% confidence interval was calculated for AUC, 0-inf

nn9535/nn9535-exploratory/sucph001 20160906 er
06SEP2016:15:18:11 - f forest DDl.sas/f forest impaired.png
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Metformin, AUC(0-12h) =

t

Metformin, Cmax

S-warfarin, AUC(0-168h) k

t

S-warfarin, Cmax
R-warfarin, AUC(0-168h) He—
R-warfarin, Cmax

Digoxin, AUC(0-120h) e
Digoxin, Cmax

Atorvastatin, AUC(0-72h) f—eo—
Atorvastatin, Cmax
Ethinylestradiol, AUC(0-24h) o
Ethinylestradiol, Cmax
Levonorgestrel, AUC(0-24h) o

Levonorgestrel, Cmax

0.4 0.6 0.8 1 1.25

Estimated ratio (with/without semaglutide) and 90% confidence interval
Metformin, ethinylestradiol and levonorgestrel assessed at steady state
Warfarin, digoxin and atorvastatin assessed after single dose

nn9535/nn9535-exploratory/sucph001 20160906 er
06SEP2016:15:18:12 - f forest DDl.sas/f forest DDI.png
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Change in Plasma Glucose (mmol/L)
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Time since start of breakfast meal (hours)

--4#-- Sema 1.0 mg - baseline —<—— Sema 1.0 mg - end of treatment
---® - - Placebo - baseline ——+&—— Placebo - end of treatment

nn3535/nnd535-exploratory/sucph001_20160306_er
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Change in Plasma Glucose (mmol/L)
Change in Plasma Glucose (mg/dL)

0 1 2 3 4 5

Time since start of lunch meal (hours)

--4#-- Sema 1.0 mg - baseline —<&—— Sema 1.0 mg - end of treatment
---® - - Placebo - baseline ——+&—— Placebo - end of treatment
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Change in Plasma Glucose (mmol/L)
Change in Plasma Glucose (mg/dL)

0 1 2 3 4 5

Time since start of dinner meal (hours)

--4#-- Sema 1.0 mg - baseline —<&—— Sema 1.0 mg - end of treatment
---® - - Placebo - baseline ——+&—— Placebo - end of treatment
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2.7.253.16. FJ)La—R (mmol/lL) - EHEREME -24 BETOT 74 )L - HKHEH (3635 HER)

N Estimate 95% CI p-value

Mean postprandial increment of glucose, 1AUC(0-5h)/5h, (mmol/L)

Mean difference from baseline at end of treatment
Sema 1.0 mg 36 -0.92
Placebo 37 0.20

Treatment difference

Sema 1.0 mg - placebo -1.11 [ -1.52 ; -0.71] <.0001

Mean postprandial increment of glucose, 1iAUC(5-10h)/5h, (mmol/L)

Mean difference from baseline at end of treatment
Sema 1.0 mg 36 -0.88
Placebo 37 0.05

Treatment difference

Sema 1.0 mg - placebo -0.92 [ =1.30 ; -0.54] <.0001

Mean postprandial increment of glucose, 1AUC(10-15h)/5h, (mmol/L)

Mean difference from baseline at end of treatment
Sema 1.0 mg 36 -0.62
Placebo 37 -0.02

Treatment difference
Sema 1.0 mg - placebo -0.60 [ -0.93 ; -0.28] 0.0004

N: Number of subjects contributing to analysis, CI: Confidence interval,
iAUC: Incremental AUC relative to the pre-meal concentration

The endpoints were analysed in a linear normal model with treatment

as factor and the baseline value as continuous covariate.

h: Hour

nn9535/nn9535-exploratory/sucph001l 20160906 er
06SEP2016:15:17:49 - a _ana iAUC.sas/a_ iAUC glucose.txt
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2725317. J)La—X (mg/dL) - FHBEZEMNE - 24BMTO T 74 )L - #iEHEEHT (3635 FER)

N Estimate 95% CI p-value

Mean postprandial increment of glucose, 1iAUC(0-5h)/5h, (mg/dL)

Mean difference from baseline at end of treatment
Sema 1.0 mg 36 -16.5
Placebo 37 3.6

Treatment difference
Sema 1.0 mg - placebo -20.1 [-27.4 ; -12.8] <.0001

Mean postprandial increment of glucose, 1AUC(5-10h)/5h, (mg/dL)

Mean difference from baseline at end of treatment
Sema 1.0 mg 36 -15.8
Placebo 37 0.8

Treatment difference
Sema 1.0 mg - placebo -16.7 [-23.5 ; -9.8] <.0001

Mean postprandial increment of glucose, 1AUC(10-15h)/5h, (mg/dL)

Mean difference from baseline at end of treatment
Sema 1.0 mg 36 -11.2
Placebo 37 -0.4

Treatment difference

Sema 1.0 mg - placebo -10.8 [-16.7 ; -5.0] 0.0004

N: Number of subjects contributing to analysis, CI: Confidence interval, h: Hour
iAUC: Incremental AUC relative to the pre-meal concentration

The endpoints were analysed in a linear normal model with treatment

as factor and the baseline value as continuous covariate.

nn9535/nn9535-exploratory/sucph001 20160906 er
06SEP2016:15:17:50 - a_ana 1AUC.sas/a_iAUC glucose CONV.txt
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2.7.25321. J)ILhdy - FHEEREMNE - 24 BB TO 7 74 )L - #FeHEH (3635 :RER)

N Estimate 95% CI p-value

Mean postprandial increment of glucagon, 1iAUC (0-5h)/5h, (pg/mL)

Mean difference from baseline at end of treatment

Sema 1.0 mg 36 -11.49
Placebo 37 1.37

Treatment difference

Sema 1.0 mg - placebo -12.86 [-23.38 ; -2.34] 0.0173

Mean postprandial increment of glucagon, iAUC(5-10h)/5h, (pg/mL)

Mean difference from baseline at end of treatment
Sema 1.0 mg 36 0.22
Placebo 37 6.03

Treatment difference

Sema 1.0 mg - placebo -5.82 [-13.86 ; 2.23] 0.1538

Mean postprandial increment of glucagon, 1iAUC(10-15h)/5h, (pg/mL)

Mean difference from baseline at end of treatment
Sema 1.0 mg 36 -7.40
Placebo 37 4.08

Treatment difference
Sema 1.0 mg - placebo -11.49 [-21.91 ; -1.06] 0.0314

N: Number of subjects contributing to analysis, CI: Confidence interval,
iAUC: Incremental AUC relative to the pre-meal concentration

The endpoints were analysed in a linear normal model with treatment

as factor and the baseline value as continuous covariate.

h: Hour

nn9535/nn9535-exploratory/sucph001l 20160906 er
06SEP2016:15:17:50 - a_ana 1AUC.sas/a_ 1iAUC glucagon.txt
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2725325. 41 A1) (pmolll) - FHBRIEME - 24 BB TO 7 74 )L - #EHEF (3635 5HER)

N Estimate 95% CI p-value

Mean postprandial increment of insulin, 1iAUC(0-5h)/5h, (pmol/L)

Mean difference from baseline at end of treatment

Sema 1.0 mg 36 -55.70
Placebo 37 -12.23

Treatment difference

Sema 1.0 mg - placebo -43.47 [-73.06 ; -13.89] 0.0046

Mean postprandial increment of insulin, 1iAUC(5-10h)/5h, (pmol/L)

Mean difference from baseline at end of treatment

Sema 1.0 mg 36 -11.23
Placebo 37 4.10

Treatment difference

Sema 1.0 mg - placebo -15.33 [-50.80 ; 20.15] 0.3918

Mean postprandial increment of insulin, 1AUC(10-15h)/5h, (pmol/L)

Mean difference from baseline at end of treatment

Sema 1.0 mg 36 -52.18
Placebo 37 -9.28

Treatment difference
Sema 1.0 mg - placebo -42.90 [-81.81 ; -3.99] 0.0312

N: Number of subjects contributing to analysis, CI: Confidence interval,
iAUC: Incremental AUC relative to the pre-meal concentration

The endpoints were analysed in a linear normal model with treatment

as factor and the baseline value as continuous covariate.

h: Hour

nn9535/nn9535-exploratory/sucph001l 20160906 er
06SEP2016:15:17:51 - a_ana iAUC.sas/a_ 1iAUC insulin.txt
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27.25326. 41 >R Y (UML) - FHE®RENE -24 BETO7 74U - #HsHEH (3635 HER)

N Estimate 95% CI p-value

Mean postprandial increment of insulin, 1AUC(0-5h)/5h, (ulIU/mL)

Mean difference from baseline at end of treatment
Sema 1.0 mg 36 -8.02
Placebo 37 -1.76

Treatment difference

Sema 1.0 mg - placebo -6.26 [-10.52 ; =2.00] 0.00406

Mean postprandial increment of insulin, 1iAUC(5-10h)/5h, (uIU/mL)

Mean difference from baseline at end of treatment
Sema 1.0 mg 36 -1.62
Placebo 37 0.59

Treatment difference

Sema 1.0 mg - placebo -2.21 [ =7.32 ; 2.90] 0.3918

Mean postprandial increment of insulin, 1iAUC(10-15h)/5h, (uIU/mL)

Mean difference from baseline at end of treatment
Sema 1.0 mg 36 -7.51
Placebo 37 -1.34

Treatment difference
Sema 1.0 mg - placebo -6.18 [-11.78 ; -0.57] 0.0312

N: Number of subjects contributing to analysis, CI: Confidence interval,
iAUC: Incremental AUC relative to the pre-meal concentration

The endpoints were analysed in a linear normal model with treatment

as factor and the baseline value as continuous covariate.

h: Hour

nn9535/nn9535-exploratory/sucph001l 20160906 er
06SEP2016:15:17:51 - a_ana 1AUC.sas/a_ iAUC insulin CONV.txt
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2.7.253.30. C-RTF K (nmol/lL) - FHEBERIEME - 24 BB 707 74 )L - #HatfEH (3635 RER)

N Estimate 95% CI p-value

Mean postprandial increment of C-peptide, 1iAUC(0-5h)/5h, (nmol/L)

Mean difference from baseline at end of treatment

Sema 1.0 mg 36 -0.188
Placebo 37 0.004

Treatment difference

Sema 1.0 mg - placebo -0.192 [-0.316 ; -0.067] 0.0030

Mean postprandial increment of C-peptide, 1AUC(5-10h)/5h, (nmol/L)

Mean difference from baseline at end of treatment

Sema 1.0 mg 36 -0.092
Placebo 37 -0.005

Treatment difference

Sema 1.0 mg - placebo -0.086 [-0.229 ; 0.056] 0.2309

Mean postprandial increment of C-peptide, iAUC(10-15h)/5h, (nmol/L)

Mean difference from baseline at end of treatment

Sema 1.0 mg 36 -0.261
Placebo 37 0.014

Treatment difference
Sema 1.0 mg - placebo -0.275 [-0.423 ; -0.128] 0.0004

N: Number of subjects contributing to analysis, CI: Confidence interval,
iAUC: Incremental AUC relative to the pre-meal concentration

The endpoints were analysed in a linear normal model with treatment

as factor and the baseline value as continuous covariate.

h: Hour

nn9535/nn9535-exploratory/sucph001l 20160906 er
06SEP2016:15:17:51 - a_ana 1AUC.sas/a_iAUC c_peptide.txt
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2725331. C-RTF K (ng/mL) - FHEREME - 24 B T0 7 74 )L - HFEHEF (3635 8%

N Estimate 95% CI p-value

Mean postprandial increment of C-peptide, 1iAUC(0-5h)/5h, (ng/mL)

Mean difference from baseline at end of treatment

Sema 1.0 mg 36 -0.568
Placebo 37 0.011

Treatment difference

Sema 1.0 mg - placebo -0.579 [-0.955 ; -0.203] 0.0030

Mean postprandial increment of C-peptide, 1AUC(5-10h)/5h, (ng/mL)

Mean difference from baseline at end of treatment

Sema 1.0 mg 36 -0.277
Placebo 37 -0.017

Treatment difference

Sema 1.0 mg - placebo -0.2601 [-0.691 ; 0.170] 0.2309

Mean postprandial increment of C-peptide, iAUC(10-15h)/5h, (ng/mL)

Mean difference from baseline at end of treatment

Sema 1.0 mg 36 -0.788
Placebo 37 0.044

Treatment difference
Sema 1.0 mg - placebo -0.831 [-1.277 ; -0.386] 0.0004

N: Number of subjects contributing to analysis, CI: Confidence interval,
iAUC: Incremental AUC relative to the pre-meal concentration

The endpoints were analysed in a linear normal model with treatment

as factor and the baseline value as continuous covariate.

h: Hour

nn9535/nn9535-exploratory/sucph001l 20160906 er
06SEP2016:15:17:52 - a_ana 1AUC.sas/a_1iAUC c peptide CONV.txt



Module 2.7.2 4% 3

32 of 56

2.7.253.32. B 2HEMBEDA—XSA UHNLDELLE -24BEMTOT 7 ()L - ST Hst=E

(3635 EAER)

Placebo Sema 1.0 mg

Number of subjects

38 37

Change in 2 hour postprandial glucose (mmol/L)

Visit 5 (day 85)
N
Mean (SD)
Median
Min ; Max

Change in 2 hour postprandial glucose (mg/dL)

Visit 5 (day 85)
N
Mean (SD)
Median
Min ; Max

37 35
0.6 (2.4) -4.1 (2.2)
0.6 -4.1

-3.6 ; 5.3 -8.7 ; 2.7

37 35

11 (43) =74 (40)

10 -73

-65 ; 96 -157 ; 48

N: Number of subjects, SD:

Standard deviation

nn9535/nn9535-exploratory/sucph001 20160906 er

06SEP2016:15:19:25 - t 2h gluc_ch_sum_stat 3635.sas/t_2h glucose_desc_ch_abs.txt

2.7.25.3.33. Btk 2 BRMAEE - 24 BT 0 7 7 1)L - $EEHEET (3635 BER)

N Estimate 95% CI p-value

Change in 2 hour postprandial glucose (mmol/L)

Mean ratio to baseline at end-of-treatment

Sema 1.0 mg
Placebo

Treatment ratio
Sema 1.0 mg / placebo

35 0.66
37 1.04
0.63 [ 0.58 ; 0.70] <.0001

N: Number of subjects contributing to analysis, CI: Confidence interval
The endpoint was log-transformed and analysed in a linear normal model with
treatment as factor and the baseline value as covariate.

nn9535/nn9535-exploratory/sucph001l 20160906 er
06SEP2016:15:19:25 - a_ana_ 2h glucose 3635.sas/a_2h glucose.txt
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cubftstE (3635 FER)

Placebo Sema 1.0 mg
Number of subjects 38 37
FPG (mmol/L)
Visit 2 (day -2)
N 38 37
Mean (SD) 8.17 (1.41) 8.30 .61)
Geometric mean (CV) 8.05 (16.9) 8.15 (19.5)
Median 7.94 8.10
Min ; Max 5.60 ; 12.54 5.60 12.26
Visit 5 (day 85)
N 37 36
Mean (SD) 8.58 (1.68) 6.70 .30)
Geometric mean (CV) 8.43 (19.2) 6.59 (18.1)
Median 8.44 6.49
Min ; Max 6.05 ; 12.26 4.94 11.54
FPG (mg/dL)
Visit 2 (day -2)
N 38 37
Mean (SD) 147 (25) 150 (29)
Geometric mean (CV) 145 (16.9) 147 (19.5)
Median 143 146
Min ; Max 101 ; 226 101 ;
Visit 5 (day 85)
N 37 36
Mean (SD) 155 (30) 121 (23)
Geometric mean (CV) 152 (19.2) 119 (18.1)
Median 152 117
Min ; Max 109 ; 221 89 ;

N: Number of subjects,

SD:

Standard deviation,

CV: Coefficient of variation in %

o)

nn9535/nn9535-exploratory/sucph001l 20160906 er
06SEP2016:15:19:57 - t fpg sum stat 3635.sas/t fpg 24h desc 3635.txt
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2.7.253.35 M#Eh45)La—X (mmolll) [CETAERIV KRSV FODR—XSA U LDELE - 24
BETO7 74/ - StikffiztE (3635 HER)

Placebo Sema 1.0 mg

Number of subjects 38 37
Change in fasting plasma glucose (mmol/L)
Visit 5 (day 85)

N 37 36

Mean (SD) 0.3 (1.1) -1.6 (1.1)

Median 0.3 -1.7

Min ; Max -1.3 ; 3.4 -4.1 ; 0.7

Change in mean postprandial glucose, AUC(0-5h)/5h, (mmol/L)

Visit 5 (day 85)

N 37 36

Mean (SD) 0.62 (1.57) -2.59 (1.64)
Median 0.78 -2.52

Min ; Max -2.53 ; 4.50 -6.37 ; 0.63

Change in mean postprandial glucose, AUC(5-10h)/5h, (mmol/L)

Visit 5 (day 85)

N 37 36

Mean (SD) 0.33 (1.27) -1.74 (1.56)
Median 0.14 -1.26

Min ; Max -2.16 ; 4.20 -6.33 ; 1.14

Change in mean postprandial glucose, AUC(10-15h)/5h, (mmol/L)

Visit 5 (day 85)

N 37 36

Mean (SD) 0.26 (1.25) -1.29 (1.44)
Median 0.19 -1.18

Min ; Max -2.64 ; 3.63 -3.95 ; 3.94

Change in mean 24 hour glucose, AUC(0-24h)/24h, (mmol/L)

Visit 5 (day 85)

N 37 36

Mean (SD) 0.35 (1.03) -1.67 (1.14)
Median 0.26 -1.58

Min ; Max -1.54 ; 3.14 -4.16 ; 1.25

N: Number of subjects, SD: Standard deviation

nn9535/nn9535-exploratory/sucph001l 20160906 er
06SEP2016:15:18:19 - t pd ch sum stat 3635.sas/t _glucose desc ch abs.txt
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2.7.25.3.36. MEh 7 )La—R (mg/dL) IZEATEHIY FRA Y FDR—R S UDLDEILE - 24
BRETO07 74 - Bd#iEtE (3635 :ER)

Placebo Sema 1.0 mg

Number of subjects 38 37
Change in fasting plasma glucose (mg/dL)
Visit 5 (day 85)

N 37 36

Mean (SD) 6 (20) -29 (21)

Median 5 -30

Min ; Max -24 ; 61 -74 ; 13

Change in mean postprandial glucose, AUC(0-5h)/5h, (mg/dL)

Visit 5 (day 85)

N 37 36

Mean (SD) 11.1 (28.3) -46.8 (29.5)
Median 14.0 -45.4

Min ; Max -45.5 ; 81.2 -114.7 ; 11.4

Change in mean postprandial glucose, AUC(5-10h)/5h, (mg/dL)

Visit 5 (day 85)

N 37 36

Mean (SD) 6.0 (22.9) -31.3 (28.1)
Median 2.5 -22.7

Min ; Max -38.9 ; 75.7 -114.0 ; 20.5

Change in mean postprandial glucose, AUC(10-15h)/5h, (mg/dL)

Visit 5 (day 85)

N 37 36

Mean (SD) 4.6 (22.5) -23.3 (25.9)
Median 3.5 -21.3

Min ; Max -47.5 ; 65.4 -71.2 ; 71.1

Change in mean 24 hour glucose, AUC(0-24h)/24h, (mg/dL)

Visit 5 (day 85)

N 37 36

Mean (SD) 6.3 (18.6) -30.0 (20.5)
Median 4.7 -28.4

Min ; Max -27.8 ; 56.7 -75.0 ; 22.5

N: Number of subjects, SD: Standard deviation

nn9535/nn9535-exploratory/sucph001l 20160906 er
06SEP2016:15:18:20 - t pd ch sum stat 3635.sas/t_glucose desc ch abs conv.txt
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2.7.2.53.40. #ARM T R OREARHEREED V)LD —X D AUC - #istfET (3635 EXER)
N Estimate 95% CI p-value
Ch. AUC glucose, 0-10m (mmol*min/L)
Mean ratio to baseline at end of treatment
Sema 1.0 mg 36 0.92
Placebo 36 1.05
Treatment ratio
Sema 1.0 mg / placebo 0.87 [ 0.82 ; 0.93] <.0001
Ch. AUC glucose, 10-120m (mmol*min/L)
Mean ratio to baseline at end of treatment
Sema 1.0 mg 36 0.77
Placebo 36 1.03
Treatment ratio
Sema 1.0 mg / placebo 0.75 [ 0.71 ; 0.79] <.0001
Ch. AUC glucose, 0-120m (mmol*min/L)
Mean ratio to baseline at end of treatment
Sema 1.0 mg 36 0.79
Placebo 36 1.03
Treatment ratio
Sema 1.0 mg / placebo 0.76 [ 0.72 ; 0.81] <.0001

N: Number of subjects contributing to analysis, CI: Confidence interval

The endpoints were log-transformed and analysed in a linear normal model with treatment
as factor and the baseline value as continues covariate.

Subject 101069 has been removed from all IVGTT statistical analysis due to incorrect
amount of glucose infused.

nn9535/nn9535-exploratory/sucph001 20160906 er
06SEP2016:15:17:49 - a _ana IVGTT glucose 3635.sas/a IVGTT glucose 3635.txt
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2.7.2.5.3.41. ZERgEEMIEH S )L H T - #HETHEEMT (3684 RER)
FAS N Estimate 95% CI P-value
Plasma Glucagon (pg/mL)
Geometric mean
Sema 1.0 mg 37 35 34.87
Placebo 37 35 43.88
Treatment Ratio
Sema 1.0 mg / Placebo 0.79 [0.67 ; 0.94] 0.010

FAS: Number of subjects in full analysis set

N: Number of subjects contributing to the analysis, CI: Confidence Interval

The log transformed response is analysed by an ANCOVA model with treatment, period, and
subject as fixed factors.

nn9535/nn9535-exploratory/sucph001 20160906 er
06SEP2016:15:18:07 - a_ana fast glucagon 3684.sas/a fast glucagon 3684.txt

2.7.25.3.42. ¥ C-RTF K (ng/mL) DEILE - HEtEN (3684 HER)

Number of subjects in
the full analysis set N Estimate 95% CI P-value

Ch. in mean C-peptide 5.5 to 3.5 (ng/mL)

Mean
Sema 1.0 mg 37 32 -1.392
Placebo 37 32 -0.516

Treatment Difference
Sema 1.0 mg - Placebo -0.876 [-1.101 ; -0.650] <0.001

Ch. in mean C-peptide 5.5 to nadir (ng/mL)

Mean
Sema 1.0 mg 37 35 -2.063
Placebo 37 35 -0.854

Treatment Difference
Sema 1.0 mg - Placebo -1.208 [-1.482 ; -0.934] <0.001

N: Number of subjects contributing to the analysis, CI: Confidence Interval, Ch.: Change
The response is analysed by an ANCOVA model with treatment, period, and subject as fixed factors.

nn9535/nn9535-exploratory/sucph001l 20160906 er
06SEP2016:15:18:07 - a_ana_c_pep_ 3684.sas/a_c_pep 3684.txt
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2725343, BEANABOIZLEBERNDSIILO—X - BRBHE USSE4L2E—)LDO AUCIZLYH
E) TIHRE - HstEEM (3685 #ER)

FAS N Estimate 95% CI p-value
1iAUC glucose, 0-1h (mmol*h/L)
Unadjusted analyses
Mean
Sema 1.0 mg 30 25 0.92
Placebo 28 27 1.48
Treatment difference
Sema 1.0 mg - placebo -0.56 [-0.88 ; -0.23] 0.0018
Adjusted analyses
Treatment difference
Sema 1.0 mg - placebo -0.33 [-0.70 ; 0.05] 0.0829

FAS: Number of subjects in full analysis set

N: Number of subjects contributing to analysis, CI: Confidence interval, h: Hour

AUC: Area under the curve, 1AUC: Incremental AUC relative to the fasting concentration
ser.: Serum

The incremental AUC is analysed in a linear mixed model including treatment and
treatment period as fixed effects, fasting concentration as covariate and subject as

a random effect.

The adjusted analysis further includes the subject-mean-centered log-transformed

AUC 0-1h of paracetamol as covariate.

nn9535/nn9535-exploratory/sucph001 20160906 er
06SEP2016:15:17:56 - a_ana gluc_ge 3685.sas/a_glucose ge 3685.txt
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Relative
FAS N Estimate 95% CI p-value difference (%)
Energy intake (kJ)
Mean
Sema 1.0 mg 30 28 2378.4 [ 1876. 2880.6]
Placebo 28 28 3633.8 [ 3131. 4136.1]
Treatment difference
Sema 1.0 mg - placebo -1255.5 [-1707. -803.9] <.0001 -34.5
Energy intake (kcal)
Mean
Sema 1.0 mg 30 28 568.3 [ 448. 688.3]
Placebo 28 28 868.3 [ 748. 988.3]
Treatment difference
Sema 1.0 mg - placebo -300.0 [ -407. -192.1] <.0001 -34.5

FAS: Number of subjects in full analysis set

N: Number of subjects contributing to analysis,
The estimates derive from a linear mixed model including treatment and treatment period

as fixed effects and subject as random effect.

Relative difference: estimated treatment difference / estimated mean for placebo * 100%.

CI:

Confidence interval
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2725345 BHBENBEFOREENE - iR (3685 5R)

Relative
FAS N Estimate 95% CI p-value difference (%)
Ad libitum evening meal
Energy intake (kJ)
Mean
Sema 1.0 mg 30 28 3460.9 [ 2865.4 ; 4056.5]
Placebo 28 28 4213.9 [ 3618.3 ; 4809.5]
Treatment difference
Sema 1.0 mg - placebo -752.9 [-1469.3 ; -36.6] 0.0401 -17.9
Energy intake (kcal)
Mean
Sema 1.0 mg 30 28 827.0 [ 684.7 ; 969.3]
Placebo 28 28 1006.9 [ 864.6 ; 1149.2]
Treatment difference
Sema 1.0 mg - placebo -179.9 [ -351.1 ; -8.7] 0.0401 -17.9
Amount consumed (g)
Mean
Sema 1.0 mg 30 28 445.5 [ 368.7 ; 522.3]
Placebo 28 28 557.4 [ 480.5 ; 634.2]
Treatment difference
Sema 1.0 mg - placebo -111.8 [ -201.4 ; -22.3] 0.0164 -20.1

FAS: Number of subjects in full analysis set

N: Number of subjects contributing to analysis, CI: Confidence interval

Total intake during ad libitum meals includes energy intake from ad libitum lunch,

ad libitum evening meal and ad libitum snack box.

The estimates derive from a linear mixed model including treatment and treatment period

as fixed effects and subject as random effect.

Relative difference: estimated treatment difference / estimated mean for placebo * 100%.
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Food intake during ad libitum meals - statistical analysis - trial 3685
Relative
FAS N Estimate 95% CI p-value difference (%)
Ad libitum snack box
Energy intake (kJ)
Mean
Sema 1.0 mg 30 28 3544.9 [ 2939.5 ; 4150.4]
Placebo 28 28 4572.8 [ 3967.3 ; 5178.2]
Treatment difference
Sema 1.0 mg - placebo -1027.9 [-1684.0 ; =-371.7] 0.0034 -22.5
Energy intake (kcal)
Mean
Sema 1.0 mg 30 28 847.1 [ 702.4 ; 991.7]
Placebo 28 28 1092.7 [ 948.0 ; 1237.3]
Treatment difference
Sema 1.0 mg - placebo -245.06 [ -402.4 ; -88.8] 0.0034 -22.5
Amount consumed (g)
Mean
Sema 1.0 mg 30 28 199.6 [ 166.1 ; 233.0]
Placebo 28 28 256.9 [ 223.4 ; 290.3]
Treatment difference
Sema 1.0 mg - placebo -57.3 [ -94.0 ; -20.6] 0.0035 -22.3

FAS: Number of subjects in full analysis set

N: Number of subjects contributing to analysis, CI: Confidence interval

Total intake during ad libitum meals includes energy intake from ad libitum lunch,

ad libitum evening meal and ad libitum snack box.

The estimates derive from a linear mixed model including treatment and treatment period

as fixed effects and subject as random effect.

Relative difference: estimated treatment difference / estimated mean for placebo * 100%.
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Food intake during ad libitum meals - statistical analysis - trial 3685
Relative
FAS N Estimate 95% CI p-value difference (%)
Total intake during ad libitum meals
Energy intake (kJ)
Mean
Sema 1.0 mg 30 28 9384.2 [ 8178.0 ; 10590.5]
Placebo 28 28 12420.5 [11214.2 ; 13626.8]
Treatment difference
Sema 1.0 mg - placebo -3036.3 [-4208.5 ; -1864.0] <.0001 -24.4
Energy intake (kcal)
Mean
Sema 1.0 mg 30 28 2242 .4 [ 1954.1 ; 2530.6]
Placebo 28 28 2967.9 [ 2679.6 ; 3256.1]
Treatment difference
Sema 1.0 mg - placebo -725.5 [-1005.6 ; -445.4] <.0001 -24.4
Amount consumed (g)
Mean
Sema 1.0 mg 30 28 1068.9 [ 924.8 ; 1213.0]
Placebo 28 28 1459.5 [ 1315.3 ; 1603.6]
Treatment difference
Sema 1.0 mg - placebo -390.6 [ -504.8 ; -276.3] <.0001 -26.8

FAS: Number of subjects in full analysis set

N: Number of subjects contributing to analysis, CI: Confidence interval

Total intake during ad libitum meals includes energy intake from ad libitum lunch,

ad libitum evening meal and ad libitum snack box.

The estimates derive from a linear mixed model including treatment and treatment period

as fixed effects and subject as random effect.

Relative difference: estimated treatment difference / estimated mean for placebo * 100%.
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2.7.25.3.46. BEARABRDIZHEMABRDOMBER S/ IILa—RICET DI KIRA > b - #EHENT (3685 KER)
Relative
FAS N Estimate 95% CI p-value difference (%)
Fasting ser. glucose (mmol/L)
Mean
Sema 1.0 mg 30 25 5.34 [ 5.15 ; 5.53]
Placebo 28 27 5.63 [ 5.44 ; 5.82]
Treatment ratio
Sema 1.0 mg / placebo 0.95 [0.91 ; 0.98] 0.0079
iAUC glucose, 0-5h (mmol*h/L)
Mean
Sema 1.0 mg 30 25 2.14 [ 1.20 ; 3.09]
Placebo 28 27 3.49 [ 2.57 ; 4.40]
Treatment difference
Sema 1.0 mg - placebo -1.34 [-2.42 ; -0.27] 0.0163 -38.5
iAUC glucose, 0-1h (mmol*h/L)
Mean
Sema 1.0 mg 30 25 0.92 [ 0.68 ; 1.16]
Placebo 28 27 1.48 [ 1.25 ; 1.71]
Treatment difference
Sema 1.0 mg - placebo -0.506 [-0.88 ; -0.23] 0.0018 -37.8

FAS: Number of subjects in full analysis set

N: Number of subjects contributing to analysis, CI: Confidence interval, h: Hour

AUC: Area under the curve, 1AUC: Incremental AUC relative to the fasting concentration
ser.: Serum

The estimates for the fasting parameter are derived from a linear mixed model on
log-transformed data including treatment and treatment period as fixed effects

and subject as random effects.

The estimates for the incremental AUCs are derived from a linear mixed model

including treatment and treatment period as fixed effects, fasting concentration

as covariate and subject as random effect.

Relative difference: estimated treatment difference / estimated mean for placebo * 100%.
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2.7.253.47. BEERABROZERBEOMBRTILATUICETHI Y KRA > b - #iEHENT (3685 AER)
Relative
FAS N Estimate 95% CI p-value difference (%)
Fasting pl glucagon (pg/mL)
Mean
Sema 1.0 mg 30 25 89.39 [ 80.14 ; 99.70]
Placebo 28 27 104.22 [ 93.80 ; 115.79]
Treatment ratio
Sema 1.0 mg / placebo 0.86 [0.75 ; 0.98] 0.0224
iAUC glucagon, 0-5h (pg*h/mL)
Mean
Sema 1.0 mg 30 25 31.29 [ 15.56 ; 47.02]
Placebo 28 27 32.94 [ 17.87 ; 48.01]
Treatment difference
Sema 1.0 mg - placebo -1.65 [-24.16 ; 20.85] 0.8811 -5.0
iAUC glucagon, 0-1h (pg*h/mL)
Mean
Sema 1.0 mg 30 25 14.02 [ 8.82 ; 19.21]
Placebo 28 27 14.07 [ 9.10 ; 19.04]
Treatment difference
Sema 1.0 mg - placebo -0.05 [ =-6.99 ; 6.88] 0.9871 -0.4

FAS: Number of subjects in full analysis set

N: Number of subjects contributing to analysis, CI: Confidence interval, h: Hour

AUC: Area under the curve, 1AUC: Incremental AUC relative to the fasting concentration
pl: Plasma

The estimates for the fasting parameter are derived from a linear mixed model on
log-transformed data including treatment and treatment period as fixed effects

and subject as random effects.

The estimates for the incremental AUCs are derived from a linear mixed model

including treatment and treatment period as fixed effects, fasting concentration

as covariate and subject as random effect.

Relative difference: estimated treatment difference / estimated mean for placebo * 100%.
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2.7.253.48. BEERARDIZERBEOMB LA VR VICEHT I KR4 > b - #iEHENT (3685 AER)
Relative
FAS N Estimate 95% CI p-value difference (%)
Insulin H.-Fast. (pmol/L)
Mean
Sema 1.0 mg 30 25 166.08 [ 136.87 ; 201.52]
Placebo 28 27 114.84 [ 95.13 ; 138.62]
Treatment ratio
Sema 1.0 mg / placebo 1.45 [1.20 ; 1.75] 0.0005
iAUC insulin, 0-5h (pmol*h/L)
Mean
Sema 1.0 mg 30 25 1202.63 [ 810.45 ; 1594.81]
Placebo 28 27 2123.65 [ 1748.27 ; 2499.02]
Treatment difference
Sema 1.0 mg - placebo -921.02 [-1461.00 ; -381.04] 0.0018 -43.4
iAUC insulin, 0-1h (pmol*h/L)
Mean
Sema 1.0 mg 30 25 382.66 [ 296.83 ; 468.49]
Placebo 28 27 590.49 [ 508.11 ; 672.87]
Treatment difference
Sema 1.0 mg - placebo -207.82 [ =319.97 ; -95.68] 0.0008 -35.2

FAS: Number of subjects in full analysis set

N: Number of subjects contributing to analysis, CI: Confidence interval, h: Hour

AUC: Area under the curve, 1AUC: Incremental AUC relative to the fasting concentration
H.: Human, Fast.: Fasting

The estimates for the fasting parameter are derived from a linear mixed model on
log-transformed data including treatment and treatment period as fixed effects

and subject as random effects.

The estimates for the incremental AUCs are derived from a linear mixed model

including treatment and treatment period as fixed effects, fasting concentration

as covariate and subject as random effect.

Relative difference: estimated treatment difference / estimated mean for placebo * 100%.
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2.7.253.49. BEAEFHBROEZELTHRZOMED C-RIF FIZEAT BRIV R4 > b - #istEEM (3685 HER)

Relative
FAS N Estimate 95% CI p-value difference (%)

Fasting C-peptide (nmol/L)
Mean

Sema 1.0 mg 30 25 0.886 [ 0.791 ; 0.992]

Placebo 28 27 0.656 [ 0.588 ; 0.732]
Treatment ratio

Sema 1.0 mg / placebo 1.35 [1.20 ; 1.52] <.0001
iAUC C-peptide 0-5h (nmol*h/L)
Mean

Sema 1.0 mg 30 25 3.541 [ 2.807 ; 4.274]

Placebo 28 27 4.963 [ 4.259 ; 5.667]
Treatment difference

Sema 1.0 mg - placebo -1.422 [-2.330 ; -0.514] 0.0033 -28.7
iAUC C-peptide 0-1h (nmol*h/L)
Mean

Sema 1.0 mg 30 25 0.651 [ 0.513 ; 0.789]

Placebo 28 27 0.975 [ 0.843 ; 1.106]
Treatment difference

Sema 1.0 mg - placebo -0.323 [-0.520 ; -0.127] 0.0021 -33.2

FAS: Number of subjects in full analysis set

N: Number of subjects contributing to analysis, CI: Confidence interval, h: Hour

AUC: Area under the curve, 1AUC: Incremental AUC relative to the fasting concentration

The estimates for the fasting parameter are derived from a linear mixed model on

log-transformed data including treatment and treatment period as fixed effects

and subject as random effects.

The estimates for the incremental AUCs are derived from a linear mixed model

including treatment and treatment period as fixed effects, fasting concentration

as covariate and subject as random effect.

Relative difference: estimated treatment difference / estimated mean for placebo * 100%.
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2725350 BEAWHABOZEHRBZOMBHIRTF FYY BT DI FRA 2 b - #ETHFEN (3685 5HER)
Relative
FAS N Estimate 95% CI p-value difference (%)
Fasting peptide YY (pg/mL)
Mean
Sema 1.0 mg 30 25 33.89 [ 26.35 ; 43.59]
Placebo 28 27 47.11 [ 36.98 ; 60.02]
Treatment ratio
Sema 1.0 mg / placebo 0.72 [0.53 ; 0.98] 0.0397
iAUC peptide YY 0-5h (pg*h/mL)
Mean
Sema 1.0 mg 30 25 53.40 [ 29.00 ; 77.81]
Placebo 28 27 99.50 [ 76.05 ; 122.95]
Treatment difference
Sema 1.0 mg - placebo -46.10 [-80.52 ; -11.67] 0.0097 -46.3
iAUC peptide YY 0-1h (pg*h/mL)
Mean
Sema 1.0 mg 30 25 11.53 [ 7.04 ; 16.02]
Placebo 28 27 14.84 [ 10.52 ; 19.15]
Treatment difference
Sema 1.0 mg - placebo -3.31 [ -9.65 ; 3.02] 0.2982 -22.3

FAS: Number of subjects in full analysis set

N: Number of subjects contributing to analysis, CI: Confidence interval, h: Hour

AUC: Area under the curve, 1AUC: Incremental AUC relative to the fasting concentration
The estimates for the fasting parameter are derived from a linear mixed model on
log-transformed data including treatment and treatment period as fixed effects

and subject as random effects.

The estimates for the incremental AUCs are derived from a linear mixed model

including treatment and treatment period as fixed effects, fasting concentration

as covariate and subject as random effect.

Relative difference: estimated treatment difference / estimated mean for placebo * 100%.
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2725351 BEEAHROBESEHHABROMBFR YT UL FITBT STV FRA U b - #fEHER (3685 HER)

Relative
FAS N Estimate 95% CI p-value difference (%)

Fasting TG (mmol/L)
Mean

Sema 1.0 mg 30 26 1.55 [ 1.37 ; 1.76]

Placebo 28 28 1.76 [ 1.56 ; 1.98]

Treatment ratio

Sema 1.0 mg / placebo 0.88 [0.80 ; 0.98] 0.0185
iAUC TG, 0-8h (mmol*h/L)
Mean

Sema 1.0 mg 30 26 6.55 [ 4.65 ; 8.46]

Placebo 28 28 11.006 [ 9.20 ; 12.91]
Treatment difference

Sema 1.0 mg - placebo -4.51 [ -6.15 ; -2.87] <.0001 -40.7

FAS: Number of subjects in full analysis set

N: Number of subjects contributing to analysis, CI: Confidence interval, h: Hour

AUC: Area under the curve, 1iAUC: Incremental AUC relative to the fasting concentration
TG: Triglycerides

The estimates for the fasting parameter are derived from a linear mixed model on
log-transformed data including treatment and treatment period as fixed effects

and subject as random effects.

The estimates for the incremental AUCs are derived from a linear mixed model

including treatment and treatment period as fixed effects, fasting concentration

as covariate and subject as random effect.

Relative difference: estimated treatment difference / estimated mean for placebo * 100%.
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2725352 BEERHAROFRESHEHARKROMBERIEHEEICEAT ST Y FARAS U b - HEHET (3685 &8R)

Relative
FAS N Estimate 95% CI p-value difference (%)

Fasting FFA (mmol/L)
Mean

Sema 1.0 mg 30 26 0.377 [ 0.338 ; 0.421]

Placebo 28 28 0.383 [ 0.344 ; 0.426]

Treatment ratio

Sema 1.0 mg / placebo 0.99 [0.88 ; 1.11] 0.8008
iAUC FFA, 0-8h (mmol*h/L)
Mean

Sema 1.0 mg 30 26 0.382 [ 0.231 ; 0.533]

Placebo 28 28 0.331 [ 0.182 ; 0.479]
Treatment difference

Sema 1.0 mg - placebo 0.052 [-0.060 ; 0.163] 0.3480 15.6

FAS: Number of subjects in full analysis set

N: Number of subjects contributing to analysis, CI: Confidence interval, h: Hour

AUC: Area under the curve, 1iAUC: Incremental AUC relative to the fasting concentration
FFA: Free fatty acids

The estimates for the fasting parameter are derived from a linear mixed model on
log-transformed data including treatment and treatment period as fixed effects

and subject as random effects.

The estimates for the incremental AUCs are derived from a linear mixed model

including treatment and treatment period as fixed effects, fasting concentration

as covariate and subject as random effect.

Relative difference: estimated treatment difference / estimated mean for placebo * 100%.

nn9535/nn9535-exploratory/sucph001 20160906 er
06SEP2016:15:17:57 - a_ana lipid 3685.sas/a_ana fat rich ffa 3685.txt



Module 2.7.2 8% 3 53 of 56

2725353 BEARABOELESEHHABROMED VIDLI LA TFAO—/LIZEAT BT Y Kk > b - #5124 (3685 iRER)

Relative
FAS N Estimate 95% CI p-value difference (%)

Fasting VLDL (mmol/L)
Mean

Sema 1.0 mg 30 26 0.76 [ 0.62 ; 0.93]

Placebo 28 28 0.96 [ 0.78 ; 1.17]

Treatment ratio

Sema 1.0 mg / placebo 0.79 [0.66 ; 0.95] 0.0132
iAUC VLDL, 0-8h (mmol*h/L)
Mean

Sema 1.0 mg 30 26 1.57 [ 0.91 ; 2.23]

Placebo 28 28 2.75 [ 2.11 ; 3.38]
Treatment difference

Sema 1.0 mg - placebo -1.17 [ =2.03 ; -0.32] 0.0093 -42.8

FAS: Number of subjects in full analysis set

N: Number of subjects contributing to analysis, CI: Confidence interval, h: Hour

AUC: Area under the curve, 1iAUC: Incremental AUC relative to the fasting concentration
VLDL: Very low density lipoprotein

The estimates for the fasting parameter are derived from a linear mixed model on
log-transformed data including treatment and treatment period as fixed effects

and subject as random effects.

The estimates for the incremental AUCs are derived from a linear mixed model

including treatment and treatment period as fixed effects, fasting concentration

as covariate and subject as random effect.

Relative difference: estimated treatment difference / estimated mean for placebo * 100%.
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2725354 BEARNKRBOEZESERHRZOMBEL 7R 22/ B48ICHT BT Y KR4 > b - #isH#EHT (3685 iHER)

Relative
FAS N Estimate 95% CI p-value difference (%)

Fasting ApoB48 (g/L)
Mean

Sema 1.0 mg 30 26 0.0069 [ 0.0054 ; 0.0088]

Placebo 28 28 0.0068 [ 0.0054 ; 0.0086]

Treatment ratio

Sema 1.0 mg / placebo 1.02 [0.86 ; 1.21] 0.8376
iAUC ApoB48 0-8h (g*h/L)
Mean

Sema 1.0 mg 30 26 0.0463 [ 0.0294 ; 0.0632]

Placebo 28 28 0.0918 [ 0.0755 ; 0.1081]
Treatment difference

Sema 1.0 mg - placebo -0.0455 [-0.0690 ; -0.0220] 0.0003 -49.6

FAS: Number of subjects in full analysis set

N: Number of subjects contributing to analysis, CI: Confidence interval, h: Hour

AUC: Area under the curve, 1iAUC: Incremental AUC relative to the fasting concentration
ApoB48: Apolipoprotein B48

The estimates for the fasting parameter are derived from a linear mixed model on
log-transformed data including treatment and treatment period as fixed effects

and subject as random effects.

The estimates for the incremental AUCs are derived from a linear mixed model

including treatment and treatment period as fixed effects, fasting concentration

as covariate and subject as random effect.

Relative difference: estimated treatment difference / estimated mean for placebo * 100%.
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2.7.25.3.55. miEh4)La—=R - sEib#HEtE (3819 RHER)
Sema

Number of Subjects 43
Plasma Glucose (mmol/L)
Visit 1

N 43

Mean (SD) 7.80 ( 2.5)

Geometric mean (CV) 7.46 (30.6)

Median 7.17

Min ; Max 4.17 ; 14.79
Visit 3 day 7

N 43

Mean (SD) 8.41 ( 1.8)

Geometric mean (CV) 8.25 (20.0)

Median 8.01

Min ; Max 6.00 ; 15.07
Visit 10 day 100

N 40

Mean (SD) 6.47 ( 1.2)

Geometric mean (CV) 6.38 (16.6)

Median 6.17

Min ; Max 4.45 ; 12.01
Visit 14 day 135

N 39

Mean (SD) 7.43 ( 1.3)

Geometric mean (CV) 7.33 (l6.4)

Median 7.23

Min ; Max 5.89 ; 11.95
Plasma Glucose (mg/dL)
Visit 1

N 43

Mean (SD) 140.6 (44.3)

Geometric mean (CV) 134.4 (30.06)

Median 129.2

Min ; Max 75.1 ; 266.5
Visit 3 day 7

N 43

Mean (SD) 151.6 (33.0)

Geometric mean (CV) 148.6 (20.0)

Median 144.3

Min ; Max 108.1 ; 271.6
Visit 10 day 100

N 40

Mean (SD) 116.6 (22.1)

Geometric mean (CV) 114.9 (16.6)

Median 111.2

Min ; Max 80.2 ; 216.4
Visit 14 day 135

N 39

Mean (SD) 134.0 (24.2)

Geometric mean (CV) 132.1 (16.4)
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Median 130.3
Min ; Max 106.1 ; 215.3

N = Number of Subjects, SD = Standard Deviation, CV = Coefficient of Variation in %
Sema = Semaglutide
Subjects were not requested to be fasting at Visit 1 and Visit 14 day 135
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