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) d—EKTE 0.25mg SD
) Jd—EKT:F¥ 0.5mg SD
7 Id—EK T 1.0mg SD
D Od—EKTF 1.7mg SD
7 Id—EKTE 2.4mg SD
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BEE— &

AUC . area under the curvee (HH#R T fE)

BE : bioequivalence (AE4FHIIA M)

BMI . body mass index (A% EFE550)

ClI . confidence interval ({ZFEX[H])

Cinax : maximum concentration (= I 1)

COVID-19  : Coronavirus disease 2019 (H% = 7 7 A /L A YY)
EDTA . ethylenediaminetetraacetic acid (=F L > 27 I > IUFERE)
EMA : European Medicines Agency (PR [ZE 35 )T)

ESRD . end-stage renal disease (R EH)

FDA : Food and Drug Administration (CK[E £ dh % 38 5 &)
GLP-1 . glucagon-like peptide-1 (7 /L7 T AR~ T'F K-1)

IgE . immunoglobulin E (#2227 =7V > E)

IS . internal standard (PNHEMEHEY'E)

LC-MS/MS  : liquid chromatography and tandem mass spectrometry detection ({&{&27 m~ 2777 4

— /BT NEESHT)

LLOQ . lower limit of quantification (& & T [RA)

MRD . minimal required dilution (fz/NiFRF%ER)

Mw : molecular weight (471 &)

PEG . polyethylene glycol (RV =FL 7Y a—)L)

QC : quality control (/h/E & HE)

RIA . Radioimmunoassay ({85023 E 1)

s.C. . subcutaneous(ly) (K F#45-)

SIL : stable isotope labelled (Z27E [FINLIAFEq#K)

SS . steady state (EHIRTE

STEP 1 : NNO9536-4373

STEP 2 : NN9536-4374

STEP 3 : NN9536-4375

STEP 4 : NN9536-4376

STEP 6 : NN9636-4382

T2D . type 2 diabetes (2 HLHEFRIP)

tmax : time to maximum concentration (Fz = L H i B 2 RFfH )
Ea—FK

DE Germany (KA /)
GRRBRODOREE :

D 7= O T 5t~ 7 L F KOB%E 7175 5 (NN9536) CiE, 2 TSRO 12 D j
FTHEHt~ 27 LF FOBESK T 275 5 (NN953S) (28 ENEERRBRO 422 T\ 5, A4
FECIL, 22000 /I MIGENIEKRRRE, 7o v =7 FES Ixxxx] & 4HTOEAOHE
lyyyyl ZHWWTHRFEET D (NNxxxx-yyyy) o
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2711 BERUEEH
271411 #&E

H1EE RGO~ 7 VvF K BEHHE#LZ) CUF, B 2Z0F R) 24 mgi, FiiloEiiE
B LE LT LTV, B F R24mg DT 0 7 I 5%, n ) —%2HRLEZEEL)
HIRTEB EOIIN T HMRIE L LT, JEMERR~OE~ 7 VF ROMM 2T 5D0ThH
Do

v AF R05mg KON 1.0mg O 1 [HIZ F#HRE) X, A8y 7 OiR5e4 T, 2 BEERE OIG
WAL U CHERE ECHEGRA TG L TV 2130, KER R 7 T, DEREZH T 5 2 AR
FREEOLME Y A7 KOS THARZRSE L T\ 5D, 2BBERFEZ G E Lt~ LT ROl
PRARBR CHERIMIEE > RERDPRD SN2 LD, B~ 7T RIC K 2 IEEESREO "aTFErED
MREHIB A & vz,

FEHIE 2 ZhRE U IR & T2 720 DB T, 24mg £ TOR~ 7 LF NARMRRI S TR,
v NVTF R24mg ZAEFFHE S THTPETHD, ZNXVRWHEIR, &561G (0.25mg) KTU%E
D% 4HEM T LT o HE (05, 1.0, 1.7mg) & LTHW, #EFFHED 24mg ~BlEsw5, £
W E A EDD, BENIY FNRT N~ VT RRGHADO T L7 L RO EREIE 2R
Afs (DV3396) B ENT=, S5O0k~ 7AF FHE (025, 0.5, 1.0, 1.7, 24mg) (i U7 HA|
AT AgR & W2 8E 2 5 B LT 2 FETH D, HEIERASC R A2 A7z A
. FEARENMEHED 3 HE (025, 05 KTV 1.0mg) TIX0.5mL, SAEO2HE (1.7 KW
24mg) TIX075mLTHDHZ EERE, TXNTOHEORKTRULTHSD, Zib 5 >OHEITKHER
T 570, 0.5, 1.0, 2.0, 227 KD 32mg/mL D 5 SDEDE~ 7 LF REFNH 5 GEMITE
2.7.1L1-1 TR

AMEEETIE, TR EOHEE A RIE AZRORA & 3R 7 77 AT L7z PDS290
AR AR O TUHN O AW RV EMEREATG O 72 D D I E R ORI OV TR RS, &5, B~ L
F FORALTF 72 & TSR O~ 7T FRE R OPURFHTICAER L2 miEic 2T bt 7
Do

v/ VF FORLETRIX, BEHEBAICE2b0THD, ZHUIAE By 7 LA Ul TR
Thh, TRTERALFEKTH D,

COVID-19 MERFRHABR~DFEE

AW A TR K OB 9 2 43 ik O S FEak U 72 ERREBRIZ X35 COVID-19 D23/ S
o7z, NN9535-4588 3k (2020 4% 5 H 25 H T4 OHEBRE O HA& kbt 2 Fhi) Tik, COVID-19 &
GLDFENT K DVRBRERF D & DMLY, HEE AR AZR ORAN 2 55 Uz 1 Bl OgkERE
RS S, 2T 1 e A oSy B REAEAT IR AR OB (0.25 mg & 5:4%) IZRB W\ T
Lli OSBRI D BRI S, AR TR G PThNT-FITh > 7o (5% 3~144 IFfH
ORI S L7202 o 72)  (NN9535-4588 3l (M 5.3.1.2) Section 10.5) ., NN9536-4590 35k (2020
9 H 23 BICHRBE OPRE O R kbia F2ii) Tk, Ko OBBRE 1L, 155 AR CTIaiik
EHOERT L OTIE L, BETHOERZTo7, X TOWBE XA O KB IRERIE D B
CYEFHICOWTHRE 25217 7= (NN9536-4590 7Bk (M 5.3.1.2) Section 7.3] .
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27112 KFI DR

B~ AT FRFNL, B0 237 < ) FERICIIME 250 LV, BEXIIFEAO R FES
ROWRETEH D, WIRILpH 7.4 DFERIKE LTS, TOEEEFTE S,

MESGIED =D DY~ ZVF RFE T v 7T JMIE E 55 3 B TIE, PDS290 < IEAZRDO &
~ 7 NVF RFIE W, B~ 70T NRELZRE, BBy 7 K TFE2mg & U TRFR I L7z A
EMEIEIF—Th D, IEIEDT-DDE~ 7T R T v 7T ATEENDHH 3HRERIZB N T,
T~ 7T R 24mg BECHH SNZHANT, B~ 27 0F RIBEMN 1.0 X 3.0mg/mL TH -7, 5534
ARER TR L7 AE (025, 0.5, 1.0 KON 1.7mg) MOMERFFAE 24mg) OFEIZBWT,
PDS290 N HIFEAZRE W TR ZRENFEA SN (F2.7.1.1-1)

= ZVF ROHEEERASRBEALSIL, L7 4V R Y UENE L EEERT N A Th
%, 5ot~ 7 T KAE (025, 0.5, 1.0, 1.7 X0 2.4mg) (2% U7z Blalfd 2o B A g2 v
TEBAIN SHEARIN TV D, HEARET, KAEO 3HE (025, 0.5 %X 1.0mg) A0.5mL, &
HAEO 28K (1.7 X1U24mg) 70.75mL THDH, Zb 5HKICHIET D720, B 70T RiX
0.5. 1.0, 2.0, 227 K32 mg/mL @ 5 SO¥EE TRAUL L2 (£ 2.7.1.1-1) .

A A~ AR AR OFEMIL, Module 3.2.P.7 IZELHIT 5,

& 2.7.1.1-1 E3HEHBRTHEALLEYI LT FREAIRUTRFED YT IILF FREID
ERALEZE
Formulation Semaglutide Semaglutide
Phase 3a To-be-marketed
Delivery device PDS290 pen-injector for semaglutide Single-dose pen-injector for semaglutide
Type of dose Escalation Mainte- Escalation Mainte-
nance nance
Doses 0.25mg | 0.5mg 1.0mg | 1.7mg | 24mg | 0.25mg | 0.5mg 1.0 mg 1.7mg | 2.4mg
Injection volume | 0.25mL | 0.5mL | 0.34mL | 0.57mL | 0.80 mL | 0.5mL | 0.5mL | 0.5mL | 0.75mL | 0.75 mL
Semaglutide 1.0 mg/mL 3.0 mg/mL 0.5 1.0 2.0 2.27 32
concentration mg/mL | mg/mL | mg/mL | mg/mL | mg/mL

PDS290 = U HUyE A g ST H R A AR AGRIC I T 5~ 7T REFIOMALZ & 2.7.1.1-2 (T
R, PDS290 XU BIEASHIMHEH T 5~/ 0 F REigd 25 &, HEEHUBRIEAZRCHEHAT S
T~/ F FRANTHEEERZ AR E LTnb 7 = 7 —L BHEH) BNEaEhnvn., £7-. %
RALFE LCT e Ly 7Y a— B2 Tk T ) D LA EE DT, ZOMOEET X TRET
B b,
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+271.1-2 T2 JIILF FREIDHER
PDS290 pen-injector Single-dose pen-injector Function Pharmacopoeia
Phase 3a To-be-marketed
Name of ingredient Name of ingredient
Drug substance Drug substance
Semaglutide Semaglutide Active Novo Nordisk A/S
pharmaceutical
ingredient
Other ingredients Other ingredients
Disodium hydrogen phosphate, Disodium hydrogen phosphate, Buffering agent USP/Ph. Eur

Water for injection

Water for injection

Solvent

dihydrate dihydrate

Propylene glycol Sodium chloride Isotonic agent USP/JP/Ph. Eur
Phenol - Preservative USP/JP/Ph. Eur
Hydrochloric acid Hydrochloric acid pH adjustment USP/JP/Ph. Eur
Sodium hydroxide Sodium hydroxide pH adjustment USP/JP/Ph. Eur

USP/JP/Ph. Eur

Abbreviations: JP, the Japanese Pharmacopoeia; Ph. Eur, European Pharmacopoeia; USP, United States Pharmacopoeia

27113

HaFK 21113 IR,

EYEHRIEEERA T HHBOBRUR UV LBMNLE T TO—F
JESAED T2 b D'~ 7 VT R T 1 7T MG ENDERABR CHH Lzt~ 715 FEFI O

#2.7.1.1-3 BRERABRR U< VLT FHA
PDS290 pen-injector for semaglutide Single-dose pen-injector for semaglutide
Semaglutide concentration 1.0 1.34 3.0 3.2 0.5 1.0 2.27 32
(mg/mL)
Phase 1 trials
NN9536-4455 X X
NN9535-4588 X X X
NN9536-4590 X X X X X X
Phase 2 trial
NN9536-4153 X
Phase 3 trials
STEP 1 (NN9536-4373) X X
STEP 2 (NN9536-4374) X Xb X
STEP 3 (NN9536-4375) X X X
STEP 4 (NN9536-4376) X X
STEP 6 (NN9536-4382) X X

2 Trial NN9535-4588 was conducted as part of the semaglutide s.c. programme for T2D (Ozempic®)
® Only used in the semaglutide 1.0 mg treatment group, which is not referred in the current summary
¢ During the last 8 weeks of treatment
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FIMHRBRICB N T VT R 24 mg BUCEA SN RAORE T, B~ 0F K 1.0 KO
3.0mg/mL Th o7z, HFHIL, PDS290 7 L7 4 )b RARRGEAZRZ VT, Wik & & OHERE &
IZADE TR DIFEAFENEEG SN,

AREBHFHICB WL, 4 o0 HE (025, 0.5, 1.0 XD 1.7 mg) KUMERHE (24mg) 1205
U7z BRI CBE AR E W et~ 70 F REA S ks 24235, 2 OB~ RE AR
TSOOMEEHRGT L0, B~ Z/VF KT 0.5, 1.0, 2.0, 227 LT 3.2 mg/mL @ 5 DO THF|
U7z, 55 3 FEBR R L 72 I R OV T @ AN DV T 025 mg DR R CTH D 2.4 mg &
TOAEITH ST DA O I OWTOMEZE £ 2.7.1.1-4 1287,

£271.14 % 3R THEA L-REARUHRT ERA
Dose 0.25 mg 0.5 mg 1.0 mg 1.7 mg 2.4 mg
(weeks) (weeks 1-4) (weeks 5-8) (weeks 9-12)  (weeks 13-16)  (week 17 onwards)
Semaglutide in PDS290
pen-injector
Phase 3a
Concentration 1.0 mg/mL 1.0 mg/mL 3.0 mg/mL 3.0 mg/mL 3.0 mg/mL
Injection volume 0.25 mL 0.50 mL 0.34 mL 0.57 mL 0.80 mL

Semaglutide in single-
dose pen-injector
To-be-marketed

Concentration 0.5 mg/mL 1.0 mg/mL 2.0 mg/mL 2.27 mg/mL 3.2 mg/mL

Injection volume 0.5 mL 0.5 mL 0.5 mL 0.75 mL 0.75 mL

TR T ERA] (REIE A CRIEALR) &5 3 AR O L7284 (PDS290 ~ I AZR) D4
Wy lR SR, 2 3Bk (NN9536-4590 705k f2 TN NN9535-4588 iklR) OfERIC I Y ZFrand (£
2.7.1.1-4) , T2 BRTIX, HEIEAASCRIEAL T 025, 1.0 XN 2.4 mg #5925 72 O RAIR
B UMREE (0.5mg/mL) | FHERE (2.0mgmL) . &iRE 3.2mg/mL) ) (ZBT 2 4WFHRSENE
% R L 7,

271321 KON 271322 HIZFHET 5 L 912, BOMNEIESLT (EMA) DAY FHIRIEMEORFHE
HUIFRHEH SN T7 77y MEICLY, A& CTH DL~ 7T K 0.5 KO 1.7 mg &5 HRHF O R E
OFHl b EEND, 0.5 mg G5 HBA O (H[EIEHAHIE AL & OV PDS290 < U AE AR & 612
1.0 mg/mL) %, NN9535-4588 iBRC Lz L7= 0.25 mg % 5 FRAIOHE  (H[EH A~ REAZET
0.5 mg/mL, PDS290 <> HyEAZR T 1.34 mg/mL, %iR) O#FHICEHEND, S HIT, 1.7 mg x5 HE
Bl (BEHE AR AL T 2.27 mg/mL, PDS290 ~X 77 AZR T 3.0 mg/mL) 1%, NN9536-
4590 PR C Lo U7- ANREE (HLEIEEH AR BIEAZR T 2.0 XU 3.2 mg/mL, PDS290 ~< A AR T
3.0 mg/mL) OHIFHIZH END,

NN9536-4590 iR I%, TR PEDE~ 7 /LT R 3.2 KT 2.0 mg/mL 8#] (W37h$ BEE A~
BEAZR) &, B~ 7 vF RIREE 3.0 mg/mL #4] (PDS290 <R AZR) OAEWFIR %M 2 fed
572 OIZFHE iz, 3.2 mg/mL BAI & 3.0 mg/mL AR O LB IHERFH B0 2.4 mg (22T, 2.0
mg/mL 4 & 3.0 mg/mL 5 o Eoie | 1 FH 200 1.0 mg (2D THiat L7,
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NN9535-4588 il iL, 2 BNEIRIFDTZD DK TG~ 7 VF R (FEB YY) OE T w7 T
LDIBNWTEMMENTERRTH Y | IEHIED - O OBRREICIZ. 20 1.0 mg #5-HRA 0 F — & 115
WHEOHEA LN & & LTV, YiZlit, B~ 27T FIRE 0.5 mg/mL 4] & O 2.0 mg/mL H
F (PR EEREFAASCREAL) & B~ Z0F RIEEE 1.34 mg/mL 55%] (PDS290 ~2 2 T7E A
28 OAEMFREEEZ RG220 SN, 1BE 0.5 mg/mL RF LR 1.34 mg/mL #LEIE O
T 800 025 mg TITHhNTH Y . ZHEIEMIEDTZD D~ 7T R T v 7T LEk 3R
THT—HELTHHLEZ, ZhooT7r—2I1cky, ik FEDE~ 27T NRE 0.5 mg/mL ##4] J& O°
1.0 mg/mL #44] CHEEIFEHANCRGEALZR) &, FHIFHERBRCHER L2~ 27 1T FREE 1.0 mg/mL 854

(PDS290 ~ B AZR) DN FF S5, NN9535-4588 ikERIZ 31T % 2.0 mg/mL Hifl &

1.34 mg/mL BHI O LB T FH O 1.0 mg TIThTE Y | AMETIESEORBREHRE LTI,
WA ED 1.0 mg (IZOWTIE, 2.0 mg/mL fF| (HEEIHEHLCRIEAL) L8 3HRBROE~ 7 LT R
TR 3.0 mg/mL A (PDS290 ~= > HUyE ARR) % bl 7= NN9536-4590 ikBR O R A 27T 5,

IhB 2 ODORBRORERT A 3, EAETEE?. EMA R OKERMEREMSE (FDA) 345D/

PR RS R A HELERIHICE > TV D,

27114 BEAE
271141 TLF FREDHE

Y~ 7 NF RMERE O AL, g S R0 E a2 R S E %I LC-MS/MS % (=17 b
AT V—AF oAb, ROT 4 T EEEET=2 ) > 7F— K, m/z: 1029.3 — 136.3 X% m/z: 1029.3 —
12383) &g, amEsr, wrodq ks szt < | -
FOBHRBEONY F—ra &z, kb TERIMERA A TH D AlOMED 144 (m/z
1029.3) KOVFEDT7Z 7 Ak (m/z136.3 it m/z 1238.3) 78, ERfbO-Dl@® NSz, B~ 7L
F R OREEELE (NNC0113-0000-0679) Xt~ 7 /LF RO ERE#IELA (NNC0113-0000-
4168) ZWEDONEREAED'E (m/z : 1033.1 — 136.3 1% 1033.1 — 12383, #2.7.1.1-5) L LTHEAL
7o AREFER BEHARE LR O EER (QC) MKIE, Ks=F L7 I U UFEE (EDTA) AN
L UCTRECUTFRR S e, SRR O L1 weighted linear regression fitting (1/x 3% 1/x2) % A
WCHH L7z, IEHPHIL 0.729~60.8 nmol/L T - 72, NN9536 D i PR ER I B4 B E D) 5
—va VEREEF 2711612, N T—a T —XOMEEE 271421287,

2711411 BEEBOE<I I IILF FRIE

025mg DHED B~ 7 NVTF RTIHRBENMES 2D Z LR TRISNZD, BMONYF—va %

1To7z, EMA A X AQE: e~ T, E&E FIRE (LLOQ) % THIZALD Crax @ 5%LL T & 725
LT 51T, SHITLLOQ R TAHMENRH o=, I ab— 328D, 025 mg HE#EE
%D Coax 1349 5nmol/L & FRIS 72 (ZOHEIZ, 212 NN9535-4588 7R THIZE S 472 Crnax (2 KV FiE
MINT) o L7eh o T, Sciex API 5500 & #5345 % Sciex API 6500/6500+ 8 A HTFHIZAR L, &
BEOBEZ m/z: 1029.3 — 1363 705 m/z: 1029.3 — 12383 [ZAF 45 Z L12X Y, 0.250~20.0 nmol/L O
IR Sk DO E & AIRBIC Lo, IRIREEIR D #TiE1L, FDATS KO EMA® DL Y 7 —v a v A
K74 (F£2.7.1.1-6) IZHE-> THREE L7z,
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R 2 i L C RIS IR DO B HT 23 M S 4172, Bioanalytical report OEEE 2 A5 ERAKFBR DGR

“

RS E (Module 5) (2T H&ME5 & IS8 2.7.1.4.1 IZHR LTz,

&27.1.1-5 I TILTF FRURBIEENEDOHRE

Name Novo Nordisk Chemical formula and molecular weight
Compound ID

Semaglutide NNC0113-0000-0217  Ci37H291N45059 — Mw: 4113.7 g/mol

Assay IS (Structural Analogue) NNCO0113-0000-0679  Cz3H315N43O0s2 — Mw: 4423.1 g/mol

Assay IS (Stable Isotope-Labelled) NNCO0113-0000-4168  3C14C173H291"" NaN43Oso — Mw: 4129.4 g/mol

Abbreviations: IS, internal standard; Mw, molecular weight

#2.7.1.1-6 BEEDON)T—aVvER—ETJILFF
Laboratory Assay Matrix  Validation Content Report Date
study ID
Location
LC-MS/MS  K3EDTA AA95860  Assay range 0.729-60.8 nmol/L. Full validation including 05-Apr-2013
Plasma M53.1.4 long-term stability
- LC-MS/MS  K:EDTA AA98749  Impact of co-administered Paracetamol, Acetylsalicylic acid 07-Aug-2013
Plasma M53.1.4  and Metformin hydrochloride (included in bioanalytical
report for trial NN9924-3991)
LC-MS/MS  K3EDTA CA11388  Partial validation of AA95860 substituting structural 06-Mar-2015
Plasma M 53.1.4  analogue IS with SIL IS
LC-MS/MS  K3EDTA CA12337  Extended room temperature stability (included in 13-May-2015
Plasma M 5.3.1.4  bioanalytical report for trial NN9924-3790)
LC-MS/MS  KsEDTA ZZ44775 Partial validation of CA11388 including sample preparation = 27-Aug-2015
Plasma M 5.3.1.4  automation
LC-MS/MS  K:EDTA CA17145  Partial validation extending long-term stability, testing co- 28-Oct-2016
Plasma M 5.3.1.4  administered drugs and plasma from ESRD patients
LC-MS/MS  K3EDTA CA23034  Recovery determination and test of hyperlipaemic plasma 23-Jul-2018
Plasma M53.1.4 and plasma from Type 2 diabetic patients
LC-MS/MS  KsEDTA CA23343  Lowering of assay range to 0.250-20.0 nmol/L. Full 14-Nov-2018
Plasma M 5.3.1.4  validation including long-term stability at 0.750 nmol/L.
- LC-MS/MS  K3sEDTA CA29114  Add-on partial validation including extra long term stability ~ 16-Nov-2020

Plasma M53.1.4  inassay range 0.250 to 20.0 nmol/L, dilution integrity up to
10x, assay performance using a single calibration curve and
ruggedness

Note: The assay validations history includes assays relevant for the NN9536 trials. For previous assays, please refer to Summary

2.7.1 (Ozempic®).

Abbreviations: ESRD, end-stage renal disease; LC-MS/MS, liquid chromatography and tandem mass spectrometry; IS, internal

standard

2711425 DRIE

2 DDA R EMERER (NN9536-4590 K (N NN9535-4588 #kBR) . &5 2 tHEAER (NN9536-4153 3k
B MOVHARANGERE & e 3 fHEBR  (NN9536-4373. NN9536-4374 K 1N NN9536-4382 itER) 1238
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RETJIILF FEESMAEO RS &R EE

Pt~ 7 F RHURDBEA K ORI GLP-1 & DA XS D58 720 . Shankar & 108 ONBE# 9
DHA KT A RBIMZGEN < N v 7 2R OFEY OTF P2 AR 2 72 ORHLERE % & T HUA L
sepmmie ®RA) 0107 — = oz || i - 2we2mm Modue
53.14) ],

HERNC T R COMIGHUROREE 7Y v Ut s A V%2 _X—hL, RV =FL 7Y a—L
6000 (PEG6000) |Z XV ibi=H, B~ 27 VF FOFWEMGI Lz, Tierl (A7 V—=27#liE) T
X FFERE~ VT ROFFEE T TTRTCOMBERE L, BURMEE#E~ 7T RROGUEE
PEG6000 Tih: S8, TR T OBEREE o ~h 7 o X —IC K D EHAI Uiz, LB P CIEET Dk
SHRE IR P ITAFAE T DU B UR DR 2 R T EHEAIERIE CH U . BRIKITINZ 7o BUR PR B O &
Xt 5EIEG (%B/T) & LTHssns, A7 VU —=V7HE (Tierl) TH > hAA > FE
DY%B/T fili % 7~ LIRS IR E (Tier2) & LT, REIZRIEE#SRE~ 7 VTF ROFET D
ONZIETFAE T CRIRZ FRAIE Lz, PR HERR SV RIK TIE S BT, REIZIEEH GLP-1 OFfF
E T 725 NCIHEFE FTOREIC L Y, WNIEM GLP-1 & O XIS Z 7 L7z (Tier3) . HUkRME:
DR SN E . 25 ANT 5 2 LIS XV HURRIS OFREE 2 H)E L7z (Tier3) o W& S/ Huik(m
ZRERE OB/ REE (MRD) Th D 15 Tl LT,

N T3 VIRERE OB OME CEM Sz, N T =2 arORT A= F By bR
AV NORGE, A7 V== 7 OREEROREEE, RN R O XBOSTEDORIE, [BIGHE, $EHI~Oifif
PER OSEAN DT, Rl ORI MAE DTk, mEfEE, SURMIO T > FARA > b K OHUAAG R E fE D
RINEELTH -T2, N T = a Db EEREREZ K 2.7.1.1-7 12885,
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x271.1-7 RIAGRICE DIET T ILTF FAKBIED/NY T—2 3 VR (216142 HER)
Parameter Description Result
Minimum Required Dilution Volume of sample in assay 10 pl (6.7%) in a total of 150 pl, i.e.
(MRD) MRD = 15.
Screening cut point (SCP) 50 sera analysed 6x 8.0455 %B/T
Calculated using robust-parametric approach
with 5% false positive rate
Normalisation factor (NF) SCP — Mean QC neg 1.0266
Normalised screening cut Mean QC neg + NF Mean QC neg + 1.0266
point (NSCP)
Confirmatory cut point %Inhibition of results with (Series B) or without 23.78%
unlabelled semaglutide (Series A). Calculated to
give a 1% false positive rate.
Cross reactivity cut point %Inhibition of results with (Series C) or without 19.03%
native GLP-1 (Series A) Calculated to give a 1%
false positive rate.
Normalised titer cut point Mean QC neg + 2xNF Confirmed positive samples with results
> normalised titer cut point subjected to

titration.

Confirmed positive samples with results
<normalised titer cut point assigned MRD
adjusted titer = 15.

Control mAb for assay anti-semaglutide mAb mAb GLIP-C1-F27

parameters and QC

preparation

Sensitivity screening assay anti-semaglutide mAb 50.44 ng/ml

Sensitivity confirmatory anti-semaglutide mAb 39.06-156.25 ng/ml confirmed positive

assay

Sensitivity cross reactivity anti-semaglutide mAb 39.06—-78.13 ng/ml confirmed cross reactive

assay

Drug Interference 1.25 nM semaglutide 86 ng/ml

(SiensmVlty in presence of 40 nM semaglutide 274 ng/ml

rug

100 nM semaglutide 434 ng/ml

Drug tolerance 100 ng/ml anti-semaglutide mAb 5 nM semaglutide

nM drug at ng/ml Ab 500 ng/ml anti-semaglutide mAb 100 nM semaglutide

Interference Interference from haemolysis examined on QC  No interference at any level. All results <20%
samples difference to non-haemolysed sample.
Interference from lipemia examined on QC No interference at any level. All results <20%
samples difference to non-lipaemic sample

Precision Screening assay Below 8%CV/6%CV at all QC levels

(intra assay / inter assay

precision)

In vitro S FIHLIAD BITE

i~ 7 VF FHURD in viro PRMER OFHlIL, Mg ~— 2 DHit~ 7 F FhiguklEisz M
W, 5 3 HERUBR (NN9536-4373, NN9536-4374 KUY NN9536-4382 5lliR) (23 TR MEDSERR S 47z
FTRTOBIEERRIAT 72, GLP-1 & XS T it~ 7 F RHARD in vitro HFIVERIZ. K
Ze FIV 25t GLP-1 AL E %5 22 VTR L 72,
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IHTERBET 204 R T A RHORKERHIE > TAY T = g Sz LIS,

Pt~ 7 F RERFHUA KR O GLP-1 HUAD invitro JIEIHEH L7 FIETIE, ~ U v 7 20T
ZWrET H - OMIEE PEG THILFET %, MIEIXE b GLP-1 2FEKKL OV Y 7 =2 F—P LR—Z —1&
IBAHBA LN — AR Y —Fgfl T, Zhzky, B~ 71T FXLGLP-1 DWW T
AN K MR LTt~ 20 F RHUADRTILFEEN 2 ER&T 2, 2 b DA
BioAgilytix fE1Z & o THIFE KL ONY 7 — a3 > Zivfz (304600 35 (Module 5.3.1.4) | 321593 7l
(Module 5.3.1.4) . 304601 7kt (Module 5.3.1.4) . 321594 &A% (Module 5.3.1.4) ] .

NYF—=2a DT A=FT, By FRA LV FOPTE, B OREEE, BIRVE, FEH~ D K&
OFEAN DT, Wil L ONEMIMIE DT, ZEME, RY 7 P ROEEECh 72, N T—va o
FERER A 2.7.1.1-8 (Frk~ 27 AF FHRFUAORIE) KU 2.7.1.1-9 (HL GLP-1 HAIHUADH
E) \ZEKIT D,

%£27.11-8 Bt v S ILF FOREIED /Y F— 3 U8R (304600 KU 321593 3

B%)

Parameter Description Result

Minimum Required dilution (MRD) Volume of sample used in assay 30 %

Neutralising cut point 30 individual sera from subjects with -
obesity Calculated using robust-parametric

approach with 1% false positive rate
Normalisation Factor (NF) Neutralising cut point — mean QC neg! NF (Obese): 30.4%N

Plate specific neutralising cut point
Set at 99% confidence level

Floating cut point (FCP) Mean QCneg (%N) + NF

Sensitivity

Sensitivity reference mAb GLIP-C1 F27

Sensitivity reference NNC1212-0000-
7141

875.5 ng/mL

245.4 ng/mL

Drug interference

Sensitivity in presence of 2 nM

semaglutide

Sensitivity reference mAb GLIP-C1 F27

Sensitivity reference NNC1212-0000-
7141

1000-2000 ng/mL

633.9-1094.0 ng/mL

Drug tolerance

LPC 1 (460 ng/mL)
LPC 2 (685 ng/mL)
HPC (5000 ng/mL)

1 nM drug can be tolerated
2 nM drug can be tolerated
2 nM drug can be tolerated

Assay precision?
(inter-assay variation)

Assay precision®
(Intra-assay variation)

QC low (LPC1) (%N)
QC low (LPC2) (%N)
QC high (HPC) (%N)

QC low (LPC1) (%N)
QC low (LPC2) (%N)
QC high (HPC) (%N)

46.6 %CV, not accepted
12.7 %CV, accepted
4.6 %CV, accepted

51.9 %CV, not accepted
11.6 %CV, accepted
4.1 %CV, accepted

Haemolysis

Lipemia

QC low (LPC1 and LPC2) and high
(HPC) in haemolysis grade 1-4

QC low (LPC1 and LPC2) and high
(HPC)

No interference from haemolysis

All PCs showed acceptable performance,
except LPCI in two lipemic samples.

1'QC neg = NC (negative control) in the validation reports
2 Inter assay variation < 30% acceptable. All PC should be positive. NC should be negative
3 Intra assay variation < 20% acceptable. All PC should be positive. NC should be negative
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#+2.7.1.1-9 L GLP-1 FFIAKAIED /N T—2 a3 VR (304601 B U 321594 FHER)

Parameter Description Result

Minimum Required dilution (MRD)  Volume of sample used in assay 30 %

Neutralising cut point/floating cut 30 individual sera from subjects -

point set at 99% confidence level with obesity Calculated using

robust-parametric approach with

1% false positive rate

Neutralising cut point — mean QC NF (Obese): 25.1%N
neg'

Normalisation Factor (NF)

Plate specific neutralising cut point Floating cut point (FCP) Mean QCneg (%N) + NF
Set at 99% confidence level
Sensitivity Reference mAb (equimolar mix of 550.9 ng/mL
GLIP-C-1F27, Mab26.1,
GLPF5A4
Reference mAb NNC1212-0000- 65.6 ng/mL
7141

Drug interference
Sensitivity in presence of 2 nM

Reference mAb (equimolar mix of 1500 ng/mL
GLIP-C-1F27, Mab26.1,

semaglutide GLPF5A4
Reference mAb NNC1212-0000-  442.6-744.7 ng/mL
7141
Drug tolerance LPC 1 (460 ng/mL) 1 nM semaglutide can be tolerated
LPC 2 (685 ng/mL) 1 nM semaglutide can be tolerated
HPC (5000 ng/mL) 2 nM semaglutide can be tolerated
Assay precision? QC low (LPC1) (%N) 35.7 %CV, not accepted

(inter-assay variation) QC low (LPC2) (%N) 13.0 %CV, accepted
QC high (HPC) (%N) 3.3 %CV, accepted
Assay precision’ QC low (LPC1) (%N) 20.8 %CV, not accepted
(Intra-assay variation) QC low (LPC2) (%N) 18.4 %CV, accepted
QC high (HPC) (%N) 2.4 %CV, accepted
Haemolysis QC low (LPC1 and LPC2) and No interference from haemolysis
high (HPC) in haemolysis
grade 1-4
Lipemia QC low (LPC1 and LPC2) and HPCs showed acceptable performance,
high (HPC) LPCI failed. LPC2 failed in 1 lipemic

sample.
Selectivity in obese sera passed 100%
Lipemia does not impact the PC.

1 QC neg = NC (negative control) in the validation reports
2 Inter assay variation < 30% acceptable. All PC should be positive. NC should be negative
3 Intra assay variation < 20% acceptable. All PC should be positive. NC should be negative

AL/ Fvy TERIZKBZEITILF FEEEM IgE ADKRE

TRBREEIC X 2 2R EEIRBUE N S ORI Lok th ot < 7V F FReRE IgE ik 295 A A
Xy EE. SR INANT 4 AZFRC K VB EONY T a3 S (213540 3R (Module
53.1.4) }1307690 5Bk (Module 5.3.1.4) 1 . ZO4HrikiE, 45 3B (NN9536-4373 3BR) 123
W, FEAMCERILENTZ | DOMIETOHE~ 7 F REEAHUA K O IgE HiikoflE i i &z,
Z ORRD IgE 13 LLOQ Kiiii & HIE S, G HURIIRRMETH 7o, ZOMKOREIX, B~ 7T
R 2.4 mg BEOWERE (BEBRE 5 301009) THABRERHANE DA FEFHRNRE L= 72O i S iz
(NN9536-4373 545k (Module 5.3.5.1) Appendix 16.2.7, Listing 16.2.7.1) . Z O EFHGIIIEEE)NOE
FETHY | IRBREEG IRl S, FRoBRES R S,
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JEFIE D 72D DEEHRBIR 7 1 7T MZBWTE~ 70 F K 24 mg NG SN 7 8 iBR T, 155RIR
(2 BEES 2 HLE OO SRR EUE O BE\ M KD MR IR 2 BRI S R E 1T\ e o T,

FERNY T — 3 UiRBR (213540 3B (Module 5.3.1.4) ] O F—3 23 2387 A=, HIE
DA v FARA b LLOQ, MIEIRE ARHIBAR ., miFHHit~ 7T R IgE fiikomliER, x|
W, KU Z b st~ T R IgG HROFH R OMIERBE Ch oo, i)Y 75— a Vil

(307690 3Bk (Module 5.3.1.4) ] Ti, IgE 74 Y ¥ A 7 OHE~ 7 NVTF RHUEORDOVIZIgE 71 Y
KA T AA v F (IgE isotype switched) GLIP C-1F27 HitfkZ HN T, &, FAI~ DIt & ORI %
FRAE L7,

NYF = a OFEBERFERAF 2.7.1.1-10 (TR T,

% 2.7.1.1-10 AL XXy THEIZEBDREITILF FIGERAKBED/NNY) T—2 3 VR
(213540 K U* 307690 :X5&)

Parameter Description Result

Assay cut point Lower Level of Quantification (LLOQ) 0.1 KUA/L

Control antibody used

Conjugate of mAb GLIP-C1 F27 IgG

antibody and human IgE used as surrogate

for a semaglutide specific IgE antibody

and mAb GLIP-C1 F27 with IgE backbone

Anti-semaglutide IgG-IgE ab

Anti-semaglutide IgE

Sensitivity

Anti-semaglutide IgG-IgE ab
Anti-semaglutide IgE

185 ng/mL
0.5-1.0 ng/mL

Interference from semaglutide

Anti-semaglutide IgG-IgE ab measured in
presence of 0 — 100 nM semaglutide:

0.18 pg/ml anti-semaglutide IgG-IgE ab
20 pg/ml anti-semaglutide IgG-IgE ab

0.5 ng/ml anti-semaglutide IgE

1.0 ng/ml anti-semaglutide IgE

5.0 ng/ml anti-semaglutide IgE

50 ng/ml anti-semaglutide IgE

Tolerates up to 11 nM semaglutide
Tolerates up to 100 nM semaglutide
Tolerates <1 nM semaglutide
Tolerates 1 nM semaglutide
Tolerates 100 nM semaglutide
Tolerates 100 nM semaglutide

Assay precision (intra-assay)

Assay precision (inter-assay)

QC neg (human serum pool)
QC low (anti-semaglutide IgG-IgE ab)
QC high (anti-semaglutide IgG-IgE ab)

QC neg (human serum pool)
QC low (anti-semaglutide IgG-IgE ab)
QC high (anti-semaglutide IgG-IgE ab)

6.8 %CV
6.1 %CV
10.4 %CV

11.8 %CV
8.6 %CV
12.9 %CV
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% 2.7.1.2-1 ABEIZED T2 GEoNBRABRO—E

HERES. RBRT I/ ORUEH  RERBER (3 ARERUAE BRRUR®

BEGH, L S i 2hE)

NN9536-4590745 HEfE A REAS T BERESUTERE  HEREACBEASR TR T AR FRRSHE

(Module 5.3.1.2) Bl Lize~ 7 F RE BrE6sH BehHLice~<7AF FRA HEERACREAROE~ 7T FRA] (RTHE) &, PDS290 ~EAZR DO~ 7 VF M| (B F

DE PDS290 ~ U FU T A ST 0.25 mg (0.5 mg/mL) #5) ZHB LR, LT ORGRME b,

LC-MS/MS B Lt~ AF Rl EWFERRSEER 0.5 mg (1.0 mg/mL) o E¥ZTF F24mg Tld. AUCoiesh24mess X' Crmax24mess O 0%IEHEHX L (0.80; 1.25) O#PANTH
Bt o 1Rk, BERE Hroxguze 1.0 mg (2.0 mg/ml) ST &, B AR O /L F RN L PDS290 M AB DT < 7 LT R
0t MR, @sbllep)) )7 mE (27 me/ml) DRI AWM A RAE S LT

= 2 [ A 4 mg (3.2 mg/mL) i o
fF Bk, WP o AUCq.168h24mess :© WA O LLOHEE 1.05 [1.00; 1.11]90% c1
PR PDS290~ L BIFEABTH T o Comoamess | BAIRIOHOHEEN 1.16 [1.08; 1 24]ops 1
BELIE AT M o <~ 2/0F F 1.0mg Tk, AUCo 1681 mess % 0¥ Cot mess O 90%IE4EXRIE (0.80; 1.25) OHFPHN TH -
8?5 oy 1(160 m/g/nliL) o2 LMb, HREERASCREARO < 7T FRAIL | PDS290 ~UBIEAZR OB < 7 LT FREID
o omeh) Oy RS DR S L7
1.7 mg (3.0 mg/mL) e AUCo.168n,1 mgss : WA D LLOHEENE 1.04 [0.99; 1.09T00% 1
2.4 mg (3.0 mg/mL) ®  Craximess | A O L OHEESE 1.10 [1.02; 1.19]00% a1
¢ toa2d4mess DT IR O toa mess O RARIE, BRI A RE AR O® < 7 /LF REH & PDS290
VRIEARROE~ VT RFICRIECTH - T2,
Zatk
TR TERVWEEER OCREEOMBEITRD bhvir o7z,

NN9535-45883 5 HEFAARCREAZRT  BEEIINGE BEEERCBEARTRT AW

(Module 5.3.1.2) B Lz~ LT KE  Bragess BELIEE<7AF FRAI  HEEHSCREAROY < 7L F RIE (G THRYE) &, PDS290 =L ML AMD L~ 7 F Rkl (T

DE PDS290~2 Ry Afs T 0.25 mg (0.5 mg/mL) Beh) EEBUIRER. LT of@maGoini,

LC-MS/MS H L~ 7T Rate AW FmR%MEA 0.5 mg (1.0 mg/mL) o T IAF R 10mg Tl AUCquime O BFIROLLD 90%IZHEM A (0.80; 1.25) OFIINTH 7=
W2 Ui, SE(EATY W@ﬂﬁﬁfﬁ 1.0 mg (2.0 mg/mL) 73, Conaemg O BUHIRE D He 0 90%{ZMIXFIL (0.80; 125) DHGBHAIICIEAR A o722 & v, ARl
gg f;ﬁgﬁ%ﬁ;ﬁ G psasgrcs mp g T T PEIRRGE S 2o 7,

) ' BE LI /L F KK o AUCoiuime : BUAIRI OO OHETE A 1.10 [1.04; 1.1 oowocr

Br

0.25 mg (1.34 mg/mL)
0.5 mg (1.34 mg/mL)
1.0 mg (1.34 mg/mL)

o Caxime : WAIMOLOHEEN 127 [1.20; 1.34]90% 1

T~ ZVF K025 mg IOV T, BEERIBE FIEZ FIV 2 2 & 06| WSRO MEERIR E 13T
biehots (B 7 AT K 1.0 mg OAEMERRSHEIRGE SR 5 72720) o LA L AUCo- 168025 mess
TR Crnax 0,25 mgss P WVTAUZDWN T H . AR O LD 90%(FHX 1L (0.80; 1.25) OFFANTH o7,

o AUCq.i68n025mgss : TEAIMIO LLOHEEAE 1.08 [1.03; 1.13Jo0 1

¢ Crax025mess © WA O OHEES 110 [1.05; 1157000 1

tinax.1 mg O F AL O tinax 025 mess D FFHRAE L, PDS290 <2 iE AZR D&~ 7 /LT RRLKI & b U C Bl
JARVBRIE AR O~ 7V F KRB TR -T2,

Zatt
HEIHEAANCREAROE~ 7 VT FREIR S OREET a7 7 A VL, LSzt~ 7 NVT R TS
DOEREETa 7 7 AN ERETH T2,
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2713 £HBREEL TORRDLE LT
27131  FELHBROBHY
2.7.1.3.1.1NN9536-4590 &

NN9536-4590 ik, 2.4 1.0 mg DHEDOFEGIZH W THEEHARCBEAZRO T~ 70T M
# & PDS290 ~ AR AZR D~ F VT RRKIE i35 . WAEAEI D 11, WATRER R, FEER.
AW FHREERR CThH o7 (¥2.7.1.3-1) o *RIT WRESUIAL T b 2 ik 72 5 % 68
BT o 7=, WA D BMIIE 27.0~34.9 kg/m?, {KE|E 70.0~130.0kg & L7=,

2.7.1.31 NN9536-4590 :RERDTH 1 >

Once-weekly

semaglutide s.c. 0.25 mg 0.5 mg 1mg 1.7 mg 2.4 mg
dose

3.2 L
2.27 mg/mL 0.75 'l—,:ng/l“
= e 2.0 mg/mL 0.75 mL
: .0 mg/m 0.50 mL
fﬁ.’;ﬂﬂ:’:: 0.5 mg/mL 0.50 mL -
pen-injector 0.50 mL

3.0 mg/mL
3.0 mg/mL 0.80 mL

10 g/ 3.0 mg/mL 0,57 mL = -
Se lutid - 0.34 mL wee
AL 1.0 ma/mi 4 weeks l

e 4 weeks
pen-injector 4 weeks
4 weeks

BE evaluation
BE evaluation

Note: BE evaluation included pharmacokinetic blood sampling after last dose at the 1.0 mg and 2.4 mg dose levels. A
trough PK sample was drawn at the end of each dose escalation step.

Abbreviations: s.c., subcutaneous

v AT RIEERVERY (0 1EM) 2460, #RAEICEET 2 £ TOMEIEERA RV
D WP RIS T A R T A o WBINZE ST, NN9536-4590 3Bk (K 1N NN9535-4588 #X5R)
Ze 2 BEDIATREM LB & U CRbm L7z, WATHER T A o TIREGHEM O A "TREIC T 2720,
WA A RED 2 ODfE (70.0~99.9 kg KT 100.0~130.0kg) (ZEBHL L., FENT, Wi % HE
AR AL D&~ 7L F RRAI T PDS290 XU RIE AZR O~ 7T REIFNZ 1 1 O T
IAEZICRID M7, 2RISR, WATEER] T A o CRGHEM OEMBRED LGN v REIC /2 5 &5
25,

v VT ROFEYEEBITEAKOHRICEI ST -EH L TBY, [ UEGHEE RO T
YA L7 AF—"=FH A U TCHRONTEYERER S 07 7 A VENTRWEEZ D, 1B,
NN9536-4590 i BRIZHVNT, N—R T A LV OKE, (KEOEIKOEENE (BBEEOAEFRESR) 132
OOELREH TR CTH o7 (2.7.1331H) , /o, F&EGEMZ 208 T 5287 a x4 ——F
YA Tl EWBEOFF LB LR A R/MET 272010, BSHBOMIC A RESO Y+ v a
7o MAMERT TH AL T ARNET D AEEERH 0 . EIVFOER RRBRCIAERERD) OFf
Ll LR ZHEERT D ITT 2 TERWEERH 5, RE LT, 2 200RGHMOREDZAEIC L VIR
BEIGEVWDELCDAREER DS, LEDOZ &G, &~ 7T REEI O AW S0 RIZ M X TRER
THA L EACTHHMET 5 2 LR TH Y . J@HHE, BERE SO B K ORI DR E IO\ T
WEI R XHE P TN BT V1 v ThoH EE XD,
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WATHERE T YA TR 255 -0 O LEERREREZ, RBRETH L LThRl Lt
54 i) L B E L7-, NN9536-4590 #kBRIZI51T 5 %15 % BMI 27.0~34.9 kg/m> (NN9535-4588 7l Tl 25.0
~349kg/m?) LERE L7722 LICBAL TiE, fdEpBRE & i U CEYEE Y 1 7 7 A LI K E S 3
THZEEFRNEBZ D, 2721, SRMRTREITEEERE BMIME KENERVERN) TF
HEn 80 b EREABROMREN (RENEVER) OIF9 Vs kd,

Y~ 7T RRFIOME 1[I THR51E, 025mg DFHENSRKBL, 4 HF 21205, 1.0, 1.7,
24mg E HEZHE L, SWREITHEHARECTH S 24mg D 5 HOFRG 2517 7=, HYEHETEM o
7o D OB MLIE, 1.0 XN 2.4 mg DE MG HITITo7c, Zhb 2 HETITY 1 &RERIRICDIZS
g L7C K ERE Y Y Nz, 1RGO~ 70T K025 mg D 2.4 mg £ TO MR
BIMEAE SIS D721, T _XTOMAE (025, 0.5 KW 1.7 mg 25 Te) DOREFEGHIZ b7 7 EEHIE
T DD OBIRDERI AT > 72, F£72. NN9536-4590 ik Tldtz~ 7 /L F K 2.4 mg OIS #A1EH
(KEOEZRE) ZFHME L7z (2.7.1.3.3H) |

FEEEEL, AR~ 7 VTF REERHIOEET 5 BRSO EFRR LT 572D
LTHEY, HIMRABREFUAETHY . FLEHRTERANCONTH LUAIEEY 2L 35T
ETHD, ZOMEWHEIZLY, BHEBREOKRGEHMEIT 21 W &L 2o72, B~ AF R 1.0 K124
mg % 5-FBA| O L PR R SR EFIRIE TR L7z, L7 > Ty RARA & ME 0~168 IR
B h-T TR S vz,

T4 <V —x o RiRA b

e AUCoi68h24mgss : B~ ZNT R 2.4 mg DFEcHESELGH%, 0FRE#DND 168 FEH £ COEHFIREEIZE T
% IMSFE A i B -IRE FRTHE RS Bh AR T T

o  Crmax24mgss | B¥ 7T N 2.4 mg DEAEBEGZITBILE SN EFIREIZI T 2 e iR

ull|
s

BREE S v Z ) —x 0 RARA v b

o AUCo.168h1 mess : B~ Z/VF N 1.0 mg Dk 5%, 0 Ref» 5 168 FEfH] £ ToOEHIRRBIZI T
% I v R P - HERS iR T A

¢  Craximgss : B¥ 7T R 1.0 mg DEMEG B S ERIRBICIS T D f A iR

T2 RRA Y ME, FHETEY AT Rk bG%, 0~168 Kif#] (725 1 O G-RHMRED
M) omiEft~ 7T RRE-REFHEB IR DROT-, =2 RARA & MIxHZE L, 84 (HE
R ARE AR O~ 7V F KL PDS290 U AE AR O~ 7 0F R) KOEHIKTF (KEOKX
43 70.0~99.9 kg X% 100.0~130.0 kg) Z [EEMR, KEOREIEZ L& L T 5 L0 OTTET VA
D THI = (2R LTz,

BRI NI RARA 2 MZOWTHEE L 72 A 0 7 B O 2U 63 2 ] 90%( 5 #E X [
IETCD R — VT2 L BHIR O e OHEEE & O D 90%EFIXH 2R Lz, WOz R
RA 2 b (AUCq168n S TN Crnax) & BEAIET O L O 1R 90% 15 #E X[ 23 A= W -0 [R1 Mk D FE4E - (0.80;
1.25) OHFANIZH 25T, W FRIREIEDRGE S vz &l LT,

NN9536-4590 R DOFEMILE 2.7.1.2-1 127”7
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2.7.1.3.1.2NN9535-4588 5E&

NN9535-4588 il iX, 2 BUBEIRIFD =D DL FHRGHE~ 7 VF RO T v 7T LB W TEM S
Nz, ARBRIZ, 025 KT 1.0 mg D EOHREIZB W CHRI#E ARV RIE AL O~ 7 LT KA L
PDS290 N E AR O~ VT RERIZ T 5, BAERE D AT, WATHEM IR, FER. &8
ZRRSEMRBR TH -2 (X 2.7.13-2)

2.7.1.3-2 NN9535-4588 sHER D TH 1 >
Once-weekly
semaglutides.c. 0.25 mg —
dose

2.0 mg/mL

2 1.0 mg/mL 0.50
pen-inj r 0.50 mL
1.34 mg/mL
s el 1.34 mg/mL >
pen-injector 19 0k Tdosa
2 doses

4 doses
BE evaluation

BE evaluation

Note: BE evaluation included pharmacokinetic blood sampling after last dose at the 0.25 mg dose level and after the
1.0 mg dose. For the current summary, only the BE evaluation at the 0.25 mg dose level is referred. A trough sample
was drawn approximately 168h after the second (i.e. last) 0.5 mg dose and 168h after the fourth (and last) 0.25 mg dose.

Abbreviations: BE, bioequivalence; s.c., subcutaneous

RIGHE, WIARE IR T o 2 Ik 72 B 68 il CThh o 7=, #EERE O BMI X 25.0~
349 kg/m?, {AHE[L 65.0~130.0kg & L7,

WeBRE A RED 2 DDJE (65.0~97.4 kg i% 97.5~130.0kg) (ZJ@hlfb L, KEN T, #BRE & HlA
AR UAE AR O~ 7 VT REHFI T PDS290 = U AE A O~ 7V F REIAFNZ 1 1 OET
AEZIZEID 72, #ERE T~ v F Rzl 1E, 5570 (025mg % 4[F], 0.5mg % 2[A],
1.0mg % 1[8) OFH&25%1 7=, IRWEREFHEL O 72 OB MIZ, 0.25 KO 1.0 mg DF ik 5%
AT o7z, AEEETIL, 025 mg TG Lo I BEAZR O~ 7L F FRGE (REE
0.5mg/mL) &, PDS290 = I AZRDOE~ 7 VF REKl (1.34 mg/mL) DO IRIERT 5,

NN9535-4588 7l Chae L 72 HiEMlE A~ BRI Ags O BEANL, ERGAETRIRE D 72 8O 0 B[Rl -~ Y
TEAZRD 025, 0.5 KON 1.0 mg 5 FRAI L [F—Th 72, —J7. NN9535-4588 skBR DX HEFRK L, 45 3
FHRRBR TR L7z~ 7L F RFIREE 1.0 mg/mL H| T3 <, Ay 7 BT 2mg  (PDS290 <
BEANZROC~ 70T FIRE 134 mgmL 8E]) Tholz, B~ NVTF RORELZRE, § 3R T
R L7z~ 0F RIEE 1.0 mg/mL H & A¥ o vy 7 & T 2mg (B~ 27 /0F REEFE 1.34 mg/mL
A IR THH- T,

NN9535-4588 #Bh TlX, B~ 27 /LF FRE 0.5 mg/mL 8K (H[EIHEHAR BRI AZRD 0.25 mg &% 5-H
BHFI 4B HFEG%) &, PDS290 X UIEASRO Y~ 7V F RIEE 1.34 mg/mL OB (AE v v
2 FVE 2mg) &l L=, L7273 > T NN9535-4588 skBRIZ BT 5 25 2 BAI o el i, JERIE D F
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3AHFRBR T SN BA L S A (0.5 mg/mL (B[R A~ AZR) & O 1.0 mg/mL
(PDS290 <~ HIEALR) ] KV HIREEDN K E WEAIF CoOHEE (0.5 X T 1.34 mg/mL) & 725 T\
B BT, HEIEE D7 o 24— N—3 Bk (NN9535-3687 ik, A4 v v 7 F2 FiE 2mg AR H GG
RRICZEEELE LT 28V T, B~ 27T NIRE 1.0 mg/mL 54 & 3.0 mg/mL $54] o bl T,
AUC KO Cuax IO W TSIV R EN TV D, ZOREENS . Z OREHEAN TORAFIK (NN9535-
4588 B CXIMEIK & U T Sz~ 70 F NIREE 1.34 mg/mL 8454 & 565 3R Cifl St~
ZVF RIRE 1.0 mg/mL 72 &) ORISR R S5, NN9535-3687 il TH W b L= KN, &~
NTF RIREZERE, B 3HRRCHEN SN BE (B~ 274 F FIRE 1.0 mg/mL 45%]) LRI TH-
77

025mg D~ 7 /VF NHEIZ, HEHETICE Z 28BEFEOAEFL LB 5720 OMIGH &
ELTORMEMSND =0, InRHE LS LTI L TuVeuy, NN9535-4588 kiR T 0.25 mg 5
X, ZOMABICH > TThhr,

HEL T, BERGIE OZYRE TR OS2 HFY & LZHEEICBV T, NN9535-4588 iBR DS FIC X
V. 025 mg &M OHEEHRA~OLELITIZFFIND LEZ D,

BRI MR O 72 OWATEET YA > e OV O B2 38R U772 AR LT, NN9536-4590 7kl D
2713 L1 IR LRI L [FEETH B,

TIA )= RRA b (RETIEZRL TWh )

¢ AUCoustimg : 6 HE O BB ZICE~Z AT R 10mg & 1 [BEG Lz &0, 0N D
Fc & T i AT REIRFTA] S C oD I vHh i B8 - IR R HE RS b T T Aok

¢ Couximg: 6HEBOHEWEMMZICE~Z AT N 1.0mg & 105 LiZ & S ICBB SNk
11 3 R

WMEERIE D o 2 Y —x 2 RaRA b

o AUCoi68n025 mess : £~ Z/VF K 0.25 mg DIcféd 544, 0 FF# 5 168 IF# £ TOEFIRIERIZ I
(T D A R - Ry PRI HERS BB T A

¢ Crax025mgss : B~ 7T R 025 mg DEAEEGZITBIEE S T2 EFIRIBIZ IS 1T 2 e i rh R B

TI7A <V =2 RRA > NI, B~ 27T R 1.0mg O L%, 0~840 Rl oIt rp =~ 7 v K
RE-Re B MR O RO T, BEEE D U H U — 0 RARA » ME, B 7 LF R 0.25 mg D&
P15, 0~168 R D M &~ 7 /L F REE-RRIHER #hiR bR 72,

40D RARA » MITRTHEER L, A (B~ 27 AT R/ BEREERRCREASR, B~ 7L
F R/PDS290 N UHRNEAZR) ZFEEZNR, N—AT A UIEREOEE A LA E L LI IERBREET L
Z W TEBNANT LTz, S SNz R A ¥ MTOWTHEE L 7= 8AIR O 2 K OV U6t
JET 2 W] 90% S HEIX HNIE T D A r— /AL L, BRI O LE O HETENE K O D 90% IS FEHIXH & L
THAR L7z, WFNRO=2 RARA 2 b (AUC KT Coax) - & BEAIF O L O T 90%15 X [ 23 £ 4 1Y)
[FISEMEDEEE (0.80; 1.25) DHFFANIC &H 25512, AW FHIRI SIS REE S 1172 &l L7z,

NNO535-4588 7R CIIBERERIRRTE TIEZ V-, AW FPRIFESEEOBRIE RN 1.0 mg HET, KiZ
025 mg HETITo 72, = OHETEWFNRZEEDSRGES L, 2B ORERE T EAIALET 2 A
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B CTHAEYEAIREMEDBRGE SN2 E IO, S EDOAEYZEHIR SN EREE S vz &I L
7o 7o, AMEE T, 0.25 mg DM E TOAEYERIRSEMEDOBTHE RO IR 5,
NN9535-4588 ikl DOFEMIEE 2.7.1.2-1 IZ/RT,

27132 HREOHABOEMFHRFME

PLTFICEH#ET 2 L B0 NN9536-4590 785k K OV NN9535-4588 ik D7 — # (2 D = | il & 85
(H[afE AR AZS) &5 3RO L7255 (PDS290 <A AZR) DOEMFHIRZEME %
BEr LT, SFIOMFEHIC SN T OME TR 2.7.1.14 17T,

2.71321€<FILF ROMERE 2.4 mg RUBHERE 1.0 mg R U 1.7 mg D1=HDEHF| (NNI536-
4590 FAERICE D)

I JILFF24mg (ERE) BE5ARA

B3MRERCIE, B2 F F24mg GEFFHE) oEIZidt~ 7 /vF RIEE 3.0 mg/mL B4
(PDS290 ~ MR AR % ffH L7z, Tl T EDE~ 71T REHICOWTIE, 24 mg D 5ICITE
~ ZVF RIREE 3.2 mg/mL A (H[EEHCAGEAR) AT 5,

NN9536-4590 i TIL, B~ 27V F R 2.4 mg k& HHOEFIREIZBW T, B~ /LT REE
3.2 mg/mL A (HEEIEFARBIEALR) LR 3.0 mg/mL 84| (PDS290 <y A%R) % bl L
7o EDOFER. AUCo-168n2 4megss X TN Crmax2 amgss DT IV AW PRI EMEDOEEZ - L TR Y | RE
3.2 mg/mL B (HEEIE A BIEAZR) K ONREE 3.0 mg/mL 854] (PDS290 < B AZR) DAY
ZHRSEMERRRES -, WThox= 2 RRA U b, JAI OO 90%(EHEXMIZ5E42 (0.80;
1.25) O#PANTH >7= (F2.7.1.3-1) ,

< 2.7.1.3-1 AUCo-168n,2.4 mg,ss B U Crax.2.4 mgss DFER (NN9536-4590 Ft5&)

N Ratio 90% CI

Treatment ratio
3.2 mg/mL semaglutide (single-dose pen-injector) /
3.0 mg/mL semaglutide (PDS290 pen-injector)

AUC.-168h,2 4 mg,ss 29/30 1.05 [1.00; 1.11]
Cmax,24mg,SS 29/30 116 [108, 124]

Abbreviations: AUC.i68n2 4 mg,ss, area under the plasma semaglutide concentration-time curve from 0 to 168 hours at
steady state after the last 2.4 mg dose; CI, confidence interval; Cpmax,2 4 mg,ss, maximum observed plasma semaglutide
concentration at steady state after the last 2.4 mg dose; N, number of subjects contributing to the analysis.

I JILFF1.0mg (FERAE) HE5RAMNA

B3R TIL, B~ AT K 1.0mg (AR oFK512i3t~ 20T RIRBE 3.0 mg/mL #A|
(PDS290 ~ U HE ASS) %Al L7=, Tl T EDE~ 71T REFNICOWTIE, 1.0 mg D52t
~ 7T RIREE 2.0 mg/mL 8454 (HEIEHA~REAR) 26175,

NN9536-4590 iR Tl&, B~ 27 /AT N 1.0 mg il & OEFIREICISWT, B~ 7 F NRE
2.0 mg/mL B (HEIfEFARTEALR) &R 3.0 mg/mL 84| (PDS290 = MUy ARR) % b L
72o EDOFER, AUCo-168n, 1mg,ss X O Crax,imgss DT AL G EWFRIR MO AEL - LTl v | RE
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2.0 mg/mL B4H| (BRI A B ALR) L OYREE 3.0 mg/mL 4] (PDS290 < HIE ALR) MOEY
FEIRIEMEDSHEE SN, WO RARA b, BAIR O ED 90%E X EIX5E41 (0.80;
1.25) O#FHNTH -7~ (£2.7.1.32) .

%E 2.7.1.3-2 AUCO—168h,1 mg,SS &U Cmax,1 mg,SS O){f‘él:% (NN9536-4590 Eitgﬁ)

N Ratio 90% CI

Treatment ratio
2.0 mg/mL semaglutide (single-dose pen-injector) /
3.0 mg/mL semaglutide (PDS290 pen-injector)

AUCo-168h,1 mg.ss 33/31 1.04 [0.99; 1.09]
Cmax,l mg,SS 33/31 110 [102, 119]

Abbreviations: AUCo.168h,1 mg,ss, area under the plasma semaglutide concentration-time curve from 0 to 168 hours at
steady state after the last 1.0 mg dose; CI, confidence interval; Cpax,1 mg,ss, maximum observed plasma semaglutide
concentration at steady state after the last 1.0 mg dose; N, number of subjects contributing to the analysis.

I JILF 1.7 mg (HiERE) BE5ARA

B3R TIL, B~/ AT R 1. 7mg (BEHE) OoR512i3E~ 70T FIRE 3.0 mg/mL O 5|
(PDS290 ~ R AR %Al L7z, Tl T EDE~ 7T REKICOWTIE, 1.7 mg D521t
~ VT RIREE 2.27 mg/mL 454 (Bi[EME A~ B E Ags) 2R3 2,

H[aflEH O BRIEAZRO 1.7 mg B 5-ARAN O~ 7T REE (227 mg/mL) (X, 24 mg &5 H
H (B~ 27 vF FRE3.2mg/mL) & 1.0 mg HFEHEA] (B~ 27 vF NRE 2.0mg/mL) OMICEE
TS (£2.7.1.14) . F72. NN9536-4590 ;BRI T, 1.0 mg HE5-H A (HEEMEHARREA
% B 2.0 mg/mL, PDS290 ~ U AT - B 3.0 mg/mL) TN 2.4 mg B 5 BA (HEIfEH A~
AIFEAZS R 3.2 mg/mL, PDS290 ~AUVE ALR « JEE 3.0 mg/mL) DAY FAIRIZEMEIIMEES LT
Wb, LEOTF =40, B~ 74T N 1. 7mg (AR G5 HRANCEI L <, & 3 HER A
L7- 8% (JREE 3.0 mg/mL) 226, ik TERA (RE 227mgmL) ~OEFLIIXFFINDHEEZ D,

F 72, NN9536-4590 ikERIZFIT 5B~ 7 NF KO KT ZREIZOWVT, 025, 0.5, 1.0, 1.7 KW
24mg DT XTOHEICOTZ-> T, HEIZHH L72EMAA 6l (Module 2.7.2, [¥2.7.23-3) . Z
o, BEEME AR AZR ORI K O PDS290 L U HE AR O RAIO W THRD bz, B~
NTF RO NT 7REICET 2 2N HORE, 725N 1.0 OV 2.4 mg #5-HRANZ W TENRENHT
BRI O EMFFRSEENBFES L TWS Z Enb L, B~ LF K 1. 7mg (Wit &) #5555
FNZBIL T, 25 3MRBRCEA Lo AN S TR T ERA~OLEF IR ENLEE2D (2.7.1.3.22
THIZFEHT 2 0.25 V0.5 mg 5 AN SOWTH RIERIZ SR S b)) o

271322425 ILF KOFEAE 0.25 mg R 0.5mg D1=HDHEE| (NN9535-4588 HERIZ KD
<)

F3MHMBRTIL, B~ 27 AF R 025 K005 mg (M &E) o523t~ 7 /vF FIRE 1.0 mg/mL
#HFl (PDS290 ~_UHEARR) ALz, TR FEDE~ 7 LF RRIFNZOWTIX, 2 bDHAED
FeHAZIE, FNEREE 0.5 mg/mL BUHI K OVRE 1.0 mg/mL 8K (W3 00 b HEfE AR AZ) &
AT 2,
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+2HIILF R 025mg (GHiEAE) B5REMK

T~ ZLF R 025mg (WitEHE) OBEIZHOWT, Tl FEDIREE 0.5 mg/mL 5] (B[E/f#E L
RIEANSR) &8 3R CHH L 72 1.0 mg/mL $UA| (PDS290 ~X MU ALR) DAY R RIS
%, NN9535-4588 iBROFE RS LR S b,

NN9535-4588 iBRIZI T, 025 mg DHET, H[EEH U BEAROE~ 7 VT REE
0.5 mg/mL B & O PDS290 ~ B E AgR D&~ 7L F R 1.34 mg/mL A2 ¥ 5 L7, AUC,.
16810 25 me,5S S OY Cnax.0 25 mg.ss D A D L D 90%(EHHIX EIE (0.80; 1.25) DO#HIFANTH 7= (F
2.7.1.3-3) ., 7835, NN9535-4588 sk Tl BEERIMRE FNRIZTEV Y 0.25 mg #-5- LA T DAY FH)
[FSEPEDORRRER T L TR W Z SIZHET 20 ER H S (1.0 mg #%-5- R M O A9 21 [R % DS
BRES /o To72%)  (27.13.127H)

*27.1.3-3 AUC-168h,0.25 mg,58 & U Crmax0.25 mg,ss PFER (NN9535-4588 5t E&)

N Ratio 90% CI

Treatment ratio
0.5 mg/mL semaglutide (single-dose pen-injector) /
1.34 mg/mL semaglutide (PDS290 pen-injector)

AUC-168h,0 25 mg,SS 33/32 1.08 [1.03;1.13]
CmaX,OZSmg,SS 33/32 1.10 [105, 115]

Note: No confirmatory testing for bioequivalence was performed at the 0.25 mg dose level in trial NN9535-4588 due to
the hierarchical testing approach (as bioequivalence for semaglutide 1.0 mg was not confirmed).

Abbreviations: AUC.i681,025 mg,ss, area under the plasma semaglutide concentration-time curve from 0 to 168 hours at
steady state after the last 0.25 mg dose; CI, confidence interval; Cuax,0 25 mg,ss, maximum observed plasma semaglutide
concentration at steady state after the last 0.25 mg dose; N, number of subjects contributing to the analysis.

o5 3 FHRRER CHEA L 72 0.25 mg %5 FA8LA] (PDS290 TR ASR) OEEE (1.0 mg/mL) (%,
NN9535-4588 s B DX I TdH 5 0.25 mg % 5-HELA] (PDS290 ~ BT ALR) O¥BE (1.34 mg/mL)
LV o7z, F7o. NN9535-4588 3kl Tl HEMEH A~ REAZR O~ 7 /vF NG| (0.5
mg/mL) & PDS290 < AEAZRDE~ 7T R (1.34 mg/mL) O HEIZ I\ CTHEY FRY R EMED
RENTZ, ZTNHDTF—=EnE, B/ F R 025mg (Wi &) H5HRANCE LT, % 3 bk
THEAH L7284 GREE 1.0mg/mL) 206, Ml T ERA (RE 0.5mg/mL) ~OELIILFFINDL &H
Z %,

< JILFF05mg (HiEAE) B5RAEA

=7 N0F F05mg WHEHE) ORGIZOWT, TIRTEDORE 1.0 mg/mL 4] (HEHEH A~V
FEANSR) &, 4 3 FEEBR O U721 1.0 mg/mL 8% (PDS290 ~2 U MUyE ASR) oAM=t [R5
%, NN9535-4588 iBROFE RN B RS D,

T~ 7 VF R 0.5 mg DEGIZONWT, 1l PEDREE A~ BE A g Ot~ 7V F NG| O

(1.0 mg/mL) &, %5 3MHER Tl L7= PDS290 ~ U UyE AZR O BIFIOMEE (1.0 mg/mL) X, WI°h
) NN9535-4588 7kl Chbifig U7 841 (BRI~ BVEALR - IR 0.5 mg/mL, PDS290 X HUyE A
2R 134 mg/mL) ORFEEPHICE D, NN9535-4588 3kBR Cid, HiEfH A AE AL D&~
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7T REE] (JREE 0.5 mg/mL) & PDS290 < HIFEAZ DO~ 7 VF RHH (1.34 mg/mL) % bhiz L
TR, AEWFERRSEES R I N (F2.7.1.33)

S 512, NN9535-4588 7kl Jz OV NN9536-4590 7kl Tlk, WM ETH D 0.5 mg DEMEEELGHZIZ N T
TEEWET D70 OMEEFRL Y GBRT A v 27132 KK 27.13-1) . ZThb6DT
— 2%, BEERASCRTE A GOt~ 7V REH L5 3 FREER T L7z PDS290 ~ A AE AdR D
~ I NTF REBIO A R T 5D ThoT,

NN9535-4588 #Ba Tlx., b7 7 OEWBEREHIE D= ORKRIL, 1.0 mg 5ERT (T72bb, 0.5mg
D2\ HOEEEH% (0.5 mg Bk 5-%) #9168 FEE) ICHREL L7, 723, 0.5mg #5050 k7 7R
T 2EFEGICHESS DO TH VBP0 TIERWI EICHENVETH D, £7-. AR TIX. 025
mg D& G% (T20L 4EEGTOEHEEZET) O N7 7RELHELNL TS, 025 mg LKTV0.5
mg B GHDOE~ 7NVTF RO N7 7IRE GRTEY) (ZERE) ) (NN9535-4588 ikl (Module
5.3.1.2) Tables 14.2.3,14.2.4) % LI FIZRT,

e 6.70 (13.14) nmol/L : 0.25 mg #5-1%. HEEH N HEAZRO -~ 7/ F R
e 620 (20.09) nmol/L : 0.25 mg # 5%, PDS290 < MyFEAZRD &~ 7 /LT REAl
e 11.81 (15.41) nmol/L : 0.5 mg #5-1%. HEEH N HEAZRO -~ 7V F R
e 10.77 (21.39) nmol/L : 0.5 mg # 5%, PDS290 < MyFEAZRD &~ 7 /LT REAl

A A BE AR O~ 70T R OV PDS290 A EAZR O~ 7 VT KK F 7
FEIX, AUC 2 BAIMOHITH 1.08~1.10) L OHEFIMEZBE Lz & 2 TRIS AR RE —ZL
T\,

NN9536-4590 38R CTlE, 1 1 [Bl#e 5 4 [RIE it O EFIRIEIZIB W T T 7 Q3P EHREHIE D 7= Dfi
BERIRLTEY, 2k b, BEEREHA R ALK T PDS290 <= U HRIE AZROBAIOWT T
b, TRTOHEIZDE > THERAIMEDSRD bt/ (Module 2.7.2, [%2.7.23-3) , 025 mg K
0.5mg & GHOE~ 7 NVTF FO N7 7IRE BRMFEE) (&R0 ) (NN9535-4590 ik (Module
5.3.1.2) Appendix 16.2.5, Table 16.2.5.1) % LA FIZRT,

e 590 (18.4) nmolL : 0.25 mg 5%, HEEH < HEAGR O~ 7/ F R

e 489 (64.0) nmol/L : 0.25 mg & 5-#%. PDS290 X HE Ags Dt~ 7 /LF FilFl (LLOQ % F[al
S T RRARDS 1R HivTz)

e 1274 (18.3) nmol/L : 0.5 mg 5%, HEEH S HEAGR O~ 7T R

e 1198 (20.6) nmol/L : 0.5 mg # 5%, PDS290 = HEAZRDOE~ 7 /LF RHLK|

FREITIN A, NN9536-4590 iR Tld, 2.4 mg OFGAZHWTRIZR UHRE ORAIR (BRI H A~
TR AZROPEE 3.2 mg/mL K| & PDS290 ~ U FUyE AZROFEE 3.0 mg/mL S|, 3£ 2.7.1.3-1) THEHF:
IFESMEN R SN2 EIXEETH D,

UEDTF =26, B~ 27VF K 0.5mg (BiEAE) KGHRAICE L T, F3MRBRcHA L
BHE (1.0 mg/mL) 2°5, P ERA (1.0 mg/mL) ~OEFILFINDLLEEZ D,
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27133 NN9536-4590 F{B& & U NN9535-4588 FHERICH 1T 5 ENFMERAR UL LM

NN9536-4590 3R TIL, 45 3 MHaBR & R UL - A& (HELKO4EE 2 & ofy) & Hv., mikE
DG HIEL R Ch ool HEMEHIE ORI FRIER (RERD 72 L) RORAEME (HME
EOFHFEFRLRE) G THIET 2 Z ENAMRETH o7, NN9535-4588 ik Tid, 0.25 mg il 1
FlfehE (4R (XHREOEREHFELRETH ST, 0%, 05mg% 2[E, 1.0mg % 1[H, ZhEh
W 1R LT,

NN9536-4590 i E&

NN9536-4590 3Bk Tix, Mk TERAl (EIHEHSCBIEAR) CHERET 5 FE R O 3 R T
it L7255 (PDS290 ~ U RUEALR) O EMHHEIZEN, B~ 270 F FOMEEEIT48M LI
Tole, ZOZ EDD, NN9536-4590 ikBR DT —Z 1%, & HEIZH T 2E N FHOER (RERD %)
R) "OVgehr —2 OFHMICEY & B2 b d, a7 — 22 oV Tid, HEERO S5 EES
kT D AR A RAIR TR T 2720, KHEOREOHBEEDOHEESRES ( HEL) KO TTF
Hi ) AR Lz, AENOEIFIER K OEBESEOAHEFRREZ LU TICENT 5,

NN9536-4590 #Ba Tld, HAFHEME LTR—RA T A Vb HER T 21#) £ ToOEREDOE
fbOMFHZRIRIIER E Lic, X—2A T4 L OYEERE ¥R 1£96.8 (114) kg THY | ~—
AT A LI D ORERAIT G M ZE LT 2 oORAZ S CREE TH o 72 (K2.7.13-3) , ~—
AT A G 21 E CORELCEOHEEMIL, BRI A REAZGR O~ 7 LT NI T-9.3%,
PDS290 ~ U HEAZR DY~ 7 F FIAIT9.0%TH 0, AW OEITRD otz (AR
DOHETENE @ -0.3% (95%(EHHXH @ -2.5;2.0) ] [NN9536-4590 5 (Module 5.3.1.2) EOT Table
14.2.24]
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2.7.1.3-3 NR—RFA N DEELELEE (%) DHFE (NN9536-4590 FHER)
£ £
: ¥
'% 0.0 4 0.0 B
|23 17}
o o
K=l o
§. -2.5 1 ~-2.5 §
‘g g
® -5.0 ~-5.0 o
B B
e -4
£ 754 --75 ¥
(=] (=]
g D
3 2
) >
8 -10.0+ ~-100 B
w© w

-4

I 1 I I I

0 4 8 12 16 21 27
Time since first dosing (week)
——— Semaglutide D, DV3396 ¥ Semaglutide B, PDS290

Vertical reference lines represent first and last dosing of semaglutide.
Error bar is +/- standard error of mean.

Note: Full analysis set. Semaglutide once weekly doses: weeks 0—4: 0.25 mg; weeks 5-8: 0.5 mg. weeks 9—12: 1.0 mg;
weeks 13-16: 1.7 mg; weeks 17-21: 2.4 mg, thereafter until week 27 is off-treatment

Abbreviations: Semaglutide D, DV3396 single-dose pen-injector: semaglutide B, PSD290 pen-injector

ZEURUVEEN

HEFRROBFBEFEIL 2 SORAICTRIRE CH Y | HEIHHASTREAZSROE~ 7L F RFIC
7128 B (82.4%) KN PDS290 XL AE AZRD T~ 7T REAITE 316 (91.2%) OWERE M HHE
FRPWE SN, AEFZORBUC L 2RO RIPIRIT R0 > 72, HEEHSCREAROE~
T REIFICIEOEERAEFERPRE SN GEARGE . TEEERER ) . hoJRKE LT
BRIE R E SRS S, WTHOFESR L IRRETEMIC X 0 IEBRIK L ORISR 720 SHE
ST, THISNTZEBY KEDIIBEREEICEELCAEFRTH Y | HEREHREAZRO
T~ ZVF REFITIE 2261 (64.7%) . PDS290 ~ L AlEAZR D&~ 7 LF RIFITIE 24 1] (70.6%)
WS ST,

HHEE O L) RO TTFH ORBURE S A &5 O # & 4512 2.7.1.3-4 K OE
2713517 F (#RE &5 L OMAI 2 R0R) o BEREARCREAZRR O~ Z70F FLEI & PDS290
NURIEANGR O~ 7 VT REE L ORICH 617 23580 b o T,
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X 2.7.1.3-4 BRERETICEITS MED] ORBRHHARUEGLHM (NN9536-4590 i
BR)

101027, Semaglutide D, DV3356 — -
101047, Semaglutide D, DW3396 — ] > - :
101026, Semaglutide D, DV3396 o - I

101078, Semaglutide D, DV3396 o L]

101004, Semaglutide D, DW3396 —
101101, Semaglutide D, DV3396 o ]
101056, Semaglutide D, DW3396 —
101024, Semaglutide D, DW3396 —
101074, Semaglutide B, PDS290 4 - -
101098, Semaglutide B, PDS290 4+ I
101075, Semaglutide B, PDS290 -1 - | —
101001, Semaglutide B, PDS290 - - . : <

101058, Semaglutide B, PDS290 I

101035, Semaglutide B, PDS290 S

101062, Semaglutide B, PDS290 |
101020, Semaglutide B, PDS290
101051, Semaglutide B, PDS290 < : : ! : :
101042, Semaglutide B, PDS290 -+ : : : : 1
101003, Semaglutide B, PDS200 4+ : : :

Subiject ID, treatment

28 56 84 112 140 168 196

o

Time since dosing (days)

Severity: M Mid I Moderate
Vertical reference lines mark the start of a new dose escalation period
Note: Safety analysis set
Abbreviations: Semaglutide D, DV3396: single-dose pen-injector; semaglutide B, PDS290: PSD290 pen-injector
2.71.3-5 BRERETICEITS TTHI ORREHHARUEFGELM (NN9536-4590 i
%)

0.25mg 0.5mg 1.0mg 1.7mg 24mg

101031, Semaglutide D, D\V3396 - | i
101047, Semaglutide D, DV3396
101101, Semaglutide D, DV3396 | e |
101055, Semaglutide D, DV3395 - ] 1 : :

101099, Semaglutide D, DV33%6 - - : : : : ]

101057, Semaglutide D, DV3396 =
1071084, Semaglutide D, D\V3396 — - -
101098, Semaglutide B, PDs290 4 - NG

101092, Semaglutide B, PDS280 |

Subject ID, treatment

101062, Semagluice B, PDS290 - [ F . |
101075, Semaglutide B, PDS290
101095, Semaglutide B, PDS290 -+ : : : : |

101003, Semaglutide B, PDS280

84 112 140 168 196

o
N
[#2]
[¥)
[9)]

Time since dosing (days)
Severity: M Mid Moderate
Vertical reference lines mark the start of a new dose escalation period

Note: Safety analysis set
Abbreviations: Semaglutide D, DV3396: single-dose pen-injector; semaglutide B, PDS290: PSD290 pen-injector
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NN9535-4588 i &R

NN9535-4588 3B Tl, &Ik~ Z/NVF F025mg % 4[], D% 0.5mg % 2\, HEIZ 1.0 mg
Z1EEG L (OWFRbil L TRYE) o 2 OSSR ME GGEM I L o &) &
RS, £, KRR TIEAENOT — 23R, UTICIERBREE DT — 2 OEE 42714,
R—=2F A (FHFD) OFHEE (FEEFZE) 1£86.0 (8.8) kg XU87.7 (9.8) kg TH Y, KPx
17 128 HIREZ BT, BHEERREAROY~ 7 LF RRFEIT-3.3 (1.8) kg, PDS290 ~2 7
EAZRDE~ 7 LF RRIFIT-3.5 (2.7) kg TH 7= (NN9535-4588 ikl (Module 5.3.1.2) . EOT
Tables 14.3.6.3, 14.3.6.4) , KEZCOBRFHIARRO B CIEedo7c7o, FHETOFNII TH
o T, HEFERDEIE LUI-HRE OEIGIL 2 SORBICRFLE Ch o723, A EFL OB
I%. PDS290 < ANEAZRD B~ 7 LT RERH) & bl U CHLRIE A~ AE AGR D&~ 7 LT REHIT
%772 (NN9535-4588 7k (Module 5.3.1.2) Table 12-1) , i SN AEFLIT VTN LT U
FEEORGE Tholo, AFEFROBBUCL 2R BRORW P IRiTe <, EERAFFRITIME SR
o7,

TSN L OIZ, HbEHETRE SNEAEFRIIBBEEOAFFER TH 72 (NN9535-4588
AR (Module 5.3.1.2) Section 12.1.2.1) . HIGEEOFEFZORBUFHEIL, PDS290 ~ T AL D
T~ 7T REH (196 (57.6%) 38 {F) Ll LT, H[EfEHX U REAGOE~ 7 VT REH
(256 (71.4%) 59 1] TEhoT-, ARBRICEBWT, BBEEOAERS L IH LI wHhE 04
23, PDS290 < ANE AZRD B~ 7 VT RERH) & bl U CHLRIE A~ ABE AGR D&~ 7 LT RELHIT
mro O, HEHEHSRCRIEAZGRO '~ 7 VT RRHIT Coa DX E o 70 2 L ITBET 5
AIREMERE 2 Hivlz, 7272 L, 23 &V ) BRI CHERE Z VT b 72 AREROMRIZIXE
BERLETH D, ERKTIEL, BUEEOREFRRLBINT 5720 4 BT THELZWIET 5729
(0.25, 0.5, 1.0mg) . AHERTHED HITZE Coax DRIV R L RVEICRE REEE RIFTZ L1T
B2 HND,

NN9535-4588 ikBR D22 &M T — Z 1%, MENLESNT-t~ 7 VF RE TR GOREN T 07 7 40 &
NFEIEETH -T2,

27.1.3.4 Eim

NN9536-4590 35k }z 1N NN9535-4588 ikER Dt G I HS< & 45 3 fHEER Tffi f L 7= PDS290 ~< %l
HEAgOY~ 7T REEFING . TR EOHEEHARE AL O~ 7 VT REF|~OLTT K Y
RIANRE DR E I RSN D,



Module 2.7.1
30 of 31

2714 8%
AR5 BT8R, 18K 2.7.1.4.1 RO 2.7.1.42 & LCHAT LT,



Module 2.7.1

31 0f31

SE Xk

8] |—=

|wo

oo 1

o

European Medicines Agency. Guideline on the investigation of bioequivalence (CPMP/QWP/EWP/1401/98
Rev. 1). 20 Jan 2010.

BRI DLW FHIRFENRR T A BT A > (G243 19 AET, SRR 03195 1 5
JEAR Tl R - AT A SR PR R A A P AR R )

Food and Drug Administration, CDER. Guidance for Industry. Bioavailability Studies Submitted in NDAs or
INDs — General Considerations. Draft guidance, Clinical Pharmacology. Feb 2019.

Food and Drug Administration. Code of Federal Regulations, 21 CFR Part 320, Bioavailability and
Bioequivalence Requirements, section 38(c) and 38(e). 2019.

Food and Drug Administration, CDER. Guidance for Industry. Statistical Approaches to Establishing
Bioequivalence. Jan 2001.

Food and Drug Administration, CDER. Guidance for Industry. Handling and Retention of BA and BE Testing
Samples. May 2004.

Food and Drug Administration, CDER. Guidance for Industry. Bioanalytical Method Validation. May 2001.
Food and Drug Administration, CDER and CVM. Guidance for Industry. Bioanalytical Method Validation.
May 2018.

European Medicines Agency. Guideline on bioanalytical method validation
(EMEA/CHMP/EWP/192217/2009 rev. 1 Corr. 2%%). 21 Jul 2011.

10 Shankar G, Devanarayan V, Amaravadi L, Barrett YC, Bowsher R, Finco-Kent D, et al. Recommendations for

the validation of immunoassays used for detection of host antibodies against biotechnology products. J Pharm
Biomed Anal. 2008;48(5):1267-81.

European Medicines Agency. Guideline on Immunogenicity assessment of therapeutic proteins
(CHMP/BMWP/14327/2006 Rev 1). 18 May 2017.

1= Food and Drug Administration CDER and CBER. Guidance for Industry: Immunogenicity Testing of

Therapeutic Protein Products - Developing and Validating Assays for Anti-drug Antibody Detection. Jan 2019.

L3 United States Pharmacopeia. Immunogenicity Assays - Design and Validation of Immunoassays to Detect

Anti-drug Antibodies. 2017.

12 Mire-Sluis AR, Barrett YC, Devanarayan V, Koren E, Liu H, Maia M, et al. Recommendations for the design

and optimization of immunoassays used in the detection of host antibodies against biotechnology products. J
Immunol Methods. 2004;289(1-2):1-16. PMID: 15251407. DOI: 10.1016/j.jim.2004.06.002.

12 Gupta S, Indelicato SR, Jethwa V, Kawabata T, Kelley M, Mire-Sluis AR, et al. Recommendations for the

design, optimization, and qualification of cell-based assays used for the detection of neutralizing antibody
responses elicited to biological therapeutics. J Immunol Methods. 2007;321(1-2):1-18. PMID: 17307199. DOI:
10.1016/}.jim.2006.12.004.

18 Gupta S, Devanarayan V, Finco D, Gunn GR, 3rd, Kirshner S, Richards S, et al. Recommendations for the

validation of cell-based assays used for the detection of neutralizing antibody immune responses elicited
against biological therapeutics. J Pharm Biomed Anal. 2011;55(5):878-88. PMID: 21531522. DOL:
10.1016/j.jpba.2011.03.038.

L' Health Canada. Guidance Document. Conduct and Analysis of Comparative Bioavailability Studies. 01 Sep

2018.
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) d—EKTE 0.25mg SD
) Jd—EKT:F¥ 0.5mg SD
7 Id—EK T 1.0mg SD
D Od—EKTF 1.7mg SD
7 Id—EKTE 2.4mg SD
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List of abbreviations

BAR bioanalytical report
EDTA ethylenediaminetetraacetic acid
ISR incurred sample reanalysis

LC-MS/MS  liquid chromatography and tandem mass spectrometry detection
s.C. subcutaneous(ly)
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Trial ID and clinical Protocol title Matrix Assay Assay Laboratory ISR BAR ID
trial report location principle validation performed Location
Phase study ID Date
Location
Trial 4455 (M 5.3.4.2) Effect of semaglutide 2.4 mg once-weekly on K;EDTA LC-MS/MS CA11388; Yes CA27026
Phase 1 gastric emptying in subjects with obesity Plasma 7744775 - Trial 4455 (M 5.3.4.2),
M53.14 Appendix 16.2.9
Jan-2020
Trial 4153 (M 5.3.5.1) Investigation of safety and efficacy of K;EDTA LC-MS/MS CA11388; Yes CA17150-01
Phase 2 once-daily semaglutide in obese subjects Plasma 7744775 - Trial 4153 (M 5.3.5.1),
without diabetes mellitus M53.14 Appendix 16.2.8
Oct-2017
Trial 4373 (M 5.3.5.1) Effect and safety of semaglutide 2.4 mg K;EDTA LC-MS/MS CA1138S; Yes CA24205-01
Phase 3 once-weekly in subjects with overweight or Plasma 7744775 - Trial 4373 (M 5.3.5.1),
obesity M53.1.4 Appendix 16.2.9
Jul-2020
Trial 4374 (M 5.3.5.1) Effect and safety of semaglutide 2.4 mg K;EDTA LC-MS/MS CA1138S; Yes CA24206-01
Phase 3 once-weekly in subjects with overweight or Plasma 7744775 - Trial 4374 (M 5.3.5.1),
obesity and type 2 diabetes M53.14 Appendix 16.2.9
Aug-2020
Trial NN9535-4588 A trial to demonstrate bioequivalence between K;EDTA LC-MS/MS CA23343; Yes CA29137-01
M 5.3.1.2) semaglutide D formulations for the DV3396  Plasma CA29114 - Trial NN9535-4588
Phase 1 pen-injector and the formulation for the M53.14 (M 5.3.1.2), Appendix
PDS290 semaglutide pen-injector 16.2.9
Aug-2020
Trial 4590 (M 5.3.1.2) A trial to demonstrate bioequivalence between K3;EDTA LC-MS/MS CA11388; Yes CA29138-01
Phase 1 semaglutide formulation D with the DV3396  Plasma 7744775 Trial 4590 (M 5.3.1.2),
pen-injector and formulation B with the M53.1.4 Appendix 16.2.9
PDS290 pen-injector in subjects with Nov-2020
overweight or obesity
Trial 4382 (M 5.3.5.1) Effect and safety of semaglutide 1.7 mgand  K3EDTA LC-MS/MS CA11388; Yes CA24204-01
Phase 3 2.4 mg once weekly in East Asian subjects Plasma 7744775 - Trial 4382 (M 5.3.5.1),
with overweight or obesity M53.14 Appendix 16.2.9

Feb-2021
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) d—EKTE 0.25mg SD
) Jd—EKT:F¥ 0.5mg SD
7 Id—EK T 1.0mg SD
D Od—EKTF 1.7mg SD
7 Id—EKTE 2.4mg SD
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List of abbreviations

Conc. concentration

Ccv coefficient of variation

EDTA ethylenediaminetetraacetic acid

IS internal standard

LC-MS/MS  liquid chromatography and tandem mass spectrometry detection
LLOQ lower limit of quantification

Max. maximum

QC quality control
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Assay validations summary - semaglutide
Study ID [Matrix  |Analyte Extraction (Internal Standard |[LLOQ [QC QC low QC QC medium [QC high|QC high IRoom Processed [Freeze/  |[Long-term|Max. IDilution
imethod/ standard curve ow |precision  medium precision |conc. [precision  [temperaturejsample [thaw stability |duration |inearity
Detection range conc. [and accuracyjconc.  fand accuracyl| land accuracyjstability stability [stability |duration |of study
method duration (number sample
of cycles) storage
from
collection
AA95860 [K;EDTA [Semaglutide |Plasma INNCO113- [0.729-60.8/0.729 [2.19 [CV%: 3.6- [9.73 CV%: 3.0- #48.6 ICV%: 2.7- 26 hours |173 hours[3 cycles at(144 days [803 days |[Dilution
IPlasma  (NNCO113- |protein 0000-0679 mmol/L  mmol/L jnmol/L{10.0% mmol/L (15.3% mmol/L (12.7% -20°C and jat -20°C  fat -20°C x5
0000-0217) [precipitation ((analogue) 2 cycles at
|Accuracy: |Accuracy: |Accuracy: -80°C 24 days at
ILC-MS/MS 89.5-95.0% 88.7-95.3% 88.0-91.5% -80°C
ICA11388 [K;EDTA |Semaglutide [Plasma Semaglutide [0.729-60.8(0.729 .19 |CV%:2.7% 9.73  |CV%: 2.2% ¥48.6  |CV%: 3.6% 172 hours 463 days (803 days
IPlasma  (NNCO113- |protein IN15C13 nmol/L  nmol/L nmol/L mmol/L mmol/L at -20°C  Jat -20°C
0000-0217) [precipitation (NNCO0113- |Accuracy: Accuracy: IAccuracy:
0000-4168 98.9% 98.6% 96.3%
ILC-MS/MS [SIL)
ICA12337 [K;EDTA [Semaglutide |Plasma Semaglutide [0.729-60.8(0.729 [2.19 9.73 48.6 72 hours 803 days
IPlasma  [((NNCO113- |protein N15C13 mmol/L  mmol/L nmol/L mmol/L mmol/L lat -20°C
0000-0217) [precipitation (NNCO0113-
0000-4168
ILC-MS/MS [SIL)
2744775 [K;EDTA [Semaglutide [Plasma Semaglutide [0.729-60.8/0.729 2.19 [CV%:5.9- [9.73 CV%:2.9- 48.6  [CV%: 4.3- 803 days |Dilution
Plasma  (NNCO113- [protein N15C13 mmol/L  [nmol/L nmol/L[9.9% mmol/L 4.7% mmol/L |7.3% at -20°C x5
0000-0217) [precipitation (NNCO113-
0000-4168 |Accuracy: /Accuracy: /Accuracy:
ILC-MS/MS [SIL) 90.0-100.1% 96.6-99.1% 90.4-101.4%
ICA17145 [K;EDTA [Semaglutide |Plasma Semaglutide [0.729-60.8(0.729 [2.19 9.73 48.6 7 cycles (1021 days [803 days
IPlasma  (NNCO113- [protein IN15C13 nmol/L  [nmol/L nmol/L nmol/L nmol/L at -20°C  [at -20°C
0000-0217) [precipitation (NNCO113-
0000-4168 351 days
ILC-MS/MS [SIL) at -80°C
IAA98749 [K;EDTA [Semaglutide [Plasma INNCO0113- 10.729-60.8/0.729 [2.19 9.73 48.6 INo significant impact on determination of semaglutide in human
Plasma  (NNCO113- |nrotein 0000-0679  [nmol/L.  mmol/L nmol/L nmol/L nmol/L Iplasma fortified with paracetamol.
0000-0217) precipitation (analogue)
ILC-MS/MS
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Study ID [Matrix  |Analyte Extraction (Internal Standard |[LLOQ [QC QC low QC QC medium [QC high|QC high IRoom Processed [Freeze/  |[Long-term|Max. IDilution
method/ standard curve ow  |precision  medium precision |conc. [precision |temperaturejsample [thaw stability |duration |inearity
IDetection range conc. fand accuracyjconc. fand accuracy| and accuracyjstability ~ [stability [stability |duration |of study
method duration (number sample
of cycles) storage
from
collection
ICA23034 [K;EDTA [Semaglutide [Plasma Semaglutide [0.729-60.8(0.729 [2.19 9.73 48.6 Recovery: Semaglutide 45.6-50.1%,
IPlasma  [((NNCO113- |protein IN15C13 nmol/L  [nmol/L nmol/L nmol/L mmol/L IS (NNCO0113-0000-4196) 55.1%
0000-0217) [precipitation (NNCO113- INo impact due to hyperlipidaemic matrix was demonstrated.
0000-4168 INo impact due to type 2 diabetic patient matrix was
ILC-MS/MS [SIL) demonstrated
ICA23343 [K;EDTA |Semaglutide [Plasma Semaglutide [0.250-20.00.250 (0.750 |CV%:3.9% 4.00  |CV%: 3.8% |16.0  |CV%: 3.7% 131 hours |3 cycles at|162 days |179 days |[Dilution
IPlasma  (NNCO113- |protein IN15C13 nmol/L  nmol/L nmol/L mmol/L mmol/L -20°C and jat -20°C  fat x5
0000-0217) [precipitation (NNCO113- |Accuracy: |Accuracy: |Accuracy: 1 cycle at ((0.750 -20°C
0000-4168 93.2% 96.3% 97.5% -80°C inmol/L)
ILC-MS/MS [SIL)
ICA29114 [K;EDTA [Semaglutide [Plasma Semaglutide [0.250-20.0/0.250 (0.750 [CV%: 4.00 [CV%: 16.0  |CV%: 374 days |179 days |Dilution
Plasma  (NNCO113- [protein N15C13 mmol/L  [nmol/Lnmol/L|1.7-4.1%  nmol/L (1.4-3.9%  jnmol/L |1.1-6.0% at -20°C  |at x10
0000-0217) [precipitation (NNCO0113- IAccuracy /Accuracy |Accuracy (0.750 -20°C
0000-4168 (%Bias): (%Bias): (%Bias): nmol/L)
ILC-MS/MS [SIL) 0.0-4.3% -1.3-6.0% -1.9-5.0%
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7 Id—EKRTF 1.7mg SD
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mg DIEFEE (NNO535-3652 FRER) oo 43
NR—=2AF7 4 b 681 F TO QTcF MEDZ L EIZKTT 5 68 DT~ 7 /LT R

JE (4382 FRBR) oot 44

Pt~ 7 LF RHUROFERN O~ 7 )VF NigiE R (4373, 4374 KON 4382 ikER) .
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50f48
R—Y
RS 2 GE L 723 D BB T A VOB e 11
FHENERYBNIET T /L DIEZEBE D TETR oo 14
FEAM U 72 72 BRI VBT 2 RIRA 2 B e 16
1 2 DEFEIRIRFRZER O T oo 20
EFRBIZBIT 28~ VT FOFYBIFET Y RARA 2 b (4590 FER) oo 22
BT NNHRDIEES T AT RO Cayg (4382 FRBR) o, 22
w7 VTF R 24 mg BECIEIEAEI O P SN AARAN, TUVT AN GERARN) K
OET 7 NERE BT DETNANOROIZET T AT RO Cavgereeneevereeeenineeen, 23
H A EDOBRER O 3L F — B IR —HE T (4455 38R) e 27

HANFEHICHT 58~ VT RORE /T8 X E—/LD AUC KL Cax D FEH
M R OB IEMT (4455 FRBR) oo een e 34
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AUC . area under the curve (AR T fH)

AUCo.xn : area under the curve from time zero to x hours after dosing (¥ 5-% 0~X R[] D gh# T 1
&)

BMI : body mass index (A% &EF7H0)

Cavg : average steady-state concentration (&% {RHE T DFEJYREE)

CI confidence interval ({Z%H X [t])

CL/F : apparent clearance (JL.7»FD 27 U7 T R)

Cinax : maximum concentration (3 & L H R L)

CoEQ . control of eating questionnaire

COVID-19  : Coronavirus disease 2019 CGFifl = F 7 A JL R JEYLE)

CV . coefficient of variation (ZZENREE)

CYP . cytochrome p450 (F k27 1 A P450)

DPP-4 . dipeptidyl peptidase-4 (XTFF IV NRTF X —F 4)

eGFR . estimated glomerular filtration rate (FE5 R ER AR &)

EOT . end of text

GLP-1 . glucagon-like peptide-1 (7 /L7 T U AERTF R-1)

LC-MS/MS  : liquid chromatography and tandem mass spectrometry detection (#&{k27 v~ K277 7 4
— /B2 T NE BT

LLOQ : lower limit of quantification (&5 T FR{HE)

MMRM : mixed model for repeated measures (¥ K LHEIZXI T HIREET /L)

OAS . overall appetite score (FRAHIZR B A 27T)

PK : pharmacokinetic(s) (GE4EhRE

QT . interval in ECG; from the start of the QRS complex to the end of the T wave (LEXIZES
(F R QRS ORI T O Rtk £ TORRH)

QTc : corrected QT interval (#fi1E L 7= QTc fEk#)

QTcB . Bazett heart rate corrected QT interval (Bazett 3% CHi1E L 7= QT [#F@)

QTcF . Fridericia heart rate corrected QT interval (Fridericia i CHfi £ L 7= QT [H[#)

QTecl . Individual heart rate corrected QT interval (CrA%X CTIEBIZAHIE L 7= QT k&)

QTcL . Linear regression heart rate corrected QT interval (FJE[EIFAHIE L7z QT [#FR)

STEP 1 : NN9536-4373

STEP 2 : NNO9536-4374

STEP 6 : NNO9536-4382

tmax : time to maximum concentration (F5 i I H 5 £ I 2EIRFf)

ty . elimination half-life (V4 2<-J8()

VAS : visual analogue scale (flHAY7 F 1 7 A7 —)L)

V/F : apparent volume of distribution at steady state (& & IRHE T D LT DHAAEFE)

GRRBRODOREE :

JERFED T DD~ 7 VF K 24mg (B 1[EKZ TiE) ORI T 077 MIEEh 5 BRI,
7a Y=/ hEB NNI536 & AMTO[EA DFS (B : NN9536-4455) |2 CTHEET 5, AMEE T, K
RERT AMTOEA DB S EHNTEET D (i : 445580 , Mo 7075 LADBIKRBRIZ., 7
nYxs bEES (NNXXXX) & AHDEADOFSEZHNTETLT D fl: BBy 7 K TFEOBT
7'v 77 A NN9535-3623)
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2721 EERUEE
27211 =
272111 Y TILF K GEIFHEEEZ)

tvf»%ﬁ(ﬁﬁ%ﬁ@i)ifwwﬁy%&f%ﬁ4(mm4>7+n7f%@ mm4§§¢
EENERIC SN D, B b GLP-1 & 94%DEFRMEZ A L, RN E <HE 1R ICE LT 5L,

~ VT RiE, WEICHT HR 72T Tl < BB ORI B 2 o S OHEICST 2208 b
oz b, IEEIEISH T D H T RIBRO AR AT D, B~ VT ROERNTOERIEZ 5
IRt S TE Y, GLP-17 ﬁ%®%£%@@%ﬁ%ﬁ?ék%ﬁ%ﬂf%é AR O GLP-1 O
GLP-1 ZAAREEIE TN LS | IR O A 358 U, R E I35 2 Ll X = u¥
—HEIRELZ D S, FKEAED S 5234 _®ixw%wﬁﬁﬁﬁ9@%¢m§<ﬁ%ém13
0. BUR FER R OV (BFEEREOK I 272 DML OO FIf % 7 5 8 ([CRHRT S
GLP-1 Z &AL LT\ 5207, GLP-1 SR ITMENR, (O, M. BlE &k Oz 2 ORIz & 58
LTEY, ZoZ Lo FEM, 225 QNS OIIE R &K OHL ML R IR 2 1ERICONT
GLP-1 Z FRMPA LT B ATREMEA B 582 10,

272112 [EHEQCH-OHOBRKERTOT I A

JR JNVT 4 A7 T, FROBMEGEE L LT~/ T K 24mg (A 1R T#E) 255
LCWa, ZoOBRE e/ 7 A%, IBEEICBIT S8 ) —%§IR L7 E & O F IRIGE)E OB
R HMRIEE L TCOE~ /L F ROMAE2XET5L0TH D,

B~ AT Raefghior s LCEAT D 2BUBERFBIERE L LT, 1 B FRERA (FEoEe
v 7 B ROV AR ARG (U L 2 E) RS TVD

ﬁ77W%F®%%EK%¢6%%%@7H77AH\ﬁﬁ/ty?&?&@ﬁ%%%ﬁnﬁiA
EBWRTHLEZE L THERINLTWS, APy 7 R TFHEOBKRR 7 17 A TiE, 1.0mg
ETCOHBEIZOWTOE~ 7T NOKEER PR 2 MR L. (B ey 7T
2mg FGERFERE, Module 2.7.2) , A BBy 7 B FIEDEIKBATE 7 1 7T A TR ST B RSEF
FRFE D ERE 2.7.2.1.1.3 THIT/R T,

24mg FTOHEIZHONWT D~ 7T ROMKREHFHRELZRETT 5720, B~ 7 0F Foji
FHEDTZDDRF T 1 77 LDO—HE LT 3 DORKRIKIRT (1 DO )R E L O 2 DO LW
SRR 2 L7z, S 512, 1 DOF 2MHRBER L3 SOF 3R T, EYEREFTD 7=
[CANR=ZAY TV T adTolz, IERIEDTZ DD~ 7 VF ROREFRRBROMET 2.7.2.1.2 THITR
R

272113 FEUVEYIRTEDERKRAE IO SLTEONE=EYIILF FOBRKRERZMNEE
DEH

v~ 7 F R, &T&5%®Eﬁm¢%WﬂLﬁﬁﬁm)®¢%ﬁﬁV%E %%*ﬁ@(m
R TEBTHY, B 1RGO LRSI 5, B~ VT ROBREOFH LD —
i\mﬁ¢7w7:/km<%éTé(%%%)_&_ié%wT%@‘_h_ioT%7)77/z
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PIRT S, RN OHR#ET D, S5, BV TF RFo T F ORI F 2 —F-4 (DPP-4)
FEBIZ L DRI L CHEELTCND, 28, B~ 7T ROBEEIIHRICHE L THmnTsZ
EIMNTRENT VD,

Y= ZVF i, Hhtlt SN DRI T F REKD &7 o237 G R K O IS4 0> Hife i B LI
FoRMEND, B~ 7T FEEWEO FEYERKIIIR L OCETH Y . K5 EOK 3%RE~ 7L
F FREEE UTRPICHEE NS,

WBRPE7 O HE OB HERERE A T 2 8E (IRENT 2 02 L T2 9RE 25 Ty) ROMRE)HH
FE DR RERE E 2 AT D HBRE ICB W T, &~ ZF FOSEYEIEE 6§ 2 BRI RE & 72 5 8
TR 2o T,

FKETEYI/NVTF ROBERICH L TEETHD EFHMESNZME—ORNREERTHY | FENE
WEEIRBE RIS D, Ll s, MRl Fls, AE (HRAZET) | KE, BiEREE
RO REREEOFHIZEDL LT, T X TORFICK L, #HRARICE > T~/ AT REEET5
VENRDH D, NFERE~ 7 VT ROBRBEEIZG 2 52BIDTHTHHZ EE—K LT, 05 KD
1.0 mg HHRFOEFIRREICE T HE~ 7NV T ROBEFEREIL, AARANERE L a— 027 U #5E o
THRRETH -7, £z, KR, EHE T ERSOWTIICLREGETHZENnTX 5,

T VT Rk, BARPEHZRE S, P LR OROWRINICEELE 52 5 a[fENH 5, 3K
WA EAERRBRCIE, Bif Lz _RCofknd s v~ 7L F RORICERIC - & 72 2 3 AL1E
MIERO LNRN-T2Z e D, PRFHT 2N 3ED H & Z2 T 2 L2 IR0,

v TNVTF ROBEIL, 7V a—RRERFIC, A VR U RWEETe B AIRIHERE DG 72 M
MAEESE, FEERROBERO N A RELZRTIELZ LICX D ZEER RO R L
EZETSE5, BROEHEOETORTFICIE, BRNAREORE S FET 25,

T~ 7T R THLNTRERD I T OBDIC LS 6D TH D, RERD OMEMEF
X EHERE R O BRICBIT 2 BERIHIERCH Y. 1 HOZ XA X —EBIREDKFIZ A5, 356
2. TIEREHBL T~ AF RIFBfTEIOa he— L 28GE L, BFICxT 20U R OEE
MBIk o 2R T SE5, B~/ AT FICL D= r VX —EEBOHEINIA LN -T2,

BRFEALERE A x5 & LT L7-AH1E L7z QT MM (QTe) FHMlEER CiX., 1.5 mg ETCOMAEDE~
TNF RTQTe MRDIER XA BN >To, Fio, B NVF NOREFEE L QTe & ORIZEIEMEIX
BT,

27212 BREREE 05 5 LDOKE

JERE D 72D D~ 7 VF R 2.4 mg OEFIKREBROBEL 4| X 2.7.2.1-1 1Z75-7,
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X 2.7.2.1-1 IBBEDT-HDET T ILF K 2.4 mg DERRAERDELER
N
Semaglutide 2.4 mg for obesity disease
s
. 3
Clinical Pharmacology Phase 2 Phase 3a
4590: Bioequivalence 2.4 mg 4153: Dose-finding 4373 (STEP 1): Weight management
NN9535-4588: Bioequivalence 0.25 mg 4374 (STEP 2): Weight management in T2D
4455: Pharmacodynamics 4375 (STEP 3): Weight management with IBT
4376 (STEP 4): Sustained weight management
4382 (STEP 6): Weight management in East Asia

Results from trials in grey will not be presented in this summary. Trial NN9535-4588 included doses lower than the proposed
treatment dose of semaglutide 2.4 mg and this trial is only relevant for bioequivalence assessments and is therefore presented in
Module 2.7.1 only. Trials 4375 and 4376 do not contribute to the PK characterisation of semaglutide.

IBT: intensive behavioural therapy; T2D: type 2 diabetes.

AETCII. LTORBRLSESN-T— X 2 5RT

4455 R - HFNFPEHEE IR 28~ 7T R 24mg ODFEZFM L, B~ 27 /LF K 24mg
DR E R OB 2 PRERAIT IR L 7o 37 5kl

4590 IR < 2 O~ 7V F RH EEERASCRIEALZ (DV3396 & b RiLT D) Ok
FERA L ERPED DO~ 7 VT R 3R 7 7 7 F LT L7z PDS290 ~ B AZR
DOBFN) OAEYFIRENEZ RFET 5 B BT L 72 AW H0 A 2R

4382 FIR « RIEREEYEhREARHT M UM ER & — RUGHENT O 72 DI SEMENREGTAT FH D R 73— 24
TV T EITO, S DICHRERE L QTc flE & O OBIHNEZ BT LT P75 3 Mk
4373 kO 4374 38R« REEEFA S B REARNT K OV R & — BB FRAT OO 72 9D I SR B RERTA FH D A /3
— AP T T EAT o T EERE RS 3 AR (B ARABRE & 5 T)

2 MR (4153 3 BR) T BEEE UGS O 7o DI I BN REREM FH D A X— 2% Y
Z4To7- (4153 3Bk (Module 5.3.5.1) K O Phase 2 modelling report (Module 5.3.3.5) ] . ARERTIX
T~ 7T RIS 3HRABR CTHWE 1 B G TIER< T H 1EREGTH o7z, 2ok, Kﬁ%@f
— X%, RENS U TCEIHRBEOT — % L OO RIHEHT 5,

Flo. WEEED 72D ORI 7 1 7T Wizt D7, A ¥y 7 B FEORKRER 7 v 7
TLATHRLNT =2 bBRT 5

NW%&%Mﬁﬁfu\A@(Hﬁk&@n~ﬁy7y)ﬁﬁvﬁ»%k@%%gﬁxﬁxa
A RIFTHEEZRG Lz, ERIREE 5~ NF FOREFEEIZ, 1.0mg £ TOHEIC
%wTHKAW%%&:~wv7/%&%@ﬁﬁﬁ&§ﬁ%ot[mw&5ﬁmﬁ%@%%ﬁ
BRBEZE (Module 2.7.6.8) ) .

BANAEPEHEEIC LT, 455 B TIHMIiL7-E~ 27 0T R 24 mg BRIFTHE LR EIC
NN9535-3685 RBR CHiE S ot~ 70 F K 1.0 mg DRI THBOLEIC IS L, v~
F R 2.4 mg BREAFEOWIMUZ K U TRIETAREMEOH 2L, B~ 74T R 1.0mg 3 IET
WL LRS5O TIE WEEZLND, 20D, B~ AF K10mg (A B Ev BT
W) OFEMMEERRBR Y 27T A EFIEDOT-DDOv~ 7 NTF R 24mglZbEHT 5 2 &
EBTHDHEBR D, FFMIE2.7.23.1.4 HIZRT,

B~ AT RPLEFS (QTelZ XV FHl) ([CREZ KITT ek, A8 vy 7 BTFE
@ thorough QTc #HMaAER (NN9535-3652 7kliR) T ZEIZFHE L TV %, NN9535-3652 ikl T
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X, QTc BROIERITRD HiT ., B~ T FOBRTRE L QTc Mg & DI b BEM: 115D
ST, FEANT 2.7.2.4.1 THIZ R,

XUy 7 ETEORE T v 7T L CTHEKM LT invitro 508k (I3, & > 37 fEA L O B 1E
MZET 2 inviro 3BR) 13, B~ 27 0T FOEMIED 2D ORI 7 v 7T Lafitd 2 DIZ+43T
bHHEEZEZOLND, LIEBnoT, v 70T ROEFIEDTZO DR 7 v 7 Z7 ATIE, b MMEAERE
ZRAWEESR5RBITIERL TR, By 7 B TFEICOWTE! S 72 in vitro RBR DB
IE. AE Yy 7 BT 2mg HEERFE EEO Module 2.7.2 IZH27R L7z,

272121 COVID-19 m#EZE

EIRE LT, IEEDTZODOE~ 7T R 2.4 mg O FREHETMN 2 HAH T 2 BRRBRIC s L, B
a4 NVAREYE (COVID-19) M &IETHBIIIEFICREN TH -T2,

4455 FBRIT COVID-19 D FRA 2 KififT (N7 1w 7)) BIREDENSHE T Lic7z®, COVID-19 12
XD BIIZ T 2o T2,

4590 7R TlX COVID-19 OIS Dr oo, —EOPERF 1L, TRBRFERERER IV TiREriE
B2Ey 7OERTTCIER, BETRRIEOH R AT o7, TR TOHREIRRED B O
SHZOWTHREZ 2T 7z, EWEREFHIiD 72 DRPiix, COVID-19 2 X 5B A2 T o7z, 4590
ARERIZ COVID-19 28 B IF L 7= 5222 B3 2 RE I D) i, 4590 3857 (Module 5.3.1.2) Section 7.3 (Z
AT,

4373 KON 4374 G BR Tl 1 ZET X CTOPRE DN A& 5ok PE & Ok Bi 56 17 L7z kel
COVID-19 DR T I v I NI o2, N T I v 7 ODRENH-ST-OIF, EICHEEFAE KL (RS
Ji RSB~ D RPE D ERE 2 &4 7 F~DERE) ICBET S5O Th o7 (4373 3B (Module
5.3.5.1) Section 7.3. 4374 7Bk (Module 5.3.5.1) Section 7.3] .

4382 B TIX, N7 I v 7 OB TS, 1RBRFEM RSB~ RO EF a4 7 h~OER
K OVFHE & 3572 2 7RIS XD IRBREDOZATITEE T 5 b D Th o 72 (438275 (Module 5.3.5.1)
Section 7.3] .

27.21.3 HERTHA D RUT— 2 BI04
272131 HETHS L, HBAREARVARENRES

JERENZ 3T D~ 7 VT R 2.4 mg O EFIRSEER 2 35410 U 72 3Bk 0 22238k 7 1 O 2 &
2.72.1-1 1277,

T IV TF REETEMICE VLG L, BBEEOAFFROY A7 28T 572012 48 2L
O M EEYEE L o, 5 2 FRER (4153 3BR) ZBR< TR TOMBRTITE 1 [B#&5- L L, 0.25mg
SEEZBMB LT, 0.5, 1.0, 1.7, 24mg ONEIZHEE L7z, 4374 BRICB VW CHEHREN 1.0mg TH
ST WRRE KO 4382 RBRICB W CHIEAEN 1.7 mg ThH o 725E Tix. T 1.0 mg KO
1.7mg £ T L L FROGIETHE L, B2HRBRTIE, 1 B 1 EERG 217072,

T RTOEKRBR T, PDS290 ~ U REAZR TR ET 28~ 7 F FRFIZEH LTz, 4590 3Bk T
X, RSB AR Z W= TR T E Al & PDS290 = R A SR A W 72 BUAI R o0 A= 9 )
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AR (4500 X)) %< T~ CRBRTIE. B (b /LT KT T 2R I
SDWTERIL L7, 4590 BRIIIEFERABR CTh o7, ARBRTIL, 2FEOHE R 5 XU AE A&
M UT=7, BRI OW TS K OV EEEMIC S L CHFERE L2, V&R T 1 2
FET =2 DL e 2 — & BT CE LT,

WP ORER S 18 EELL EOBERE 258 L LT3, RO FIRIZRERIC L BT, Bick
BICHBRICHA A, T TORBIZBU TRKT RIS 2 5% L L, 227211108
L OITRBRIC L > TR D ERFEREE BMID) O#IPHZ HW -,

*27.211 SREEZIIMLU-HBOFELHBR T YA D OME
B ID FEHK RBRTY A BRBREK® BEHR®RE MR
LR # Fir (FRR~LER) ©
B BMI (TR~ LIR) °
4455 RER T NF R24mgill  BAEAEIVL BT 724 B
EARENER VE FRGREAE . CEE 2.4 mg BT 18~65 %
218 PRI RIET LT R WATHE 5RO TE 30~45 ke/m?
TR LT 5, AP
4590 T INAF R24mg D EEREIOA HEFEHSS S 684 B
EMFHRZME AEICHOWT, DV339%6  IF. SR, TVE A s X% 18~65 7
2138 AT AR 4 OB W ATRER PDS290 ~ -7 27.0~34.9 kg/m?
L PDS290 ~X A EAZRITLD
ZROBUHN O FE T 5 < 7 LF R
DA RS % R 2.4 mg BUT %
FET %, b
(P 243 24
i< 7 v
F K 1.0 mg D
I EhRE b T
fili L72)
4153 B PR 2R S 72 0B EBEAEIVAS BT R 9574 B
FERE WERE kg & LT, g, CEE 0.05, 0.1, 18 #E 2L b
52 JEH 520 HIREDR . WATHEM 0.2, 0.3, 30.0 kg/m2 2L
DR OHERRICBI LT, 5 0.4 mg f T#%
HAEOE~ I LF R 1 5. V7 7n
A 1EH 5 0 FREUS F R 3mg & F
BtR% 7T &R &%t N SO
I FEAT % TR
4373 R WAREIEH RS EEARIVMA AT 196141 ( B
(STEP 1) ExGE LT, el ., "HEE 2.4 mg FZ T # HAN100 187350 E
REGHE —ZHRLEZRELD B, WTHE 5RO #) 30.0 kg/m? B4 F 30
68 3 i B URTHEh B OB xf RP 27.0 kg/m? LA B0 G
TOMBEEE LTO HEZHT 2 °

T/ VTF K 24mg il
1 B TG OFEEIC
*TBMEET T 'R
LT 5,
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4374 3B ( QEUBERIS AT 5 EEAREIVA kAR 2BUBERE Bk
STEP 2) REIIEMSEE . ZHE 1.0 mg & 8 EHT O 188l 1
PEVRERRBE  MRE LT, amU— B WATEER 24mg BT BRE 1207 270 kgm? P -
DOFEEER ZHIR L7 s O . kel f
68 T f#] USEEYb=as:cyl I ab S A i GEEIN
LHfighEEE Lot 125 1)
~Z7/VF K 24mgifl 1
Bl T4 G- DR E Ik}
THEIRE T TR E
s %,
4382 FER WARE TR ERE EBEAEIVA BT R 4006 2 Bk
(STEP 6) ExgeE LT, nl J. ZHEE 1.7 mg } X TUBERIS 2 18 Ll -
W7 T AR —ZHBLEAEFEERT K, WM 24mgETHR AT588% 350 kg/m? L EAvo 1
EoREER LY R B B D BN kf b, b BB Sp EoapHEET
68 3 ] THMPEEE LT TTEARD O 2R 2w 13270 kg/m? L4 I
T~ 7T R 24mg i MERSE 7ho 25l EOAHE
1 B T b DREIC R E EARET S !
*T2FEET TR 301 f31))
LIRS D,
(AARAN
359 i L O}
FEE A 41

1)

®

FHE S - B IR, P 2 MRARBR (4153 3BR) E PR TRTo
L7z%%. 0.5, 1.0, 1.7, 2.4 mg DNEIZHE L7, 4374 B CHERFFH &Y 1.0 mg T - 72 #5RE Tl
FAEED F L TR Lz, 4382 3Bk CHEFRFA &Y 1.7 mg Th o 7B Tid,

AERIZBWCHE 1F#E & L, 0.25mg THE 2546

1.0mg £ CLEELE

1.7 mg £ C LFL & [FERD FIETHE LT,

¢ EIREOFIRIZEHICE £ o (BIREEICESL) o IABE TIIHEIE AN RTEAL LRl 5, cAPHEE
. BUFIOR RIS RS 5 G 0HE (GROAELZRDZRV) Z 15U AT 2L EER L milE, FERE
. PHEEVEREIRIFEEIPR SO0 MAE RS, TIEMICBEET 2 80HE L L Tid, HARIER 2 (JASSO) DJEHIEB A

A FF4 22016 1CHE-> TR DS DEEIR LT - MiThEREREE

(Q RUBERRIE, MHHERESR T 722 &) |

BE SR, miE,

ESRBRINE « R, EEIRGE B, MEZE, 3ET L o — L PERRRAPERTR . AR « AT, DA S R AR R A I i

BE - EEEICHL SRR, SEBARR B L OB BB s B BEE T 2 A 0MED 5 B, 1 oLl Rl i X IARE
WA (HARDD : AL 2BPERPF) THDHZ L) . 1 H 1EEE, "2~ 270 F R 0.3 mg X% 0.4 mg B2 FHREIZDOWT
X, 20D BB EWEE AN LT,

BMI : (AF =%

272132

2.7.21.3.21

MSErfE~ ZAF ROAL AT F VR, Wilk7 a~ N5 74—/ 20 F 5

EMFEHIRT A FTF 1) P R)
RMENE

HEHT

(LC-MS/MS) % AWTHEM L7-, LC-MS/MS IEDOER FRME (LLOQ) 1X0.729nM TH 7=, / A
FT7F U AOFEMX, Summary 2.7.1.1.4 \ZR T,

2721322

RNZPHIER

MmigEF TG EL2ET—L (TERNTI ) T7xr) OAALFTF U AL, LC-MS/MS 7% FHUNT 5k

L7z, LC-MS/MS 7£® LLOQ (& 0.500 pg/mL T >7= (4455

AR (Module 5.3.4.2) Appendix 16.2.9] ,
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272133 EYBREROMET
2721331 EWHEI L RS D RO

4590 FABR TIZ, BEME A ABE AR O R T E A & O PDS290 ~ U HE Ags D HI T~ 7L
F K24 mg 2B EGHOEFIREBICB T 22~ 7 VT RBEOHEB D, HEHERN LKy ERET > RR A
¥ & (AUCo168n Crmaxs tmaxs CL/F. WM ONVW/F) ZEMH L, B~ 7T K 2.4 mg O I B RERFE 4 5F
fliL7z, WRANZSOWT, B~ 7T R 1.0 mg 5% OEFIREICEW T REROEYEE Y R
A UD (kO VGFZBRS) ZHEM Lz, EYBERETY RABRA » FOBEIIZIZ, va =k 2y
MEZ AW, AUCo-168h2 4 mess M O¥ Cmax2 4 mgss 15, P ECZE#L U, B4 (BRI A~ B AZR O IR
FEMANC L D~ 7T K 2.4 mg #5X1F PDS290 ~ U AEAROBANZ L 5~ 7 /LF K 2.4mg
b)) K OMEEOBEHIRF (70.0~99.9 kg X% 100.0~130.0kg) Z[EENE L L, (KEOHE % It
BE LT HHGBOHTET VAR TH 2 IZfRAT Lo, REIL, Bl G B XUXE ORiO &% OF| H
AIREZR M EME A2 AV 72, AUCo6sn 13 1 FIO R E-RIFEIZI T 28~ 70T R OYREE — e dh#f T ifs.
Coax [FE 7 NTF ROREEMAEE (GHE) | LB~ 7 VF ROFE ML RE SRR, Vo/F I3
T FVTF RO ERDTODHER, tuldt~ 70T ROKKMOWE I EEEY, CLF I~ 7 LT Ko
BT VT 7 ATH D,

4590 R CIX, B~ 27 F R 1.0mg & 2.4 mg OO HAELBIEIZHOWT, 2FEOE~ 7 /vF Rl
F - (B[R A~ TR A8 O HT R T 8 B & O PDS290 ~ U BIE A SR O BIA]) TR & ICFHl L7z, =
RARA > R Td D AUCo.168n 2 R L . S BUEEHAME 2 )8 BB 5, HRE RO ELZBEEMR L LT
RHAERZ S E 20 BONTET V&2 W2, e (AUCo-168n2 4me/ AUCo 16801 ome) & 95%(EHEX [ & &
HITHERE L72s Coax \Z2W T B[] UHEFHIRNT 2 Fhi L 7=,

4590 FABR OFEFHINT TR 2 58E, 4590 7Bk (Module 5.3.1.2) Section 9.7 {2789,

2721332 BERAEYEEENR

2 RUBE PRI A S 7V iR IR BT IETE R (4373 BRBR) | 2 BUBEIRIR & A4 5 IR E TR iR
F (437478 . DOV 2ERF A AT D XITA S AWV R E ISR O T U7 AR

(4382 3 R) ZRIHE LTz 3 DO 3FHRBRICH VT, Mt~ 75 RREERIE O 72 O i gR
KELLTF D 7T~8 BE CERELL 7= -

o 28 (4373 BRDA)

o FHEMUEIAR (4373, 4374 KO 438273 0k - 43 (025mg) . 83 (0.5mg) KON 123

(1.0mg) . 2HWIC 4382 BRDA : 161 (1.7 mg) )

. EHERFM 8K 52# (1.0, 1.7 XiE 24 mg) )

o  BERTHE (68 i)

o FABRKE TR (753H)

B TREORIRITR G T % 7TEBICERR L2720, B~ 27 0F FIEE L LLOQ £ X i LLOQ
K & Bz bile, 207, 7V 7 fiFENTEHE (modelling analyses plan) ([ZHRTICHE L7 X 9
2. R TR O~ 7 VT RIREITREREE BN BAAT I Lo 7o, 200 b0 3 DOk
LIF LI T —ZIZHESE | — IR KL O —RIERZ M O R -2/ — M A MET LE N
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7o R EREMRATIZ I W T, FRNCHUE L7ctk 2 RIE BN~ 7V F FOREEICE 2 5 8
ZRl Uiz, FofcB7e RHEMSEWERET — & & v MIIE, 2366 FlOHERE B 5 L7 13676 (HDIE
YrEhREELIIME %2 & 7= (J-modelling report - phase 3a (Module 5.3.3.5) Table 8-4]

AN=2AP T TGN T — 2 % W2 T VOB R 2 R 5 720, WIIGHE
FEERUT, IEH MBS 2 A3 2 ks O 2 RUE R B 2 k5 & U T2 BRR SR B C15 B U - 3 72
HEWENRE T 1 7 7 A NS EYBREE T A DI EICHEE L72E (0.0296 h!) (CREE L7z, 28
BEBERNR—RET N, RE LI TR TOREEEZMAAATE 7 VET VRO B R IE & Z
FiA ATz reduced model DHEEIZ LV | BEEHIET YV 77 7V u—F &2 EhE L7212,

ERRBIZETLBRZEDHRT
EFIREBICBIT 2~ VT ROBREEOHETEIZOWTIE, RHEMZEWEIFE O reduced model % Fu>
T, CLF Ofiix D37 A= ZHEEEN S EHFARED | MORGREREICET 5 Pt~ 7 F RRE
(Cavg) ZHH L7 [J-modelling report - phase 3a (Module 5.3.3.5) Section 4.4.2]

BREEOHREEETIL

I BFFHTIC OV TIE, CL/F Ofifl 2 /3T A —ZHEEAEND Cae HH LT, T X TOHLEED
WELFRRFIHEET 2 7 VET MVEEZAWT, WEEOREZHE L, FANHEL, 7VET L
(CHLAA AT EO—E A2 2.72.12 17T,

+&2.7.21-2 BEHENBEETIIOREEDES

Covariate Test categories Reference category
Sex Male Female

Age group 65—<75 or >75 years 18-64 years

Race ‘Black or African American’, ‘Asian (non-Japanese)’, ‘Asian ~ White

(Japanese)’, or ‘American Indian or Alaska Native’

Ethnicity ‘Hispanic or Latino’ ‘Non-Hispanic or Latino’
Body weight 5% and 95t percentile body weight PK population 100 kg
Renal function 'mild’ (eGFR 60-89 mL/min/1.73 m?), Normal (eGFR >90 mL/min/1.73 m?)

"moderate’ (¢GFR 30-59 mL/min/1.73 m?) or ’severe’ (eGFR
15-29 mL/min/1.73 m?)?

Injection site Thigh or upper arm Abdomen

Glycaemic status Prediabetes (STEP 1, STEP 6) Normoglycaemic (STEP 1, STEP 6)
Diabetes (STEP 2, STEP 6)

2 There was 1 subject with severe renal impairment included in the moderate group.

MR, LRSI T IVICONT, BREEERE ST 5 HETHIE LI EFIREBICRBIT 28~
VT RONVEREEE R D LD & Z D 0%EHXM TR Le (ZREERE OILEEH 7T TV 13k
272121257 F) . 90%IEHEXRIA (0.80; 1.25) OFPHICE TN HHEAICIT, T OEBIIRTEEICE
BhEZIRDoloeBEZDZ L Lz, BT 2V WVESOILERIZONTIE, WEREEDS 20 Bl
DAT VBT HERENOEONTZT =X, LViEWeEBBZ o ERE LV—T CUIAH
72 ENEFF D72 WEEEIZHOWTIE, b FIERDZNWIEERE T V—T) IZE5DT,
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FHEMSEMEIREET T L CTRFT L7T-E BTNz T, 4373 KON 4374 RBRIC BT 5 7 o — V£, 7
BN 4382 RABRICEBIT DT U7 AEBRE TlL, FUEORILR Tt~ 2Z VT RHUEOHF ) H3ig
BEICKTTZELZXNC L VG LT,

RELFEOFMO-ODOHEEEETIL

MEHAIVEZ, 2 SOREMIEYEIREET L (HEKFEEEZRE LRWET /L E | CLF I Sk
BHRAFMEIE & L L THEZMAALTZET V) 2V THRF LIz, WINOET/MZH, CLF KD
VIFIZk U THREZMAAIAALT, ZOHEZ, WEORHKIEHRER R O -5 2 E Y EiE T e 7 7
ANVDIEMTICIBNT, 7 VT T AR ODHERPEEIZE D L LT E WO FERICESS D TH
o7, ZOMERENEET VORI T HIREEOFLOHEEE & 90%E X 2, & FIH:
ETNANHGDIIRER R D 80%~125%DHiFH & Hlk L7,

FHEE S Eh BEAZ AT D FE 72 TVEIZ- DUV TUk, J-modelling report - phase 3a (Module 5.3.3.5)
Section 4.4 (27”79, RHENIZEWEIREE T L ORE K R MFEMIZ DUy TiX, J-modelling report - phase
3a (Module 5.3.3.5) Section 4.4.2 & " Section 5.1 |Z7~79 7,

272134 EHFHERORENR
2721341 EHFHEROFEE

4455 FBRTIE, AEUETAR L O T HBEEOBR AR UL ISR 2 i Lz, WP hoRE
flit, R=ZAF7A4 K208 (B~ 7 /NF N 2.4 mg LMD EHFINEERER) O 2 MR TEM LT,
F 72, 4590 BR O RBERIAM] &8 U CRE A R L 72,

BRAHEH

RIEHE— (T RT I T7xr) BIES N L0 NP 23010 Uiz, e & 3
BB ITHRSZ DO T D = — 7 )V MCIAfR S B 72/87 B 2 E—)L 1500 mg %32 (T B | FEAER A O B AB Iy
[CZNAEIR LTz, FIRIT 15 VIR LTz, &% 5 R % T3 T & 25— /LR EEE M O ik s
RAEBREBL, N7 & VRELHNEYHEE MR~ — T —& Lz,

B8O T HETHE

FEVERA R OB EGT & BEE SRR E T, RO NCHHEEOBREOK TEZIC, BRIKEHRRTERT
1 7 A —v (VAS) iEBZ HIWTEHME L7z, &8k (Z2/EEE (hunger) . Wmili& (fullness) . Hulifijk
(satiety) M OPAEEFERGE (prospective food consumption) ] . @ E DX (thirst) | EEEIRAE
(well-being) M OVELLy (nausea) (ZOWT, #EERE H B 7S VASIZEEA L7z, VASIE, Wifim (0 KO
100 mm) (Zh b b2 KRB A R HEES LR S 172 100 mm DR S DORE L L7z,

5T, BEKOFHE & R URESIZE N T, BFOBWLE Bk, REZBROEEMRELE) b
VAS i % IV TR 35l L 72,
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HHEEOREBHOIRIILX—ERE

TRLF —EEEL, EER RO SIFEZICIRIE S - AR EIC K DR — 0B R DOEBIEIC X
DR L7z, BERE IS O L W EIR A D £ TRFELT LRI R L, BFEIT 300 UNICE T T
HZlELl, mx X —EBIE (k) 2Lz,

BIHOa> FO—)L
BE~DBEROEITEIO 2> F v—/LE, Control of Eating Questionnaire (CoEQ) 5102 & 0 7
L7, CoEQlE, BFE~DOWYE, ZEMGEKL MG OE S RO, 72 6 QIR OV 57 O 8L

WEMMT 2 19HHOEMETH D, AL, w57 HREIOREBRIZHS & Wi b i 72 8w
NEHENTWVWAHE X 100 mm O VAS FICHEM~DREIZE AT A LT,

2721342 FEHAZHERTU RSV F

4455 KON 4590 FRER CRlll L 72381 5#0ER = R A > F &3 2.7.2.1-3 1257,

%£27.2.1-3 SHE L - EREASMERTY FRA Y b
Assessments Endpoints
Energy intake . Energy intake during ad libitum lunch meal
Appetite and related . Subjective VAS ratings of appetite — fasting rating and mean postprandial increase from
assessments fasting in ratings:
. satiety

. fullness
. hunger
. prospective food consumption
. overall appetite score
. thirst
. nausea
. well-being
. Subjective VAS ratings of appeal after a standardised breakfast and after an ad libitum lunch:
] taste
. visual appearance
. overall pleasantness
. Food cravings assessed by Control of Eating Questionnaire (CoEQ)

Gastric emptying . AUCo-5h,para
(paracetamol absorption) . AUC.1hpara
L] Cmax,para
o tmax,para
Body weight e  Change in body weight (%) from baseline until the end of treatment

AUco-sh,para: area under the paracetamol postprandial concentration-time curve from 0 to 5 hours; AUCo-1n,para: area under the
p s P

paracetamol postprandial concentration-time curve from 0 to 1 hour; Cmaxpara: maximum observed paracetamol concentration;
tmax,para: time of maximum observed paracetamol concentration; VAS: visual analogue scale.

2721343 FEAFMMERI Y KRA 2 CO#ETHEENT

IRIILF—ERE

TRAX—BRET, X—A T A VRO VX —BEE A AR JREAE EENR & Lk
SINTET W W TIRAT Lo, WERtir T A B KR 5% LomiliaE & L, 15RMZEZ 95%(E# X
fil& & HITRLT,
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TRNLX—FBREOR—ZA T A UL EKTHETOLEER (%) ZEHT L0, H%RMT 23
w7,

B0 T BT
WAL BR AT (OAS) Z4HODAaA T OYHEE LTCEH LT
OAS= (Jifi B + A+ [100 — AR FIEEE]+-[100— Z2EfH/K]) /4

IR B IR O ZE MR, Al WG, TAARSEEIE K N OAS O EHR A AT
(AUC30300min/270 min) %, HIHH D=2 T A AMaa LR E L, iR EBEERER L L2583t
TF VA AOVTIRNT Uz, WRHT I A B KL 5% & LomifiifE & L, 1RMRZEZ 95%FHE XM &
EHITRLT,

IEE A OIS ORAK (22K, Mk, W&, THRAFEIE, OASEET) . DL D
& EL K OMEFIREEO FEIRFHN A . VAR SRR B R A -V CER LT,

IEE A A IR O ZEMEREIC 31T ARk (ZEMERE, falid, Wi, TASFEIEK N 0AS) @
ZATITONT, FRENTZER LT, Z O, BROFH R a T IZOWTEHTNHE LT
THERLCET VE W,

BFHOaY FE—IL

EHZEIZH 2 19HBOREMIT 22 DA TIX, R—AT7A MEELERE L, REZETE
R & LT3 UM E T V2 DRI UTe, SERHIRATIZA BOKHEL 5% & L7cmifilE & L, 16
M7 95%EFIXME L HIC 7+ LA R ey MR LT,

CoEQ IZ X VMl L7 BEF~DBRIZOWNWTIEL, X=X T4 b DEbEE X=X T A AEOH D
BIEME A BET 5720, CoEQ DHFEMDR—2 T A U aZE LR L L TED - H%MIT 2 5 L=,

KEOZEILE

4590 R TlE, REOZBELERER. [WA (MRTEDE~ 7T FRAISUIH 3 FHEEARBH %
a7 ACHER L 7 0F REAED | HERIROSRBEEZ WT I EER., N—R T A VRO
HAEMEREE L, BV IELAEICHT HREET /L (MMRM) ZHWTREAT L7, 841 PRI OV
— AT A CREOEREIL, KBENTANTFIC Lc, &G TRICEIT DIREDO L& DR/ 5 FEE
ZRIFN T LR LT, MEHENTIZ A BAKNEER 5% LZmIRRGE & L, IR ZEOHEEM % 95% 5 1EX
& & BITR LT,

4455 R TlE, N—RATA U BLEHRTIFE TOREOBLEIZ OV CRLab#FH &2 AV CER
L7z,

BB HEH

AUC (I T X E— LV OREHBNOREEEZACTEI Lz, Z0Ox=> RARA 2 ME, b
L. 10g(AUChasclinepara) & I 8, B % BIEZII & LT W T V% IV TRENT L7z, SEaHA#pT
IHBEKEL 5%E LIcmliE L Lz, 95%EEXMIZTDAr— L TR,

tmax (3. Hodges-Lehmann 15 % W THRAED 7 & 90%[EFIX I A HEE LTz, Z OFZMATIZ, HEb
DT DI FHE LT,
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R=Z2F A PO EGA TR Q0H) ETICT 7 ERFETIIERENE L Lo 7oDizkt L, B~
VT R 2.4 mg BECITERENK 10%D L L W) BBERD B DN 2 Eonh, AR LG
KTREOREAZBMOLEEL U THELZET L EZHW T, AUCoshparas AUCo-1hparas Cnaxpara 2 TN
tmax.para O FIEMENT 2 Fohii L7c, (REOFGEBOEIX, N7 X E— L ORBEELOEET L= K
RA v ML KIETARERD D,

272135 BREE—RICHEN

T~ ZNTF ROBREE— OGS IZIE, REEFMSEYEREMATIC AW 3Bk & R U 3 0% 3 FHEER
(4373, 4374 L OV 4382 3kBR) OFT —H 2 Ediz, T B0 3 DORBRITIS T 2 I ENREREA MR D
BREUCBIT 2360, 2.7.2.1.3.3 2 THITR T,
MR — SUSRAT O HBIE, LR ORI R OREMET v RARA > b OREE— OSBRO R %
Bt oZ2&Thotz:
o RX—=2F A (0#) M5 68 E TORELIE (%)
o L ARUH—ENT 68 ICLL T &R LR
o RX—=2T A4 (0) M5 5%LL LoD
o N—XTF A2 (0i) M5 10%LL EDOEKERED
o RX—=2TF A4 (0#) M5 15%LL EOIRERED
o RX—=2TF A (0#) M5 20%LL EDOIRERD
o VTN DORERTULFOFGEHEL L 1= 95
e HBWMEOREFS (FROMEEKOEEEZMbDIR)
o L (HIEEZMDRVY)
o IEM: (FEJEEZ M7

BREE R OFIE & LT, HWENHED reduced model VT, CL/F Offl x D/3T A — ZHEEMEN 5 E
REETO 1 BIOEGRRBICB T 28t~ 70T RBE (Cap ZHH L7 [J-modelling report - phase
3a (Module 5.3.3.5) Section4.4.2]

TSR RNREE R — POSENTIX, 4373, 4374 KON 4382 SRR O F KO GHERIC & E 72 TR TOB
Bt g L UCHERM Lz, 2 OHEENT 3572 Bl O#ERZE THER S 4172 (J-modelling report — phase 3a

(Module 5.3.3.5) Table 5-4) ., 4373, 4374 KON 4382 ABRICB N T T 7B RORGEEZ T2, £ Ei
655 f71l, 403 B e O 101 il 2 & 7 /WIZE O 7=, 68 DR RIFE T & - 7o BB 12>V T, MMRM
EFETNANPBHFLNICAN—ATA b DOEACRO TR Z AT I Uz, BREE & — ROSHRHT TOR
BT — 2 OB P NMTEET 2 5E/IE, J-modelling report — phase 3a (Module 5.3.3.5) Section 4.3.3 {2/~
R

FHE G T 68 MO GZ5ET L, B~ 7 AT FRENAERGE TH o2 X TOHRE
D=2 T A 2B DIREOZEALHRIT OV T, RIKHY 7R EREE f — DOCHIT 2 i L 7=, 2 OB
3014 W@fﬁﬂzgﬁ%‘f“%ﬁi S iz (J-modelling report — phase 3a (Module 5.3.3.5) Table 8-3) , EIIVRA) 720z
Ba B — SOCRITIR, BRER & — RUSHRIT IO 92 IR 7227 7' e —F IS T 5,
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R i% & — PUSBIR AR T 72OV 7 Z 7 Tlk, 7 — % O & L TOEBME KT 95%E X ) %
ENENRK O T —=N—=% W TRL, ETANLROIRFERE—OSERERTR L, 77F
ROTFT—21%, IiEFE~ 27T NRE Onmol/L & L TR LT,

WRTE e — SOSEAT O FIEIZ B9 2 38411E, J-modelling report — phase 3a (Module 5.3.3.5) Section 4.5 (Z
Y, MREEE — SUGTE T L OGN OMERSEREAT 2 DV T, J-modelling report — phase 3a

(Module 5.3.3.5) Section 5.3 {Z/~K9
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2.7.2.2 R DHAERFERDERN

4455 KON 4590 FRBR DR OFEROBGRZ . 3 2.7.2.2-1 1287, 5 2 FABR (4153 3RBR) DR &L
O ROBRIZ DV TIE, Module 2.7.6 (274, REEERTHE B REMFAT M OWREE & — BUSHRHT O 72D D3
WIENAET — 2 MG HALTZ 3 DO 3 MHRER (4373, 4374 KON 4382 #lik) ORGRIZ OV TIE,

Module 2.7.3.2 127”7,

= 27.2.21 &2 DERRFEEABROEY

RERID, BBRTVAV., BRRQRT 74~V — HEBREK? BEHBE RRERROER

WIGHE v RESLUb # (B

EOuAT

BEr. E

e

4455 B 1 fEEk. MAEAEID AT, WATEER. vV TF R OEHERE e TSI ERLEBLTEYIL

Module THEM., 77 AR, HEEER 24mg TR 72041 F R 2.4mg THANRPEH IZxF

3342 R GROTTE (44128 T2 BRI Bk > 2 B

KA R ) TR o T,
TEHA : B~ LF K 2.4mgil 1[0 o 20EICEIT S HBERO A
R TR 528 F VAR B % Dot LR . 7
77 R E KT S, TR L T~ LT R

2.4 mg T 35%IKD o7z,

° = 1] — D “/f S N :
TIA )= RARA b e EVvI/ALFR24mg T, £

AUCO-Sh,para (h*pg/mL) N *gﬁﬁﬁﬁ?&

0~5 Rl I 2 /3T & & & — LiRJE ﬁﬁﬁfbgﬁﬁﬁ@ffk
IR T T A 72— AN KE L, BRYICKT
DVEIMET L7z,

o  ARELT, BEMKUOIRE
=0 (V71 = W iae 7V 2
F RO £ OGRS BRI &
FEkCTholz, Filcie etk
DOEITRO LN o T,
4590 3B 1 MR, EEMERFIV AT, WATEEM. 2 HEERNY BEEXIT e v/ AF F24mg L 1.0mg

Module B, FEEMR, KGR RIEAZE T R bBR g DFARITONT, H[EEH A~
53.1.2 PDS290 ~2> 6845 (50 5 VI EASRD -~ J LT R
A FHEEHN : B~/ AF R24mgDF BEAZICE /184 #l & PDS290 X BUTE AZRD
B|IZOUVT DV3396 XU BIFEAZR D B~ LT v T NEIK L O DL
RUKI & PDS290 ~ U HIFE ASRORAID R 24mg T W B R e PEAMREE S U7,
BT ER OB RS 2 REES &5 o KEITKIT B LD RN L
Do — BT,
== 7 . > 5
FIA Y KA T Mzt~ 70 © PRI R UREED
AUCo-168n,2 4mgss (B~ 27 /VF RIBE-RE 5 K 1.0mg @ RGBS s> 72,
e R T T AE) HYENRE DR

Cmax,Z 4mg,SS (%%“E‘? 7/]/3: F{%}E) ﬁfﬁ L’f:)
a B AR L2 B LS D TR, b ARHEEE T X B S By ARR L S 5
AUC : h#R TIrFE, Cmax : SR, SS : EHIKAE
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2723 £HEBR%ZE L TORBRDLLE & T
27231  EYBEOFH
272311 EBREICETLEMEE

v ZVTF RETEREGROERREICBT 2EMEEIL, A8 ©y 7 R FEOBRKEE v/ 2
LIZBNT, 1.0mg EFTOMEIZONTHFITHRFTENTNWD (FEB By 7 B FIEORER O3 HE)
RERFMED BRI, 2.7.2.113 HHITRT) o IERIED /O DT~ 7T K 2.4 mg DEFIREIZIS T D 5EEE
w®iE, 2.7.2.133 HITRT X D1, 4590 7R T ORI ENRET o RARA o b RO 3 tHERER O )
LMW ENHEET T L0 B RO T Cavg 12 L 0 G L 72,

4590 iB&

T~ 7T o] (BEE A BRI AZR O ik T2 8 J OVES 3 4EEUR T T L 72 PDS290
VIR AZRDORA]) (\ZHoONWT, BT R 24mg KON 1.0mg D~ 7T NIEEOHER &[4
2.72.3-1 7857,

2.7.2.31 T JILFRE24mg () RUE1.0mg () OEEKREIZE T HE<TIL
F FREOHR —EAIF (4590 FHER)
F120 50 5o
F100 -
E § g 40 o0 2
: o £ £ £
; § 1§ o g
a reo =& 2 2
g L . ¢
A ©“ 3 |3 2
B T T e e rt———————"°
0 12 24 36 48 60 72 B4 96 108 120 132 144 156 1868 0 12 24 36 48 60 72 B84 96 108 120 132 144 156 168
Time since last dosing (hour) Time since last dosing (hour)
8 Semaghiide 0, DV3I08 ¥ Semaghutide B, PDS290 —8— Semaghtide D, DVII96 ¥ Semaghiide B. PDS250
- Ruference in for lower limat of quantiScation ~-: Raference ine for lower imit of quantfication
Values below lower it of quantification are imputed Vislues below lower it of quantiication are mputed

‘Semaglutide D, DV3396° refers to the semaglutide formulation used in the to-be-marketed single-dose pen-injector.
‘Semaglutide B, PDS290’ refers to the semaglutide formulation used in the phase 3a PDS290 pen-injector.

T~ 7T R 24mg KON 1.0 mg DEFIRIEICI T 2 EYBRET L RAA > b &K 2.723-1 177,
T~ 7 VF R 24mg KO 1.0 mg DEFIREIZI T D AUCo-1680 K N Conax IZDWT, 2 iSO E~ 7V F
R A (BA[EE 2 o T A B 0> I K O PDS290 ~2 U TRUyE A ZR O BLA) - o> [ 0 A 2 0 [ 4 S R iE
Iz, FEMIX. Module 2.7.1.32 127" d, HEEHARCBEAZSR TR E LIclFIOE~ 7L F R
2.4 mg D e M PR EBIER R (twa) O RAEIT 24 B CTH O . HPAIZ 3I~48 B TH -T2, &5
(2 TEIEE (b)) ORMEENX 155K (T2 b8 L) Tho, BBy 7R T LR
2, B0 F R24mglZ oW THBE 1 BE TR EZZFHT LD ThHhoTc, B~ 7T ROH[EIE
AR AZRDORLF] & PDS290 U HRUIE AR ORGH T, FHROFEYEREOFE BB D bl (&
2.7.2.3-1) ,

B
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# 2.7.2.3-1 EERBICE T2 TILTF FOEYEREI Y FRA 2~ (4590 HER)
Dose N AUC-168n Cax tmax Vss/F CL/F ty;
Pen-injector (nmol-h/L) (nmol/L) (h) (L) (L/h) (h)
£€0. mean £€0. mean median £€0. mean £€0. mean £€0. mean
(CV%) (CV%) (min-max) (CV%) (CV%) (CV%)

Semaglutide 2.4 mg
single-dose pen-injector

14698 (22.6)  119(263)  24(3-48)  9.8(23.4)  0.040(22.6)  155(9.8)

Semaglutide 2.4 mg

PDSI9) per-injoctor 13712(17.6) 101 (21.3)  24(6-81)  11.0(20.6) 0.043(17.6) 151 (7.3)

Semaglutide 1.0 mg

single-dose pen-injector 5783 (20.7) 46.8(29.1) 18 (6-42) - 0.042 (20.7) -
Semaglutide 1.0 mg . .
PDS290 pen-injector 31 5477(16.9)  41.5(19.1) 24 (6-82) - 0.044 (16.9)

2 apparent volume of distribution (Vs/F) and elimination half-life (t,) were not estimated as semaglutide 1.0 mg was an escalation
dose and PK sampling in the elimination phase was therefore not possible.

CV%: coefficient of variation in %; geo.: geometric; N: number of subjects with available data for PK.

4382 HERIZE DK ETY Y
BRRABRICB T D~/ VT FOBRBEEOEK 2 £ 27232127, B 7T K 24mg DEFIR
RETO 1 BlOFGRIBIZE T 5~ 7 0T REBEIL, 84nmol/L Th-o7z,

% 27232 ETIDLRDI=EITILF KD Cayg (4382 5XER)
Semaglutide dose (mg) N Cavg (nmol/L)* 5™ percentile 95" percentile
1.7 95 59 45 79
24 194 84 58 111

Exposures were obtained from the final population PK model using the reduced population PK model.
3 geometric mean

Cavg: average steady state semaglutide concentrations; N: number of subjects contributing with PK data.

ETV TICBWTCERE LR BB RBROIFEe A=y 7 JIETT U ROEANLIET, 655%
i, RE 100kg TH Y, EFELEHIELZA L, EFMEEC, BRI L-RE) 2859 52805
FIa Ty ANVTORNT D7 VT Z 2 ZARORNT DOHAARFE (CV%) 1%, Z£4L£40.0433 L/h

(17.2%) KON11.5L (41.0%) EHEE S 417z (J-modelling report — phase 3a (Module 5.3.3.5)
Table 8-11) , ZHHOHEEEIE. RO N—2F A L DIKE (96.8kg) DWEREZNELE L, /=
V= N AV MENTEEA L2 4590 RBR TR L (322.7.23-1) LRIBETH 72 (4590 35k
(Module 5.3.1.2) Table 10-3] ,

BERLE LT, BEREIL, BT R 10mg LR L TE~ 7 VT K 24mg TREDNSTZZ & EFR
OB E IR IR D~ VT R 24 mg F GHE L | 2 BUBERIF AR 12T D 1.0 mg
ETCOHEOE~ 7 NVTF MR (B vy 7 BTN 2mg FESRFE R Module 2.7.2.3.1) Tl[FEE
DEPENRERFEN RO BT,

BARABBRERUVIEBRANFEREICE TH5ETTILTF FOBREE
ETADLRDIAE 2 OWEBRF TR D8~ 7T FREGFHIZ, BARA, 7UVT A GEAARAN)

FOGET o7 AR O CTER > Tz (827232 k15 27233) . ETITARRT T A
GEAARN) #BFE & i L THARABIRE T Cap O TTE N -T2 (F£2.723-3) 23, 3 >DAFE
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TN—T T TCOVEREFERED L 20% A ThH 7=, B~ 7T ROFEHRBEEICRD bNT-HTh
AT, BT IN—TRTOR=ZT A L DIKEDEWNZL DD TH -7 [J-Modelling report —
phase 3a (Module 5.3.3.5) Table 5-1 }2 O} Table 5-2)

#&2.7.2.33 I TILF F24mg BICEEABIYMHTEShI-BERA, 7OF7 A GEBX
AN) RUETZ ST ABEBREIZETR2ETILNORDF=-ETTILF ED Cayg
Race N Cavg (nmol/L)*  5th percentile 95th percentile
Asian (Japanese) 284 85 59 114
Asian (non-Japanese) 197 76 53 110
Non-Asian 1401 73 50 106

Average steady state semaglutide concentrations (Cavg) were obtained from the final population PK model. N is number of subjects
contributing with PK data. Average baseline body weight for subjects contributing with PK data by race groups were: 107 kg (non-
Asian), 85 kg (Japanese) and 92 kg (non-Japanese Asian). Data from trials 4373, 4374 and 4382.

4 geometric mean

2.7.2.3-2 I F F24mg BHICEEABIYMTESNEETOTAL BRA, 72
TN GEBARAN) #HREICETE5ETJILF FIREE (EE®)

250 1 5

=

[}

€ 200 A

L

(@)

> 150 -

&)

<))

oS 100

3

&

= 50

<))

@ 0
Non-Asian Asian (Japanese) Asian (non-Japanese)
(N=1401) (N=284) (N=197)

Average steady state semaglutide concentrations (Cavg) were obtained from the final population PK model. Error bars are geometric
mean with 5% and 95" percentiles. Average baseline body weight for subjects contributing with PK data by race groups were: 107 kg
(non-Asian), 85 kg (Japanese) and 92 kg (non-Japanese Asian). Data from trials 4373, 4374 and 4382.

Cavg: average steady state semaglutide concentrations; N: number of subjects contributing with PK data.

272312 HBAELHIE

FEAIPEIL, 4590 RBRIZBIT D8~ 7T F24mg & 1.0 mg DIEFERE (AUC LT Chuax) DEED
HEEME & . 2.7.2.1.3 3 THIZ R 4382 3Bk O RHEMHY BN RETE T /L 7> 5 R & 7= doubling constant (&%
2 LT RF OB 2R3 EE) OHEEMIZ L Vi L 7=,
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4590 A ER

4590 FRERIZ IV T, B~ 7T RomsdA] (BIEE By AR5 o0l 7 A1 o OV 3 AR ERIR
BT 1 7 AR L7z PDS290 ~ B AZR O BUA) olggR &3 A &2 ef] L THm L 7=,
AUCo-1680 X O Conax (ZDWNT BRI AR CBRIEAZR CHRE Lzt~ 70 F FRFI O 2.4 mg KT 1.0 mg
O OLOHEEMIZ 24 (ThbbtE~ZLF F24mg & 1.0mg DAEMOL) ITEVETH D |
AUCq.163n C 2.57 (95% 5 H#HIX[H : 2.49;2.65) | Cmax T 2.57 (95%[FHEHXH : 2.42;2.73) ThH -7z (4590
B (Module 5.3.1.2) Table 11-5] , PDS290 <~ HUIEAZRDE~ 7 /VF RBAITH, [REEORE RS TR
DB (4590 38R (Module 5.3.1.2) EOT Table 142.9) , & 512, FHABEOEEROKRE THE L=
FHAHNTTIE, HEM OO 95%EFXEIL 2.4 254, FEHFIMEE —B L T (SR MBRIT O R
I%. 4590 3 (Module 5.3.1.2) Table 11-6 (H[EIfEH~ T AZR) KU EOT Table 14.2.11 (PDS290
NRUBIEAG) | RO NSEERD OFERIT (K2.7.2.3-9) 1R T)

F7o, 4590 RICBIT DB~ 7 F RO 7 ZIREIE, 0.25~2.4 mg O &EHIFH CTHEIZHG L7z
EmnAsz (22723-3) ,

2.7.2.3-3 EYITILF RO RS 7RE-BEEFEAXRVEZAZORE (£) RU
PDS290 RUEGF AZRDHEE] (H) (4590 HER)
5200 1 w  NN9536-4590 5200 1 w  NN9536-4590
3 —— Line of dose proportionality o = —— Line of dose proportionality
£ £
<150 1 E150
= £
2 2
gmo 1 . gmo 1 °
- 8 = .
% 50 1 % 50 4
: o - :
v g4 0w 04
025 05 1 1.7 24 025 05 1 1.7 24

Semaglutide trough values were measured after each 4 weeks of treatment with semaglutide 0.25 mg (day 28), 0.5 mg (day 56),

1.0 mg (day 84), 1.7 mg (day 112) and 2.4 mg (day 140).

Circles represent observed steady-state semaglutide concentrations and squared boxes the geometric mean values. The light blue line
is the line of dose proportionality under a power model with an exponent of 1. The figures are prepared specifically for the current
summary.

2R E LT, EFRIRIEIZ
L cEEin L2,

BIF5E~ 7T ROBEEIL, 24mg £ TOHEOHE 1 [REETHEIZ

4382 RERICE DK ETY VY

BRHAKDOT — X HW=ET ) U 7ICEDSE, 24mg EFTCOHBOE~ I VT RIZoW\WT, A&
FEAED & DEFIREICIE & 72 2 TelE 3580 b Ze o7z (X12.7.2.3-4)  Cayg @ doubling constant 0
HEEEIE 2.05 (95%(ZHEX [ 1 2.04;2.06) T 7= [J-Modelling report — phase 3a (Module 5.3.3.5)
Section 5.2.1]

4373 Je N 4374 3B T b AR OAE R 2358 54172 [J-Modelling report - phase 3a (Module 5.3.3.5)
Section 5.2.1, Figure 5-3A }2 O} Figure 5-3B]
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2.7.2.3-4 LY JILF FOBREEDORELAIM (4382 H5R)

— 120 1 Reference model without dose effect (80%-125%)
= —— Model with dose effect (population mean and 90% CI)
° 100 4 ® Geometric mean and 95% CI: STEP 6 - 1.7mg
e ® Geometric mean and 95% Cl: STEP 6 - 2.4mg
c
o 80 1
>
)
O 60
[h
o
5 40+
[=)]
(1]
£ 20
1]
w

0 -

0.5 1 1.5 2 25

Semaglutide dose (mg)

The solid and dotted lines represent mean and 90% CI of Cayg respectively versus dose from the model with dose-dependency of
apparent clearance. The shaded area represents the 80-125% exposure range for a model, assuming dose-proportionality. The
geometric mean of the individual estimated Cavg at the target dose of 1.7 mg and maintenance dose of 2.4 mg in trial 4382 are
superimposed over the Cavg versus dose from the model assuming dose proportionality. Data from trial 4382.

STEP 6: trial 4382.

Cavg: average steady state semaglutide concentrations; CI: confidence interval.

272313 BEHAEVBEMET - LLEMRN

T~ ZVF ROBRBERICT 2 FANCHE Lz B BORET, 2.7.2.1.332 THIIRT X 51T,
4373, 4374 K 4382 R D T — Z 12 KD < 5 3 HHRER O REAE [ S Bh RE AT CRIAM L 7=,

RHE S BN BEMRAT IC 5 D TR D _— R T A HFFED EHIIE, J-Modelling report — phase 3a
(Module 5.3.3.5) Table 5-1 {2/~

R SR RBRAT (23 D To R E D N— R T A DKL 54~246 kg Td - 7= [J-Modelling report
—phase 3a (M 5.3.3.5) Table5-1) , ERMHTTIX, (KEN B~ VLT NOBRERICEEL LTI K
HEERLLEETHY | FKEPNEWVIZEREEDN NSRRI (¥2.723-5) . ZO/R
ETPRENZZETHY, BEOHKRBR TLRD O (B By 7 KT 2mg HFERFE R},
Module 2.7.2.3.1.6] , [¥2.7.2.3-51TR"F X 912, FANTHE LS HIKE (100 kg) DOFBRE & L
T ARKE (2kg: 7—F 8y DS A=k FAVE) OWERE TIIRERD 33% K& <, SEE
(142kg: 7—Z &y FD 95—t Z A VfH) OYEERFE CIIIRE EDS 26%/ N SV EHEE STz,
BT Licz oo zs & (MR, s, AFE, RE, BE. B0 E OG5 1, &
~JVF ROBFERIZIZTEAL, XTI EEEZ KT S ehroTe (27235

B~ AT R 24mg THOLNDRERARKTHRRERSEO b (¥2.723-11) , L72®
ST, TNHOT—XIZHESE, KEXIKRG Lo ZERICHEb LT, #ETHHFHETHD
TNV TF R 24mg TN TCOWRE K G T HXETHLEEXD,
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- > N A= = 2 488 N
2.7.2.3-5 I JILTF FBEZEEICHT EHEEDFE —forest plot (4373, 4374 RV
4382 :E&)
Test Reference :
i Relative Exposure (C, i
Covariate category calegory p (Cavg) Ratio [90% Cl]
Sex Male Female o | 0.92[0.91;0.94]
" 65-<75 years — d; 0.98[0.96;1.01)
@ grou < ars
R NP >=75 years ¥ @i 0.96 [0.89;1.02]
Black or African American o 1.07 [1.03:1.11)
American Indian or Alaska Native @ 0.98(0.93;1.04)
Race White (other) ]
Asian (non-Japanese) HOH | 0.94 [0.91:0.97)
Asian (Japanese) o 1.01(0.99:1.04]
Ethnicity Hispanic or Latino Non-Hispanic or Latino H HBH i 0.97 [0.94;1.00)
Bady wolght 72kg 100k [ ] 1.33[1.31;1.34)
wel
g 142 kg [ ] 0.74[0.73,0.75)
) Mild L] 1.04 [1.02;1.06)
Renal function Normal
Moderate Ha o 1.07 [1.02;1.11)
Thigh 0.99 [0.96;1.01
Injection site . Abdomen "I' [ ]
Upper arm @ 0.99 [0.95;1.03)
. Prediabetes ) L] 0.97 [0.95:0.99)
Glycaemic status Normoglycaemia
Diabetes HH 0.93 [0.90;0.95)
STEP 2 0.92 [0.89;0.95
Trial STEP 1 o { ]
STEP 6 L] 0.96 [0.94;0.98]
0.50 0.80 1.00 125 150 2.00

Data are steady-state dose-normalised average semaglutide exposures relative to a reference subject profile (non-Hispanic or Latino,
normoglycaemic White female [trial 4373/STEP 1] aged 18-<65 years, with a body weight of 100 kg and normal renal function, who
injected in the abdomen). The forest plot and the column to the right show estimated exposure ratios and 90% Cls. Body weight test
categories (72 and 142 kg) represent the 5% and 95% percentiles, respectively in the data set. There was 1 subject with severe renal
impairment included in the moderate group. Vertical dotted lines indicate the acceptance interval for bioequivalence (0.80;1.25).
STEP 1: trial 4373; STEP 2: trial 4374; STEP 6: trial 4382.

Cavg: average steady state semaglutide concentrations; CI: confidence interval.

WA EE SR PR R 2 x5 & U 7o REERI SR Eh BEARAT OFE 1T, 2 BB RIBAEE x4t L LT
1.0mg FCOHEBEDE~ 7 NTF N TEM LI-MTrofEREFEETH -7 (A BBy 7 B FiE 2mg H
SERFE R, Module 2.7.2.3.1.6) &

272314 EMHEERA—FTEUEYIRTIOREIOSSLOSE

R OFOWIIZx LT~ 7 VT R 24mg BRIETTAIEEMOH D HEIT, A BV 7 R TFEOH
KT T ATHRFLIEE~ AT R10mg S RIFTHEL LR DO TRWEEZBND, O
ENL, BNEPEHIEEIZHR LT 4455 B CREM L7t~ 27V F R 24mg NRIFTHEL | @Al
NN9535-3685 iR CHiiE Sz~ 7V F K 1.0 mg DS RATTBO LRI E SN TN S,

BB HEH

T~ ZF R 1.0mg NEHNEPEHIC KT TR EICHRE S TRBY . B%OHICENEELIX
BIE L7223, AR AREE L CHEANREEORRNBIEI L e ho T2 EAVRENTZ, T OfER
13 NN9535-3685 R DT — Z IZHASL DO THhH Y . BHMMOBNE L, RS ICBT 53
F T /VIREHERB ) B R OT2 AUCLnIZ KV -l L7z, B%MIHAEO B NAYEHIZRERICE L L
72 AUCosn \IC K VRl L7z, TR EHERL T, B~ Z/F K 1.0 mg HF5FFHZ AUCo.1m D 27%DIE T
NBO BT (A BBy 7 BT 2mg HiERE R, Module 2.7.2.3.2.4])

w7 VF R 24 mg NENEIHIC KT TEEZ, FEROREBRXIGER (BMI 2 30~45 kg/m? O it
TR ) Z xS L Uiz 4455 3B C 20 JF 5% ICRHE L7-, ASUBR Tlix, NN9535-3685 ik & [F U
BANAPEHOFHEFE (N7 BXT— A RINE, FH/lE 2.7.2.1.34.1 THICRT) AL, FCEHEAR
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Ptz RARA v FEHAWE, BRAFENICE T 2B OENE 726 /Retko & 5 HK & L
TiE, BEHHIFOE Y (NN9535-3685 AR C 12 M. 4455 3BT 20 W[H) . AT A o oiEN
(NN9535-3685 ikl 7 1 A A —/N—=F A | 4455 RENTWATEH T VA ») BZEZ BN,
HANEYEHICEIT % 4455 SRBR DR R & 2.7.2.3.25 HITRT, T D &, 455 BROMRIT, B~

JNF R10mg LB LT, v 70T R24mg il L5 HANRPEHO S B2 5RBIEN 72T & & 3R

THLDTHoT,

R E LT, 4455 388 [ OV NN9535-3685 iBR DT — X ([ H3< &, B~ 7 0F K 1.0mg & bl LT
v VF R24mg TENEHFHO I O R DBIEIIALNRNEBZ bV, LIeR-T, BEv 7L
F R 2.4 mg RO DWW KIFTAREMEDO H A EIL, B~ 70T N 1.0mg BN RIFT8% LR D
HLOTRWETFHEND, UboZ bt <7 F K 1.0mg DEMMAEER T 07 7 L8, &~
JNTF R24mg ICHHAFRETHDH LB XD,

EMHEEER

Invitro RBRTIE, B~ 7T FH CYPBER A PHEUTFHET 5 alaet:. KOEW T v AR —2 —
ZRRET B A REMEIIIEF IR EARE TV D,

OFREG LR OEOWIZ -~ 7 VT R RIET 85 GH U 7= AR SR EE AR T, 5 L 7= 0F
RIS &, B 7T R 1.0 mg OEFIRIEOIRFE R\ TRERAYICHE & 72 5 R B/EH
FREO LN o280, LR oT, v 7 AF FEGFRAT 2RI O30 A &4 R 2 421X
720N,

27232  ENFEREROE
272321 BHEEOREHOIR/ILF—ENRE

T~ 7T K 2.4 mg ORERAEM O 2 BT 272012, 2721341 HITRT LD, 44555
Bz W RS 2 x4 L LT, BHEEODREROZ XLV —EBIEIZNHT L~ LT R
2.4 mg D2 T LT,

B R RO, HHZREOBRERICBIT 2 YL F—BHET, 78R Lkl e~/
F R 24 mg THAMICAEITE -T2 (827.234) , 201835~ VF K24mg & 77 R
DO OPE) = 3 XF—BEEOEHREZEIZ-940k TH Y, AHEEO = XL —EEEN, Bt~/
F R 24mg DEHIZEI VI 35%E T L7722 LIS T 5,

+*2.7.2.34 BHRZEORERO I RILF—ERE —#HaHET (4455 HER)

FAS N Estimate 95% CI p-value

Energy intake (kJ)

Mean

Sema 2.4 mg 36 35 1736 [ 1442; 2030]

Placebo 36 35 2676 [ 2382; 2970]
Treatment difference

Sema 2.4 mg - Placebo -940 [-1364; -516] <.0001

The endpoint is analysed using an ANCOV A with baseline value of the respective endpoint as a covariate and treatment as factor.

CI: confidence interval; FAS: number of subjects in full analysis set; N: number of subjects contributing to analysis; Sema:
semaglutide.
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FHMNTTIE, 20 ICB1TF 2 =R AT —EBEER, X—RAT7A N6 20@ICBWTEY LT R
24mgBETA47.1%, T EREETI18.6%IE T L, 20 ICBIF 2= x VX —EBIEDKFIX, 7R E
LT~ 7V TF R24mg TREWZ EDRINT (RIFERIZOHEEM : -28.5%) (4455 iR
(Module 5.3.4.2) EOT Figure 14.2.11] ,

272322 EBEMOEHETH

4455 BB CITIER BB E 2 x5 & LT, R RO R %M PIck T 2 a8k (ZCIER. WIE,
R OFREAFERE) | OXoBE, BELEORRBIRE, 25N FOBNLE (R, R-H
K OBREIZE L E) [T 28~ vF R24mg DFEEE | 2.72.1.3.4.1 HIZFeH L2 TR L
oo HATY RARA L FTHD OASIE, 2721343 I RTERBVEE Lz, Bl OAS A7 1%,
BB OWE A 27 R OREA 2 7 03 @< EEEA 27 ROTAEFEIE R 2 7 MR 2
N

BEDODBHKARDT

BBV A 27 ORI A 2713, 7T R L L T~ 7 0F R 2.4 mg THAN
L7eh, BROVHZEREZA 27 L O PHREFEREA 71X, IRl T~ 27T
R24mg TIKF L7 (¥2.7.23-6) ., B~ /VF R 2.4 mg DEE% 50 - 5R#E TlL OAS A 27 D
MRS b, BEIK TR SN, TXTORMKICEAT DL A2 (ZEEEK, iRk, WMERL D
THREFEERE) KOEETZY RRA Y FTHD 0OASIZBWT, HFEE CREAMNICAERZRENPRD S
e (27237 ,
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D VAS 70774 JL (4455 RER)

ZRER. WER. AR, TEEEENERVKREMNLERRXOT (OAS)

Hunger Fullness
100 100 100 100
80 - 80 80 - I 8o
£ F 2
3 01 = %' % teo 60 80
o L= .
g
2 1 =
L 40 I 40 40 40
g
> -
204 20 204 Y 20
0+ o 04 Lo
T T T T T T T T T T T T T T T T
-0 30 60 S0 120 180 240 300 10 30 60 90 120 180 240 300
Time since start of meal (min) Time since start of meal (min)
——— Sema24mg, Visit7 (Day 142) -- -3 -- Sema 2.4mg, baseline —8—— Sema2.4mg, Visit7 (Day 142) - - -3 - - Sema2.4mg, baseline
——%—— Placebo, Visit 7 (Day 142) - - -% - - Placebo, baseline ¥ Placebo, Visit 7 (Day 142) v Placebo, baseline
Satiety Prospective food consumption
100 | | 100 1004 100
80 | 80 80 8o
£ g -
3 - «%z
> 604 I 60 60 3 e S T | s0
g X F-F % - 3
5 5 : F—
b E .- E o -
V‘, 40 i 40 40 f 40
<
> — -
04 g F20 20 L 20
0 o 0 o

-10 30 60 90 120 180 240
Time since start of meal (min)

300

—@— Sema 2.4 mg, Visit 7 (Day 142) - - -3 - - Sema24mg, baseline

¥ Placebo, Visit 7 (Day 142) v

Placebo, baseline

-10 30 60 90 120 180 240 300
Time since start of meal (min)

——8—— Sema24mg Visit 7 (Day 142) - - <3 - - Sema 2.4 mg, baseline
~——%¥—— Placebo, Visit 7 (Day 142) - = - - - Placebo, baseline

Overall appetite score

=3

3
1

100
£
g ao_
v
o
[}
"
o -
£ 60
¢ i
f=3 40 Y
g i
‘ T
2 20
>
o- T T
-10 30

60 90

120

180

- 100
£
-80 g
g
o
v
(2]
- Q
L -
: :
¥ L L =
S o - o 3
‘E g
20 2‘
>
o
T T
240 300

Time since start of meal (min)

~———— Sema24mg, Visit7 (Day 142) - -3 -~ Sema 2.4 mg, baseline

v

Placebo, Visit 7 (Day 142)

Placebo, baseline

Error bars are +/- standard error of the mean. Vertical reference lines indicate start of the breakfast.
Hunger: 0 mm = not hungry at all. 100 mm = I have never been more hungry

Fullness: 0 mm = not at all full. 100 mm = totally full
Satiety: 0 mm = I am completely empty. 100 mm = I cannot eat another bite
Prospective food consumption: 0 mm = Nothing at all. 100 mm = a lot
Overall appetite score = (satiety + fullness + [100 - hunger] + [100 - prospective food consumption])/4

Sema: semaglutide; VAS: visual analogue scale.

VAS - Fullness (mm)

VAS - Prospective Food Consumption (mm)
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& 2.7.2.3-7 BROBMRRIT (VASEIZ & H5F(f) —forest plot (4455 itER)
Estimated Means and Difference
Sema Placebo ETD 95% CI
Hunger (mm) |21 32 -1 [19-3]f) —a—0H
Fulhess (mm) [ 65 51 14 [ 4:24] -} a
satiety mm)| 70 se 12 [ 221] S
Prospective food consumption (mm) [ 26 39 13 [-21;-5] | ——=—
Overall appetite score (OAS) (mm) | 73 59 13 [ 6;21] [ — |
20 -10 0 10 20

ETD (sema 2.4 - placebo)

ETD: estimated treatment difference; CI: confidence interval; Sema: semaglutide; VAS: visual analogue scale.

FEREORMRROT

FEAERI A D 10 F3ATCINEE L 72 28R IS 36 1T D 2 D RARIZEE T 5 X 27 Ol 2 4455 FX8R
(Module 5.3.4.2) EOT Figure 14.2.31 (FH&MAENT) (RT, ZEIERFOZENEKRA 27 | faflA a7, il
JEEA 27 e DN OAS DIRIFERIOZOHEEEITVW TG, 77 BR L L TE~ 27 LT R 24mg TR
FAL TEA 2R T DO TH oD, FEHICAR TIided o7z, PHEBFEREA 2T (Aa7 MK
WZERTFREFERED VW L E2/RT) 1T UL, 77 BRELEL T~ LT K 24mg
I LDRIOICA B2 20580 bivlz (44555888 (Module 5.3.4.2) EOT Figure 14.2.31]

DEDBE, BLRUVEBRKEORDT

DEDVERA AT FORRRIEAR 271X, N—RZ T A KO 20 HOEEH R OFIZIZEBNT, B~
TNVTF R24mg & 77 BARTRRTHD EEZ LN, WTNOREHTH, BLAI7IX20HOR
FEZIZOT WML, ZOEEIE~I LT R24mgDNRL Y REDoTz, kLT, 0T
NOBRGHTYH, BODOFHR a7 IES | EERREBOFEL X a7 [ T&mhoT (4455 35k

(Module 5.3.4.2) EOT Figure 14.2.23, 14.2.25 }x (¥ 14.2.27) ,

BEOSWLWLESICETSRa7

ERE LT, EEHA%R LK OHBHEROBRRZLORICET I A a7 KORZBIZET I AaTIC
X, G TEWVIALNRD ST, 2EMZEFROBWLIICET A a7 L, 78R L
L CE~vZ/F K 24mg THT ML > 72 (4455588 (Module 5.3.4.2) EOT Table 14.2.32 & O}
14.2.33) . 20 BICBIT L2 RAEMRBEFOIBWL ST H VAS 27 (RaT7 MRV E, K7
BHEOBWL KT 5HEMENZ & &2 T) 2LV TR
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o FEUERAR . B~/ T R24mg KOV T BARTENEI 33 KN4
e HHKEDERE: B~ LT F24mg LT TR TENEI 49 K61

272323BTHNOIY FO—LICET 2 EMERUVEBYIDIELF

BITEOI FO—LICEYT REME

BT O 2 Fa— LR OBFE~OBLEICHT D~ 7 VT K 24mg OFEIT, 2.7.2.1.3.4.1 THIZR
T LBV, 4455 R EBRIZEB W CTHERE O E 7 B OITEIREERIC -5 & CoBQ 12 L 0 #Ffl L 7=,
TIEREH LT, BT F24mg TEETEI~ORKRa he—AnBEL, BWE
HlIhShotz (142.7.23-8) . CoEQ DFERMNDL, IR EHE L TE~YZ LT K24mg T, %M
D Te < BRI R E WD LAVRR S NI (B 1 XU2) . FEDEY~DFKIL, TR E
L CE~ 7T R 24mg ThOno7z (B3 KO4 : 2 OWEY~OBCR K ORI D %)
W B ~DHK) o 7T ROREEZ T ERE L LT, B~ T FORE 23T TR
FHTIE, KRVmEENENE D Thote (HMS) , AMEKOHE®RO N - ~DieE (ER 16
LON18) HETeBWIck+ 28X, B~/ AF K24mg TIKTF L (BRI o~11) , x&lC, BT
H~DOEEWear he—E, Bv 7 F R24mg TdELE (EM19) .

2.7.2.3-8 BITEIOOY FA—/LICEET H5EME (CoEQ) —forest plot (4455 5XER)
Sema Placebo ETD  93% Cl Favours Sema Favours Placebo

I. Howhungry haveyou fet? |29 11 -18 [29;-7] || F—=— :

2. Howfullhaveyoufelt? | 16 2 13 [ 4;23] e
3. How strong was vour desire to eat sweet foods? | -27  -12 -15 [-28;-3] |
4. How strong was your desire 1o ¢at savoury foods? | -26 -8 18 [-30:-8] || —=— -

5. How happy have vou felt? -2 -10 8 [-2:18] I-—'I—]
6. How anxious have you felt? -1 3 4 [13; 5] |—I—|
7. How alert have you felt? -1 -7 6 [-4:.16] |—'—'—|
8 How contented have vou felt? 4 711 [ 2:20] ‘=]

9. During the last 7 days how often have vou had food cravings? | -23 -8 16 [-28:-3] —n—
10. How strong have any food cravings been? |-26 10 -16 [29;-3] | b—=—
11, How difficult has it been to resist any food craving? | -27  -13  -14 [-27;-1] |—I—|

12, How often have vou eaten in response to food craving” |-21 13 -8 [-21; 5] —a—

13. How often have you had food cravings for chocolate or chocolate flavoured foods? | -22  -20 -2 [[12; 9] I—H
14, How often have vou had food cravings for other sweet foods? | -24  -20 -4 [-14; 6] |—l———|
15. How often have vou had food cravings for fruit or fruit juice? -5 -8 2 [-9:14] |—I—|
16. How often have you had food cravings for dairy foods? | -16 1 16 [29;-2) f—a—
17. How often have vou had food cravings for starchy foods? | -21  -13 8 [-19; 2] |—l—|

18. How often have vou had food cravings for savoury foods? | -25 -7 18 [-31:-5] | —=—
19. Generally, how difficult has it been to control your eating? |27 -9 18 [29;-7] || —=—

-20 0 20

Post-hoc analyses including baseline value as covariate. For details on post-hoc analyses, refer to Section 2.7.2.1.3.4.3.

1: 0 mm = Not at all hungry, 100 mm = Extremely hungry; 2: 0 mm = Not at all full, 100 mm = Extremely full;

3,4 & 10: 0 mm = Not at all strong, 100 mm = Extremely strong; 5: 0 mm = Not at all happy, 100 mm = Extremely happy;
6: 0 mm = Not at all anxious, 100 mm = Extremely anxious; 7: 0 mm = Not at all alert, 100 mm = Extremely alert;

8: 0 mm = Not at all contented, 100 mm = Extremely contented; 9: 0 mm = Not at all, 100 mm = Very often;

11 & 19: 0 mm = Not at all difficult, 100 mm = Extremely difficult; 12: 0 mm = Not at all, 100 mm = After every one;

13, 14, 15, 16, 17 & 18: 0 mm = Not at all, 100 mm = Extremely often

CI: confidence interval; ETD: estimated treatment differences; Sema: semaglutide.
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BYIDrET

B OELHITHT DI ATF ROEET, APy 7 R THEORE 075 L0—E LT,
NN9535-3685 FER CREAMIZAF-AM L 72, NN9535-3685 iR DAE R G, IR LG L T~/ LT
N 1.0 mg TIXEMBM OB KTT D2 N HIRHNRWZ Ere Sl (A B By 7 T 2mg
SHEFEEEE. Module 2.7.2.3.2.5.5) ,

272324 HKEDZEE

4455 B TITMERHER A 2 x5 & LT, 208K (HEEEO®Y~ 7 /VF F24mg D 5HHOFE
) OREICKT 28~ VT R24mg DFET TR L LT,

4455 RRIZIBNT, XR=ZA T O EEHT 20H) FToEKEMD CEY) 1L, B~ AT R
24mg T9.9% (104kg) . 77EART04% (04kg) Thoto [[22.7.2.3-9 KT 4455 7Bk

(Module 5.3.4.2) EOT Table 14.2.40)

B27.23-9 R=Z5A U DDEBEE (%) OFHHB (4455 HB (£) R
4590 B (A) )
% 00 e z - ¥ L oo %
£ 3 2 = .
& ] ) g
‘g 25+ | .25 -E g 0.0+ -0 é
::» E',‘ E 251 25 E
& so04 Fso &
g g g 5.0 50 g
i. 759 75 @ § §
.§" E“ § 75 75 %
2 100+ oo £ % . » %
g o 2 Folﬂlu-q} § o ' 5 12 1 7 Z
Tirme since first dosing (weeks) Time since first dosing (week)
——8—— SemaZdmg v Placebo —&— Semaglutide D. DV33%6 ¥ Semaglutide B, PD5290

Vertical reference ines represent first and last dosing of semaghdide Vertical reference lnes represert first and last dosing of semaghutide.

Error baris +/- standard error of mean. Error bar is +/- standard error of mean.

‘Sema 2.4 mg’ and ‘Semaglutide B, PDS290’ refers to the semaglutide formulation used in the phase 3a dosed with PDS290
pen-injector.
‘Semaglutide D, DV3396° refers to the semaglutide formulation used in the fo-be-marketed single-dose pen-injector.

4590 FABR TIRIBAE IR E 2R E LT, R=ZA T4 U bLHEGHKT Q1) £ToORE
A&, HIRTE O HEE A RE AR O~ 7 v F RRE L8 3 FIEREERR 7 e 7T 2RV
PDS290 X HIEAGR O~ 7T REFIOM Tl Lz, X—XT7 A )5 21 8 F TORERD
CEE)) X, HEEHSCRIEAZGRO B~ 71T R RO PDS290 ~ U HE Agw Dt~ 7 /v F RHdAl|
T, TNEN9.2% (8.5kg) K1N9.2% (8.7kg) Th -7z (1¥2.7.2.3-9 K TN 4590 ik

(Module 5.3.1.2) EOT Table 14.2.23) , 2O~ 7 /LF FRAIF CEREOZEITH & 237280 EER
D LRI T T ERET ETOERELEER (%) ORAMOZEOHEEM (HEHEHAREAZROR
Fl—PDS290 < AU AZRORA) 13X, -0.3% (95% [FHIXH : -2.5;2.0) Th o7z (4590 3Gk
(Module 5.3.1.2) Table 11-7)

9 3MRBRIC BT AREICKTT S~ 7V F ROZRITOWTIX, Module 2.7.3.3.2 127531,
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272325 BRABHH

4455 AR TITIERHERE 2 xR & LT, R REOFNAI IS T 28~ 74 F R 24mg D
A 2721341 HIRTERBY, NTEXE—VIRIEIZ X0 FHE L7,

NRTEHZE—LD AUCosplE, 77 BRELE L T~ 27T F24mg T8%IEML, #HEICHE
IREEIA A DI (X2.7.2.3-10 KOV 2.7.2.3-5128F) . LosLaed s, 20 OKRERD AT 7 2R
(9 0% DIRERD) L T~ 27 0F K 24mg (K 10%DKERD) TREM->7-28 ((KED
BALDOFEANT 2.7.2.324 THIZ/RT) & 58 L Ciiik L= &M Gl /X7 8 X E—/LD AUCo.sn 2D
WTES LT R 24mg & 77 RO THREICAEREITRO bk o iz,

2.7.2.3-10 BERNBHE — /T2 E—ILREDHTE (44553 5R)
20 - 20
= 157 1S =
=) )
E E
s s
2 104 L10 2
b 8
(] [
& q
a @
5 -5
0 -0
T T T T T T
0 1 2 3 4 S

Time since start of meal (h)

———— Sema 2.4mg, Visit 7 (Day 142) - - -3 - - Sema 2.4 mg, baseline
L 4 Placebo, Visit 7 (Day 142) v Placebo, baseline

---: Reference line for lower limit of quantification
Error bar is +/- standard error of mean.

Sema: semaglutide.

T HE—/LD AUCHin X Crax IZDOWTIX, TR E K L T~ 7 /LF R 2.4 mg TRt
ICHBEREWVTRD b hole (£2.723-5) , 200 OKRECHE LI-FEMITcs, Znbox
Y RRA P ORERIE, BRORERE B L TWis (£2.7.23-5)

NI EHZE=IVD tyax DFRAEIL, BT R 24mg KO 7 ERONTHUITENTH 0.50 FEH
Th o7z (44555858 (Module 5.3.4.2) EOT Table 14.2.1) , E~ 27 /VF K 24mg & 7 ZEHRDMOF R
EOZEDOHEEEIL, 0.00 FFfHE (90% (EFEXMH @ 0.00; 0.02 Kff#]) Tho7o (FERMHT) .
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% 2.7.2.3-5 BRBHHICHT 22T ILF FOEE—/IRZEFE—ILD AUC BTV Crax
DEEBTBRUVBREN (4455 HER)
Estimate 95% CI p-value
PRIMARY ANALYSIS
AUC paracetamol, 0-5h (ug*h/mL)
Treatment ratio
Sema 2.4 mg / Placebo 1.08 [1.02 ; 1.14] 0.0054
AUC paracetamol, 0-1h (ug*h/mL)
Treatment ratio
Sema 2.4 mg / Placebo 0.99 [0.87 ; 1.12] 0.8474
Cmax paracetamol, 0-5h (ug/mL)
Treatment ratio
Sema 2.4 mg / Placebo 0.94 [0.82 ; 1.07] 0.3299

POST-HOC ANALYSIS - adjusting for body weight at week 20

AUC paracetamol, 0-5h (ug*h/mL)
Treatment ratio
Sema 2.4 mg / Placebo 1.05 [0.99 ; 1.12] 0.1218

AUC paracetamol, 0-1h (ug*h/mL)
Treatment ratio
Sema 2.4 mg / Placebo 0.94 [0.82 ; 1.06] 0.3069

Cmax paracetamol, 0-5h (ug/mL)
Treatment ratio
Sema 2.4 mg / Placebo 0.90 [0.79 ; 1.04] 0.1464

The endpoint is log transformed and analysed using an ANCOVA with log transformed baseline value of the respective endpoint as
covariate and treatment as factor. Subjects received 1500 mg paracetamol as part of the standardised breakfast meal. The post-hoc
analysis included a model adjusting for body weight at week 20 (see Section 2.7.2.1.3.4.3).

AUC: area under the curve; CI: confidence interval; Cmax: maximum concentration; Sema: semaglutide.

PlEDZ i, "o ZE—NLDxT RKEA 2 b (AUCosn. AUCoin XN Cinax) (2L VA L7728
BB OBFNEYEHICK LT, B~ VF R 24 mg (FFEEANCERDO B DB L RIES 2o Tz,

2.7.2.3.3 BRER &2 — /s B %R D ST
272331 HEIZHTI2EITILF FOBREEDHE

REICHT D8~ 7V F ROBRBEEOPET, 27213 5THIIRT B0 4373, 4374 L1 4382 kR
DT — 2T HS  WgREE & — USHHTIZ K0 3 L7,

FHRNRER B — FUNATIC B DI (TR COERE) DN—R T A VRO ER % |
J-Modelling report - phase 3a (Module 5.3.3.5) Table 5-4 [Z/~9,

4373, 4374 LN 4382 FRBAClE, REBIIBFERICKF L THEML, B~ 70T R 24mg DHED
W 7% B Tl b RE WIREBA RO bive (K2.7.2.3-11)
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R=RSAUNLDREEILE (%) &I VILTF FBRBEDHERZR (4373,

4374 B 1 4382 sHER)

23]
N
\‘
N
N
-
-

STEP 1
STEP 2
STEP 6

o
1
>
e

>

ht (%) - chang|e from baseline
o

25 - STEP 6 - Sema 2.4 mg

Qo r———— . §lﬂ§= 2 -lggma 2.4 mg

2 o STEE 2 oema foma

>‘_30 . O STEP 1 - Sema 2.4 mg

-c I | I I

8 0 50 100 150
Placebo

Semaglutide Cavg (nmol/L)

Data points with error bars are mean body weight changes with 95% CI obtained after 68 weeks of treatment versus exposure
expressed as quantiles of Cavg (plus placebo at Cavg 0of 0 nmol/L). Lines through data are covariate-adjusted model-derived exposure-
response relations for each trial population. Horizontal lines with diamonds along the x-axes represent the median and 90% exposure
range. Missing data at week 68 were predicted using trial specific mixed models for repeated measures. Data from trials 4373, 4374
and 4382.

STEP 1: trial 4373; STEP 2: trial 4374; STEP 6: trial 4382.

Cavg: average steady state semaglutide concentrations; Sema: semaglutide.

BERELT, B VF F24mg THRONDRERMIZD > THARBRENZDO LN (T
TOWERE & te FERMAT, X 2.7.23-11)  KEHD OB TSRk G 28T L, KE%ET
B 25652 & U T RITRAIFRAT C b [FER D IR 5 B — OSSPSR 2338 H 4172 [J-Modelling report — phase 3a

(Module 5.3.3.5) Figure 5-11] ,

IRER BT 2 0 EE & — SOSBIFRIE, 2 BBEIRIA 2 A3 2 JUIA SR WA IOV T, BARAE

BRH LR ARANPERE ORI TRk CTH -7z (42.7.2.3-12)
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2.7.2.3-12 BARALEBRANIZEIFTEIR—XZAUDLDERELEILE (%) 27T
F FIREEDOEFZR —2 HHERFRDBES
2 Subjects without T2D 2 Subjects with T2D
% 01 ® non-Japanese % 01 ® non-Japanese
a ®  Japanese a ®  Japanese
2-10 1 2-10
c c
@ @
£5-15 1 5-15
220 220
5251 525
g P 6 -Sema 24 mg g -—STEPS S rg*EJéni ema 2.4 m,
Z 30 _—_ otk Suma 2.4 mg 2-30 1 -—— ﬂ1— ema 24 mg
3 0 50 100 150 3 0 50 100 150
m m
Placebo . Placebo .
Semaglutide Cavg (nmol/L) Semaglutide Cavg (nmol/L)

Symbols are mean body weight loss with 95% CI obtained after 68 weeks of treatment versus exposure expressed as quantiles of Cavg
(plus placebo at Cavg of 0 nmol/L). 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 90% exposure ranges. Missing data at
week 68 were predicted using trial specific mixed models for repeated measures. Data from trials 4373, 4374 and 4382.

STEP 1: trial 4373; STEP 2: trial 4374; STEP 6: trial 4382.
Cavg: average steady state semaglutide concentrations; Sema: semaglutide; T2D: type 2 diabetes.

BRTEENFE DB A, RERAIT 4374 KON 4382 3B & Heit L C 4373 B TRk &E oz (M
2.723-11) o ZOERERD OFEWIE, 4373, 4374 KON 4382 RBR ORI REM N R/ D Z LT 5 &
EZHND, 2RI &2 A SRR 1 4373 OV 4382 ARBRICHHAAN DAL, 2 BUEIRIR A AT D
BB 13 4374 KON 4382 BRI AN DTz, TERERE 2% & Lo TAH bk o
(2 2 BUBEIRIR 2 A SR WBRERE & el U C 2 BUBE IR & AT D BRE DR ERD ORREIT NI Do T

0,21,22,23,24,25
o

REICHT EMBDL AR S —EHT

5%, 10%. 15%K% TN 20%LL EORERD & i L7 9E OBIA 13, BEENSRKEWIZEEN-oT2
(142.72.3-13) , KEBDICHET 2BEE - SUSIT T A LN L O IC, BBEELAF LSE. £H
PEAE % FERR L 7B OEIA 1T, 4374 Je N 4382 3R & Ll L T 4373 B Crilno 7z, PRI L
B, WBHEETHIES%E LRI (J-Modelling report - phase 3a (Module 5.3.3.5) Figure 5-13]
Th, TRTOWRE 2515 & U= EERNT & FRROFERN S DT,
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X 2.7.2.3-13 5%. 10%. 15% KRV 20% U EDAREFBLFER L -BEBEEDIEG LY
ILF FIREEDMFR (4373, 4374 R U 4382 HER)

@ 10 ® STEP1 ol STEP 1
5 80 = STEP2 o 80 STEP2
4 4 STEPB o} STEP 6
b 60 B 60
o
§ 40 S 40
[
2 2047 = (9
8 STEP 6. Sema 24mg 8-
=} - R T 3760 e 24 ma S5 0
['o} TS TE tm—— STEP 1- Sema 2.4 mg -—
0 50 100 150
X 1% STEP 1 * 100 e STEP1
o 80 STEP2 o 80 = STEP2
8 . STEPG 8 STEP6
é 60 § 60
S 40 2 40
g ®
S 20 5 20
g a
o 0 o o
-~ N

Semaglutide Cavg (nmol/L)

Data are proportions of subjects with 95% CI obtained after 68 weeks of treatment versus exposure expressed as quantiles of
model-derived Cavg (plus placebo at Cavg of 0 nmol/L). 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 the median and 90%
exposure range. Missing data at week 68 were predicted using trial-specific mixed models for repeated measures, using treatment as
factor and baseline BW as covariate all nested within visit. Data from trials 4373, 4374 and 4382.

STEP 1: trial 4373; STEP 2: trial 4374; STEP 6: trial 4382.

Cavg: average steady state semaglutide concentrations; Sema: semaglutide.

IREJANZ B9 2 MR & — SUGENT OFERIL, J-Modelling report - phase 3a (Module 5.3.3.5)
Section 5.3.3 (27" Y, REICKHT L5~ 70T FOZROFEMIL, Module 2.7.3.3.2 17,

272332 BEHEEEODAEEFZRICHNTSIEIITILF FBEEOFE

BEHFE R OWT DR R T 1L EO B GRS OFEFESR K OMLL SUINEM: 2 F8 8L L 72985k
FHOEGIZXT 58~ VT ROBZEEOFEIT, 272135 HIIRT LY 4373, 4374 V43823
BR DT — 2\ HeD < WREE R — RUSARATIC X VR L 72,

4373, 4374 KON 4382 i ABATlE, BIBEEOAEFFS, 720 ITHEL KOG 2 5B L 72 5 O F|
AT, B VF FRBEEOEIC > ThTc# a2 (M2.7.23-14) . F0#%, ZnbDOFELEE
FHHL LR E OFRGIXTE T 7 F—IZE L, BT L7t~ 70T R 2.4 mg OUE#E R ClXI3E—
ETholz, ZhbiE, TXRTORBRTHO LN HERBIECEISZ DB B,

4374 KON 4382 3B & i LT, 4373 WA Cid 1 2L B dmEnt: (FHEAEE 2 Mbievny) 23881
L7ztBRE OB A E <. FROBERIT T 7 B R THRO Lz, JHUTxi L, 4373 KU 4374 305
EHg LT, 4382 BRI 1 UL L RO SUTNRM: A2 FE B L 7o 9B OEIS MR o 72 (4 2.7.2.3-14
BKUC) .
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2.7.2.3-14 BEREEZTOAETER (A) . BD (B) RUEH (C) #HKLI-#HKEBREDE
& (4373, 4374 R 4382 FER)
A
= 1001 ¢ STEP1
e = STEP2
t L STEPB
8 580 rlrd. I
c < dar o I
= S ——
b g 60 - — X
a2
£ v 40
% E 20 -
% _—5W35T§E‘:?,n&ma 24 mg
A 0+ -—— smemﬁ Srer 1 sf:n";zm
0 50 100 150
Placebo
e Semaglutide Cavg (nmol/L)
B C
100 o step1| 1007 S ey
< " P 2
S g0 - L Stere 3801 4 STEP6
@© <
O
2 60 - £ 60
g €
g 40 g 40
® 20 - B 20 &:&
B.. g — A 5 -
§ 0 s rzgems-mumg » 0 o — §%§;F” Sema 2.4 mg
S a m ma24
- — S -ﬂ-——‘_smn s:,::';‘mq S—— S hSTEOH Sema";glmq
0 50 100 150 0 50 100 150
Pla Placebo 5
= Semaglutide Cavg (nmol/L) Semaglutide Cavg (nmol/L)

Data are proportions of subjects with 95% CI versus exposure expressed as quantiles of model-derived Cavg values plus placebo (at
Cavg of 0 nmol/L). Horizontal lines with diamonds represent the median and 90% exposure range. The lines through data represent

covariate-adjusted model-derived estimates for each trial population, using on-treatment data from the safety analysis set. Data from
trials 4373, 4374 and 4382.

STEP 1: trial 4373; STEP 2: trial 4374; STEP 6: trial 4382.
Cavg: average steady state semaglutide concentrations; Sema: semaglutide.

N—=R T A NZBIT D 2 BPERFOF I L0 gERE gt L & &, BlhEEOREFRICH
T 2R B — SOGBRRIE B AR AGERE & IE R R ABERE CRIERCh -7 (X2.7.2.3-15) , REEEDH
Urer, 2 BUNEIRIG 28 S 72 WERE Clk, BIBEEOAEFR 2B LI lBReE oF &1, JIEAARAN
BB & bl U C HARAYEBRE TR o723, ZOBEWIT 7 BRETHLRD bz (¥
2.7.2.3-15) .

BLENEEOFEEFEFRIZONTIE, ZODOFELEFEL L ogBRE OFIA 1T, 2 TR FE OF T
B b3, FEHARAPEERE & it L CHARAERE TR o7, ZOEWVET 7 ERHETHRO I
e, BBEPRKRELRDEZOENPREIRDLEZ X LN (K2.7.23-15) &
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150
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Symbols are proportions of subjects, with 95% CI, versus exposure expressed as quantiles of model-derived Cavg values plus placebo
(at Cavg of 0 nmol/L). Horizontal lines with diamonds represent the median and 90% exposure range. The lines through data represent

covariate-adjusted model-derived estimates for each trial population, using on-treatment data from the safety analysis set. Data from
trials 4373, 4374 and 4382.

STEP 1: trial 4373; STEP 2: trial 4374; STEP 6: trial 4382.
Cavg: average steady state semaglutide concentrations; Sema: semaglutide; T2D: type 2 diabetes.

BIBIEE O EFGITET H0REE & — RUSRITOFEMIL, J-Modelling report - phase 3a
(Module 5.3.3.5) Section 5.3.4 (Z7~d, HIBEEDOHEHFRIGT 5~ 7 F FOEBROFEML

Module 2.7.4.2.2.2 |27,
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27234  Fi - ARCET %5
272341 HEAE ()

T 7T R 24 mg ITNEEIEICKT T D MERF R L L CRRE LTz, A& () O EMRILIT
Module 2.7.3.42 12759, ARIETIX, B~ 7 /0F K 2.4 mg O BEGIE D 7= 8 O G R SRHE L T H i 7= 5
(T & 722 DIRIE Z5 T 5,

REIROEERLLETHY, KESEWVIZEBREEN/ NI, FEABRVIZEBEEIIRE )
o7z (K2.7.23-5) . ZOMOmRG L2 (R, Fl, A, RIE, BERE#0NE. BEELRD)
BGEAL) 1%, BT ROBBEICH L Ta URFEAEEEBE RIS Ieholz, Lizno
T, B~ AF R24mgld, ARV y 7 B FEEFEERC, KERES, ML BRSO WIS S #
H+pZ EnTE D,

v ZAF R 24mg THOLNDEERHFICDE > THYRBBEENRRD b (112.72.3-11) | KE
W BT MR R — SOGRAMRIEL. 2 TSR OF I b BT BARANRE & IE B ARABERE O
MCREETH -7 (¥2.723-12) ., LER-T, INHOT—ZICHIX, (KE, RIEIZOMD
Mt Lo e i (PRI, fRls, AFE, BRgRE. BEENLKOWERBMOSE) ICBb LT, T XToRk
BREIC BT R L LT~ 70T R 24mg DR GRHERS NS,

U EDZ Lt KEEKRER T 1 7T MIBT DMEHERIE, WA E ST A2 A3 5 B AR NGB
FH R OIE A ARAGERE CORMIEDT- D OHERHRE L LT, B~ AT R 24mg & FE5E2RT5
HLDOTH D,

272342 ®ER

B~ TVTF R 2.4 mg DFGDENTZSGE OREIL, 4382 RO T — Z1THD 5 3 AHRBRO AL
HRMENREMEATIC LV B L 7= (J-Modelling report - phase 3a (Module 5.3.3.5) Section 5.2.4 (Z/~"9°) , &%
HPEHNL S HREENTE~ IV F R 24mg 25 LIcGE ., ZO%O T 7REIX47%IETT 5
ETHIES, BRTEEGLEAPL 2 HRICTEEB Y ROEHE AT EHAICIE, £0H%O NT 7
REEDS 12%809 5 & PRIz (¥2.7.23-16) . ZHHDOTFHIZED &, HIN L 7o s i R E
X, 3 Bl GFEFRENICER OREIZRE T,

ZOvIalb—vasid, BREEZENTGAEOHER (K52 ENTHEICIE. £0% 5 HUWN,
FTRbHKREESEO2 ARTETOTE DR RO A TR TS, RKEGEEND 5 AL EREL
TWAEAICIEEGET, ROTPESNELGRICELET2) 23X/HTHL0THS,
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Data are simulated as a typical subject in trial 4382 concentrations during once-weekly dosing at steady state with a 5-day delay at

the first week in steady state on the 2.4 mg dose, compared to a steady-state profile for semaglutide dosed regularly at weekly
intervals.
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LN ote, Flo, B NAF ROBER L QTe & ORMICBIEMEIIFRD HT ., 11 ORIERRICE
T DIREEZEOYY) (HEEM) 12k 2 W 90%E XM 0 EIR (7] 95%F X D LR ICHY)
LT _T 10ms % Flal>72 [(NN9535-3652 5B (Module 5.3.4.2) Figure 11-3) , Ffff]z —H 7
QTcl DIRWRMIZZD -] (HEEME) DR ARMIZ3E T 5 Wil 90% (5 X [H D FERIZ 029 ms Th o7z

(NN9535-3652 7% (Module 5.3.4.2) Section 11.1] ,

1.5mg DAETOT— 2N LELNTERE LRI, 05 XD 1.0mg DHETY QTcl DIEE AL

Niginole, 77 /A LI LT QTel DIGHRIZDOYY) (HEEM) XL T O Th -7
(NN9535-3652 5t (Module 5.3.4.2) Table 11-4, Table 11-5 }2 (X Table 11-1) ,

e 0.5mg:-9.61ms (90%[EHAX : -12.96;-6.25) ~-4.50ms (90%{5H#EHXFH : -8.00;-1.01)

e 1.0mg:-9.04ms (90%ISHEXH : -12.64; -5.44) ~-233ms (90%IZHEXH : -5.96; 1.31)

e 15mg:-6.56ms (90%[SHEIXM : -10.14;-2.98) ~-3.16 ms (90%[SHEIX[H : -6.62; 0.29)

QTcl DIRIFERIZED Y HEEE) 1, 3 OT R TCOARICBWTERETHD EE2 BN, AELD
RENCARAT L7220 2 LV RIR S 72 (NN9535-3652 7kl (Module 5.3.4.2) Figure 11-3 &Y
Section 11.2.2.2 1Z/:97)
T~ LF R05, 1.0LECN1.Smg DEFIRETOR—RAT7 4 KO 7R THE L QTel, 725
KRS 2 MR~ 70 F FREIC K IgEER — ROSBMRAZFHE L7z (NN9535-3652 7kl
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ECHIE L7- QT [HIkE (QTcF) DIERIIA LIk o7z, —J7, Bazett 15 CTHiilE L7z QT ik
(QTeB) X, T X TOHEIZBWTIEENRD bR, BARMIZE®ROH LD TIERNEEZDL
W‘_o P BTz QTeB DIERATDMAE DML FHEEIND Z & THDH 72D, QTeB iE QT/QTc iR
BIFAMIEREE U THAETIIHERE SN TV R, QTeL, QTcF. QTcB K UNKRAMIED QT Mg DR
1%, NN9535-3652 7kl (Module 5.3.4.2) Section 11.2.2.3 (27”7,
DT, B~ AT ROBEHIZEL D T _RTOHETHEML, DHEOBERMZAED YL ()
ITHEKRGFNTH D LB 2 Bz (NN9535-3652 55k (Module 5.3.4.2) EOT Table 14.2.17~14.2.19] ,
T~ 7 VF RN 1.5 mg & FG%ORIRIEMEITHR 5% 48 R TRO b7z 11.1 48,777 (90%(E#HIX
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f:9.6;12.6) THVH, KRBRIZBNTQTl 2774~V —T RARA LV FETDHI EDOREMENTR
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NN9535-3652 FHERIZ &5 (5 QTc # &l (< AL 1R HL

272411 E DT, B 7T R 2.4 mg OIEEIEICKT 25 7 v 7T & (4373, 4374 O}
4382 #ER) OMEFEEIL. QTc ikl (NN9535-3652 #ER) DR R L E2R > T,

Fo, PRINELOIC, REAROEERMEZZETHY | FENEWVILBEEEN NS, KE
PEBEWVIZEBRBEDRE DO L, ZOMOFEN Lz RERIL, B~/ VT FOBREEICIZE
A EXNT B EEZRITS R o7 (2723.135) . 612, B~ 7T FOPMIIRE Olifas 2k
frL7aniz, B E, FEERER COREICEY, B~/ VT FOBBENKREL DL &
W72y (272313 HE A B U By 7 T 2mg HFERFE R, Module 2.7.2.3.1.6) , L7223-> T,
QTc #FMiaAER (NN9535-3652 #kliR) 12 X U JEGHE 2 ZhRE IR & 58~ 7T R 2.4 mg OuEUINE
WHSICEFTORD EEZLND,

2.7.2.4-1 TITILF R 24mgDIREE (4373, 4374 RV 4382 #E&) &< T ILF
K 1.5 mg DEEE (NN9535-3652 5t E%)
250 - o
—
—
@]
€ 200 -
=
(@)
> 150 1
O
(O]
S 100
=
&
£ 50
]
%]
0 STEP 1 STEP 2 STEP6  NN9535-3652
(N=1295) (N=393) (N=194) (N=76)

Data are individual Cavg values (open symbols) and geometric means with 90% ranges (closed symbols with error bars) obtained with
semaglutide 2.4 mg (trials 4373, 4374 and 4382) or semaglutide 1.5 mg (trial NN9535-3652). Cavg values in trials 4373, 4374 and
4382 were derived as described for estimation of steady-state exposure in Section 2.7.2.1.3.3.2. Cavg values in trial NN9535-3652
were derived from non-compartmental analyses. Average baseline body weight by trial was: 105 kg (STEP 1), 100 kg (STEP 2),

86 kg (STEP 6), and 78 kg (NN9535-3652).

STEP 1: trial 4373; STEP 2: trial 4374; STEP 6: trial 4382.

Cavg: average steady state semaglutide concentrations; Sema: semaglutide. N: Number of subjects contributing with PK data

(trials 4373, 4374 and 4382) or completing the trial (NN9535 3652).
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4382 R TIX, QTec MO 7= DLEMEX—RA T A 2 20 KON 68 HICFEEL L, EFIREDOIEY)
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[ZDWT, BREE & — FUSBIR A 3 L 72,

il 2 ODPERF NI 5 68D~ 7 VF NiRE (ERIfE) & 5%ORBRFFIL, J-Modelling
report - phase 3a (Module 5.3.3.5) Figure 5-21A (Z/~d, FEMENRERHAN TR IAIE, 68 WD 1 M [H D4 5-[H
B (tmax (T DEEORRZ T T) (T2 > THRIRS L7z, 43827 BRICISIT 5 68 D 1.7 KN 2.4 mg
O~ 7T FRE GEE) ([CES< L, BEREEICHT 5 QTcF DAL EIZ SV THREE & — MUSBIFR
ot ETRITERD o (X2.7.44-2)

bz End . 83 /EER (43825 B7) XixA ¥ vy 7 K FiED through QTc iHiiiRER OV
IZBWTH, QTefRDIER KOt~ 7 VT RO E L QTe & OMICEIEMEIIRD v o7,

2.74.4-2 R—RZ4 M5 68 BAFETH QTcF HRDOELEICHT 568 BDETIIL
F RRE (4382 HER)

o

3 60 1 R . ©  Placebo

é 0 Sema1.7mg
% 40 - A Sema24mg
-
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3 A

<5-20 -

L
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< A

© ]

'C I I I I 1 I
© 0 50 100 150 200 250

Semaglutide concentration (nmol/L)

Yellow points are mean change from baseline in QTcF and 95% CI versus observed exposure expressed as quantiles, plus placebo (at
0 nmol/L). Data from trial 4382.
QTcEF: corrected QT interval by Fridericia; Sema: semaglutide.

27242 ETIRE

BRI ARER O A L 72 esZ R O 0 HT 5151, Module 2.7.1.1.4.2 (2R3, FERIX, 4373 R

(Module 5.3.5.1) . 437435 (Module 5.3.5.1) % (r 438275 (Module 5.3.5.1) 1Z~d, fik~s v
F FHURDPEA KR O~ 7 VF ROFEMENREICEIT D/ R 2. 4373, 4374 UM 4382 iBRHAF B AL
fi R EED T LUFIZERNT 5,
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T INTF ROBHIZL Vit~ 7 VT REUROEADRGED b gBRE OFIA IR . 4373 3R
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it~ 7 F RHURDBEEDRRIRIZ OV TIX, NIERPE GLP-1 13 2 28 X SR O~ 7 VF R
\ZxF 95 in vitro COHFMER 2 & BICFHE L7z, WERPE GLP-1 123§ 2 2 X etk ~dHie~ 71
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KM GLP-1 1256895 28 Ut & R 3 HUAR DS EGE T b - 7R OEIA 1L, 3 0% 3 FRBRV i
BWTHIKRLS, B VF RN 24mg OG- Z5Z 0T 7298503 Tlix, 43733 R T 1.5% (Fie~ 27T Mt
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~ I NT ROIEYENREICEE L KT SN2 ERREE T,
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No confirmed antibody samples At least one confirmed antibody sample
(N=2304) (N=62)

Data are individual (open symbols) and geometric mean dose-normalised Cavg With 90% exposure ranges (large filled symbols with
error bars) for each group of subjects. Data from trials 4373, 4374 and 4382.
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4375 B (STEP 3) N=611 FRADBEEIIEHHEBRE 2R L Lic, EPTEIREOMBIRIEL LTO

AR v/ NVF F24mg GB1EIRTHRE) OFHERVELEL T T R L B
5, 68EM, EERHY T, —ESHRABR

4376 BBk (STEP 4) N=902 HAHMTHL RO 20EM CTEME T HHERAR (E~IAF F24mg) I2F

AR EL, RAOBKEXIEHHEREZARL LT, Ev/AF F24mg (B1

B T#E) OFMMERVELEL 7 7 2F L BRI 5. 68:8M. EIEXH
D fHF. —EERRR

4382 BBk (STEP 6) N=401 BRAD 2EERRE2HT A UIE SRV BEEIEHERELNRE L, £

BT OTHE (JP- N=360) ESEA~DOM AT HHEREL LT/ A F F 1. 7Tmg R 24mg GE 1
B FT#E) OFSMERVELEL 7T R E HBRIT5, 688, HEESLE
V{1, —ESBRRER

£ 2HERR

4153 R N=957 RADIEE#HBREZNSE Lz, ¥~V F F1H 1E#®E 250 HEEME

WA B E R AV 005 mg/H~04mg/H) DELUERVEEEZ 7T ERRVOEE (V777
NF R30mg) &EILBRETT S, 52@EM. BEBFIVT, ZEER, 77 R
XTER, 16 B TREM laAER

EEPR R E R

4455 R N=72 RADRE#HBRE ZSE L, BAFHEHICN T2~V F F24mgi@ 1[H

EAZMER BEOREBEZRIT S, 218H, BEAFV T, ZHER., 77 RXRHRER

4590 Bk N=68 BRADBEEIEHEHERE 2R E Lz, BEEERORVEE AL (DV3396)

1.0 mg BT 2.4 mg I3 DORF| (B~ NVF F4LE D) & PDS290 XU AFE ABRORA| (B~ AVF FAL

5 WA O A Y EA RSN % B) OAEMEHRSMEL TGS, 218M, EELHY i), FSHRRB

NN9535-4588 BABR * N=68 RADBREE X IIEHEEBREZ R L L, BEFEROBEASS (DV3396)

0.25 mg [ZXH T 2 /WA DALY DORFH| (B~ NVF F4LF D) & PDS290 ~ U AE ABRORA| (B~ AVF R

ZHRSME 7 B) OAEMZHRSHELZFET S, 780, EEAHY ., FERABR

2 : NN9535-4588 3Bt (A E L ¥y /R FHEOHME S0/ 5 A TER) X, 0.25 mg R 1.0 mg 1253 2 MANZ>WTA
WFRO RIS 2 5040 L7228, IESEOBRE 72 7 F AZB VT, 025 mg D= ORANCE T3 ROABEET 5, &
RBROMBEIA L Ey 7 R TED 1.34 mgmL RENATH S,

N: EERE Y FTHEBRER. P (N) ZEARABEBRER

BT, AARTOEBEFEDIZDDT —F Ry r—IIZF, B~/ NVF FRTREDOMOBRRE T 1
77 L CEMBMEINTEUTORBREEDTNWD, T—F Ny r—UOFMiX. Module 2.5.1 IZ7RT,

o 2BBERFROILDOE~INFF (A1ERTHRE) BRE T2 7 AIEENHERKEERAS
5 #BR

o 2BPERROICDOE~INF R (B1ERTERE) BRI 277 HZEENLZL0ET Y M
LB (CVOT) : 1Bk (NN9535-3744 #BR)

o  FETNI—NAMIEMFE (NASH) DDt~ AF R (RT#HE) OB /5 A&
WA 2 MR - 1 3B (NN9931-4296 Bk)
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AV AL -EEREAER

500 68 MM, MIEAZIV AT, “HEMR., 77 ERMROE 3R TIL, hn U —ZHRLZ
BELOHRIEEEOBIN (4373, 4374, 4376 KON 4382 5BR) SUTHEFAOITEIRE (4375 BR) (oxt
T HMBEE & L COIEMIEREDO DDt~ ZLF R 2.4 mg DFMER a2 il L. (&
2.7.3.1-1)

W7 U7 R (4382 3R) 1L HARKROWEE CHEM L, REEHES BMD 23 27.0 kg/m? Ll o2
LU o B B 5 A OHE 2 A9 5 R A SUE BMI S 35.0 kg/m? BLE2> 1581 E o B2 B4
LAEMEZ AT 2HRE 2N (AR (JASSO) FITOMEMIEZREATA K714 (L
B, JASSO WA KT A4 ) IZHET 5] 2, 4382 kB Cld, 2 BUNEIRIF A2 A 7 2 B L OV S 72k
FOWT I BN,

4 SO OEBEILR TN O 3 FHIRER (4373, 4374, 4375 KON 4376 588R%) (i3 s, R
(BMI 73 30 kg/m2 L b)) SUFARE (BMI AS 27 kg/m? LA | 30 kg/m?2 i) 2> 1 -2 LL oo B |2 BEE
THEIHEEZ AT HHBRE 2 AN (EERR T A K74 ZHETS) 34, 7o, 4374 3 BRI/
BRIV D VT BEERFE 13 2 BORE PRI 26 3 2 il AR U T ARG kR E Cd o 72,

4373, 4374, 4376 KUY 4382 AR Tl ARVER R AT EIBMGEA I T LTI L7, 4375 3R CIx
i TENRE GRURBALAT 8 1 W@ﬁﬁﬁ)*ﬁ%a@)%Iﬁbf%%btﬁv7wfﬁzm%

DIEFINF A M L7,

SEBRIIVT G, REHIRMA 68 KT, &L 7RI 7THMOFZR MMM 2% (T 7=, 4373,
4374, 4375, 4376 L Tr 4382 iR T, u%@§5%%@9%\W@@muﬁ_zm@L®§¢6
FCHEZEE L-%., #HEFHETH DS 24mg & S2EMKEE Lz, 438280t~/ LF R 1.7mg
BECIX, 12 8O HEEHEMO%, 1.7mg % S6 kG Lz, 4374 Bt~ 7 LF K 1.0 mg #f
Tix, SO HAEMIEMIMO%, 1.0 mg & 60 MG LT,

%Bﬁ%?i FEHIRME TR ITIRBER 521703, (KRR AETEEE~OI A% Ehii L 720 45

R OERE M 2%, FEHRICSI L2 —EOMBRE BN T, B~ AT REGKTHOHIK
FHAME R OV LA ARE ) 2 7 R OB b A BRRRIICHETT ThH 5 (2021 44 A 20 HIFA) .

ABEECIX, B HARAGERE DA AN HAVIZE 3 FHERER (4373, 4374 K10 4382 3R, X
2.7.3.1-1) OFIMET — 2 % BRBROTEBRARFER S ZF O CEAN D BRI~ T 5, B
ARNZBIT DIEFEICHT e~ 7 VT ROFHEIL, FICHT U7 B (4382 38k) (225 &5
T 5, 2 OOEPRILFERER (4373 KN 4374 305) OBt RERNIKE RN DT A KF A e -

TREINTEY, 4382 R BROMREM LV IRHEHRHRE L Lo Tnd, Zo7eH, Zib DR
BRCIZIJASSO A RT A ANZES AR L T 58 TN RICEE L EN (EFRITE 2.7.3.1-2 1R
T LLF. JASSO # A R T A ANZHES S EHEM) (2800 287 70—t 2 FaicEhE L, Fha
L7z, ABEE T, 2 SO EBEILFEERD JASSO T A KT A4 NZHESEOENOT —4% L AbET
N N
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2.7.3.11 FEIEARDTH A O DME (4382, 4373 R 4374 FHER)
( Trial 4382 (STEP 6): with/without T2D )
401 subjects Semaglutide 1.7 mg
Age =18 years (20 years for Japan)
BMI 227 kg/m? with = 2 comorbidities? or Placebo

BMI =35 kg/m2with = 1 comorbidity=
At least one comorbidity should be
hypertension, dyslipidaemia or T2D
Stable body weight for 290 days

Semaglutide 2.4 mg

Without T2D 68 weeks + 7 weeks of FU

Without diabetes; with HbA;. <6.5% (L3 >
With T2D (Japanese subject only) * Randomisation (2:1:4:1)

b :1:4:

HbA,.7-10%
\_- Treated with 0-3 OADs y,

Trial 4373 (STEP 1): withoutT2D

1961 subjects
Age =18 years (20 years for Japan)
BMI: 230 kg/mZ2or 227 kg/m?and

Semaglutide 2.4 mg

21 comorbidity P 68 weeks + 7 weeks of FU -
Stable body weight for =90 days £ >|
Without diabetes; with HbA;. <6.5% 4 Randomisation (2:1)

\ ’

[ Trial 4374 (STEP 2): with T2D

1210 subjects Semaglutide 1.0 mg
g(ﬁ:ﬁ ))1537\!58;%(220 years for Japan) Semaglutide 2.4 mg
i,;anIe body weight for 290 days Placebo
HbA;. 7-10% L 68 weeks + 7 weeks of FU -
Treated with 0-3 OADs < >l
L *Randoml‘satl‘on(l:l:l) )

FU: follow-up; OAD: oral antidiabetic drug; T2D: type 2 diabetes

a: Comorbidities according to the JASSO guideline: (1) Impaired glucose tolerance, (2) Dyslipidaemia, (3) Hypertension, (4) Hyper-
uricemia /Gout, (5) Coronary artery disease, (6) Cerebral infarction, (7) Non-alcoholic fatty liver disease, (8) Menstrual
disorder/infertility, (9) Obstructive sleep apnoea syndrome /obesity-hypoventilation syndrome, (10) Locomotory disease or (11)
Obesity-related kidney disease.

% 27.3.1-2 HEBNREFR Y JASSO HA RS54 VITE D7 ER (4373 RU 4374
FHER)

HBRMRER JASSO Hi4 K54 VICEDEREH

4373 BER | BMI 2% 30 kg/m? A b, XU 27 kg/m? LA B e BMIN 27kgm?LL ETHY, 2 2L EOAEIZE
D 1 DL LORERICEE T LA 0HE (RED HILA0HE* (Z0 5B 12003 TEiE] X
HiEA b)) 2 DHRE MREREIE] OWTng) 243 D85

e BMIN3S5kgm?Ll ETHY . TEME] X% TH§

AOMEE TemE] . (IEgEREE . BREIE] 20T 054

FEVERER I BERPOR | 33 DO RIK -

4374 FRER | BMI 2 27 kg/m2 LA k7o 2 UK FRIF & 453 e BMIN 27kgm*LL ETHY | 2 2L EO#IZ B

DR WYL E0HE* (Z0 955 150 N2AEERE] )
BT HWRE
e BMIN3Skgm?Ll ETHY, 2BEPERFK 2F
T HHBRE

*JASSO A R T A ANZFEH SN TV D IEWIEDZ W L UEIC MIEZREFFEEIIUL T O LBV« (1) MhFEERE (2) 5
BREWIE 3) @iE (4) @SREEME - FE (5) ZEEARER (6) W% (7) FET A a— A ERRMIMEIFEE (8) AR
B« RUE (9) PAZEMEIEARE MEREULE GRS « IR SUEMERE (10) SEZHEREA (11) AEEDE B s
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4373, 4374 KON 4382 ARBRIZE BRI R & U CHEM L7z, RO MER (LIFE, 2% offiE
Z AARNEFICHEUNAMET D720, TEBIEFENRBRICEE T 5 MANE 2 5125\ T) SR UH K EU
IS EIHIFERSE (ICH) B5 U A RIA LTS x, AARANER L% L ORI OAZMER )
LARMEDORERO— B2 A3 ERN TR Lz, 3EIIT 2.7.3.1.5.9 X OV OFHIi O A MBI T 5 R
1% 2.7.3.3.9 THIZRT,

1 DOWEHE 3B (4376 3BR) Tix, HEFFHE Q24mg) BERICE~IAVT ROELEZ I

VXHkE L72 & E DR EFHE LTz, X CORERE IR L, 20 EMOBEAMIM (16 HE O F il i
MzaEte) [~ VT K&k, a2~ 7 VT R 2.4 mg O EGREUT T 7 R ~DY)
0B ZBHCIEAESIZHEI 0 A e, MRRiEsNRBR ORE I, VRO AT 5 B TR TS
(2.7351H)

Fro. 2BRERIE OB~ 7T N Gl 1ERE) BT 2 7T ACEELD CVOT (NN9535-3744 7
BR) 225 NINASH OB~ Z7VF R (H 1IaxE) BT w77 DTG £ 55 2 fHER (NN9931-
4296 #RER) 1%, MEEHEICEET 2 AHEICKT 28~ 7T ROPRIZHOVWTOSEREREEZ B
D2 Eh, MBI U TAEICIE R S,

HERERER(ZXI 9 % COVID-19 D&

COVID-19 OHFREY 207 Xy 7 ROV FHIHIIRFEE IS & 5. SBRE x4 5 HR R 837
<, BRI T 2R WV I S s, BRI B OGBS IS FIC T 5 43733
B (Module 5.3.5.1) Section 7.3, 4374 & (Module 5.3.5.1) Section 7.3, 4382 7% (Module 5.3.5.1)
Section 7.3

2.7.31.3 BHI. estimand RUIT Y KR4 > +

E:g]

3 ODF 3FHFER (4373, 4374 KON 4382 3BR) O ETHAL, BRE IS 255 & L
T, Ar ) —%HflR LR OH RSB &M 2Bk s LToe~v 7T K 24mg i
1 BIR FTHEGOEREICHT 2R ET TR LR T L2 Tholz,

3OO 3FHRBRO ERRIKE B AL, WEESUIIERHEEBRE 23t L LT, REICBEET 5 Zofth
D777 H— DERYAZKT BE. MERE) | FERGHEOEKRT U b7 LS50 (B #E
T RILRE) T H eI NT R 24mgill 1 BIE FRGOMEETT2RELKETHETH
ST, B74FRBOBNRMEMIZIE, B~ 70T R 24mgill 1 [BIE TG v~ 70T K 1.0mg i 1 [A]
FT#E LM (KREICEET L7774 —) KOt~ Z7A0F R 1.0mgill 1 B T HRG5-L7 78R L
O (k=2 hu—) TOMROIENEG Tz, 32RBRORBKMEIZIX, B~ LT R
1.7mg i 1 FZ TG & 7T vREDMTO, KE, KREICHET ZZOMDO T 77 & — LiflER
U A7 RA FERE KR OBRIR T 7 N1 D3I 36 1T 2 0RO & E T,

Estimand
HFRNIHUE L72LL T D 2 50 estimand ([ZOWT, ARIPEICEE T 5 0 RaRA > b 27kl L7z,
o IRIETTEF (FH) estimand
o AE (RII¥RHY) estimand
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RIS KON A8 &\ 9 HREIX, ICHE9 #fiiE () OGBS b0 THDL, 2250
estimand |X, &~ 7L F K 2.4 mg DIEFRNFIZHONT, 22D HMIH ) HRBR A EZRGT 5729
WCHE LT,

350 3MRER (4373, 4374 J 14382 3R) TlE. 1RIE S estimand 2 1H5R FE i 5 EE 230 T
T estimand & EF L=, B~ 7 /LF K 2.4 mg OEFROAIEIL. 2 D0 estimand |35 & FEAMH L |
TRBRARIE R (21X 2 DD estimand Z W TERHME L 723X TOx > RARA » FOFEREZFTEH LTz, K
BEEE IR, REICET 22 RARA 2 MZOWTIX 2 DD estimand DFE R, KO¥EY O KRR A
MZDOW TR 7] estimand DADFER G0 5,

22 estimand & OVEIVRAY estimand OEEL 4[] 2.7.3.1-2 127”79,

2.7.3.1-2 FE estimand X UEIXRA estimand D E

PRIMARY ESTIMAND: Treatment Policy SECONDARY ESTIMAND: Hypothetical

The effect of getting the drug prescribed (‘intended to treat’) The effect of initiating and taking the drug (‘if all had adhered’)

Average effect of exposure, adherence, tolerability and safety Definition Average effect of exposure
[ |
. : Target . o _ .
Those who take decisions about a group of patients e.g. regulators audience Those who take decisions about individual patients e.g. physicians
L ]
Use all data regardiess of rescue intervention® or adherence to Data Use only data while on-treatment and without use of rescue
trial product (in-trial observation period) selection intervention® (on-treatment observation period)

aweight management drugs or bariatric surgery

;B A #t estimand

1R )78t estimand 2 VT, {RBRIE (B~ 27 v F FUIT 7 8AR) BHICEELEID i S
BRE BT DI O 23 Ml L=, Z @ estimand TlE, T X CTOMIELE Y (1T I/ giE
IZBRWT, BRSO T Re 7 7 0 A RO OHUETER (BB SOTRESE Fi) OBitaIZE
bo$, Hu ) —EHRLZRER S RGEE RO 2L LTt~/ AF RO~
T B RIZHT D 68 HEDIEFNF DL 2 B LTz, 1R F#t estimand 1%, 3 DD 3 FHFER

(4373, 4374 KN 4382 3R) D8 estimand T o7z, M KARA & kN ORFTIZ OV TIE, IR

JE 78t estimand & W72 @M CO B EIEZHIA L7z, B0 FRIT, X CTIRE 78t estimand 7>
b O FRICHES S b & Lz,

{R#8 estimand

AR estimand 2 VT, OFUERTAR (REE I SOIEIIELFH) BB InD 2 &<,
BRI (B~ 70 F RXULT 7 8R) BEBRICERES SN & & OIEFEREOFEL 23 Lz, 0
estimand Cl%, T X TOMIEREZ Y (1T SNIZHEREF ITHB T, OTIERIREZ G T 52 L7 <,
FHE] S AV IRBRIR 20l U CREA D AR S iBiia ke Lo a0, e ) —%2HIRL-AF
B O RIEEN B OB A MBIEELE LTOe < 7 VF RO FBRICKT 5 68 Bk DIEHEL)H
DV EERAL LTz, TR TOMMELED (1T SN 9ERE ICB W T, IRBREOYIEE 50 5 & 5#
T EAEZEID AT S IR OPIE R IR IO PR IR R O IG E TICNE SN T — 2 2 A
72
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IVFRAVF

3 ODEFEIERBRTHW-AIECEET S FRA > b (IEHICEET 2 A6HE @IE, IBE
REERV 2 RBERRE) 28] OMEL%£ 27313 RU0E 27314127 T, BRI RRA > b
DOBREDPEREITE 2.7.3.1-8 IZHRT 5, AZMEFHmILT T, 2.73.1.52 HIZEERT DR KON X5
#£F (FAS) DHEBREDOT —FIZEIEEM LTz,

#273.1-3 ARE, BRERVLDOERICEET2EDMET Y FRA4 > b (4373, 4374
R U 4382 RER)
Trial 4373 Trial 4374 Trial 4382
. . With T2D
Without T2D With T2D without T2D

Sema24mg Sema24mg v2s.4mg Sema24mg Semal7mg
vs placebo vs placebo vs placebo vs placebo

Sema 1.0 mg
Body weight-related endpoints
Change from baseline to week 68 in:
Body weight (%) P P C P P
Body weight (kg) S S S S S
Waist circumference (cm) C C S C¢, S¢ Ce, s°
Body-mass index (kg/m?) S S S S S
Soluble leptin receptor (ng/mL) S
Leptin (ng/mL) S
Body composition (DEXA) S
Visceral fat area (%, cm?) measured by CT scan® S S
Subjects who achieve at week 68 (y/n):
>5% body weight reduction from week 0 P P S P P
>10% body weight reduction from week 0 C C S C C
>15% body weight reduction from week 0 C C S C C
>20% body weight reduction from week 0 S S S S S
Glucose metabolism-related endpoints
Change from baseline to week 68 in:
HbA1c (% and mmol/mol) S C St S S
FPG (mmol/L and mg/dL) S S S S
Fasting serum insulin (pmol/L and mIU/mL) S S S S S
Subjects who achieve at week 68 (y/n):
HbA1c <7.0% S S sd sd
HbA1. <6.5% S S sd sd
Body weight reduction >10% and HbA1c <7.0% S S
Body weight reduction >15% and HbA1c <7.0% S S
Cardiovascular-related endpoints
Change from baseline to week 68 in:
Systolic blood pressure (mmHg) C C S S S
Diastolic blood pressure (mmHg) S S S S S
Lipids (mmol/L and mg/dL) S S S S S
C-reactive protein (CRP) (mg/L) S S S S S
Plasminogen activator inhibitor-1 (PAI-1) activity S S S S S
(AU/mL)

a. in a subset of the Japanese trial population, b. this supportive secondary endpoint was also applied for comparison
with sema 1.0 mg vs placebo. c. two measurements: 1) measured midway between the lower rib margin and the iliac
crest (confirmatory secondary endpoint), 2) measured according to the JASSO guideline (supportive secondary
endpoint). d. T2D subjects only

P: primary/co-primary endpoint; C: confirmatory secondary endpoint; S: supportive secondary endpoint, T2D: type 2
diabetes
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%£27.3.14 BEBEST Y MLICEET ZFMET Y PRS2 b (4373, 4374 RU
4382 ;AER)
Trial 4373 Trial 4374 Trial 4382
. . With T2D
Without T2D With T2D /without T2D
Sema 2.4 mg Semav2sA4 me Sema24mg Semal7mgvs
vs placebo S 10 mg vs placebo placebo
Patient-reported outcomes
Change from baseline to week 68 in:
SF-36 scores:
Physical functioning C C S S S
Other SF-36 scores? S S S S S
IWQOL-Lite-CT:

Physical function domain (5-items) score C C S S S

Other IWQOL-Lite-CT scores? S S S S S
Subjects who achieve at week 68 (y/n):

Responder definition value for SF-36 physical

funotioni S S S S S

ctioning score
Responder definition value for INQOL-Lite-CT S S S S S

physical function domain (5-items) score
a. Other SF-36 scores: Role-physical, Bodily pain, General health, Vitality, Social functioning, Role-emotional, Mental

health, Physical component summary, Mental component summary; b. Other IWQOL-Lite-CT scores: Physical score,
Psychosocial score and Total score

C: Confirmatory secondary endpoint; S: supportive secondary endpoint, T2D: type 2 diabetes

TI7A<Y) ==V FRA Y MIZOOFEIHRABRTRILTHY, XR—X T4 0b 68 E TORKE
ZE (%) KO 68EIZ 5%, EOEKERA ZEFR LI-#HRE (1T W R) Thol,

BRIERE D o F ) — v RRA V MIBET 22 EM 2 ZE L REFIEE2.7.3.1.53 HITRT,
AME T, TRTOEETY FRA - b OFFE (2 IEHK 57 # estimand Z VY, % B ZFFHE S
BT RRA v b OFHEIZIZ{RAR estimand AV V2, 1R # estimand (B2 /74~ —= 2 F
RA ¥ FRORIERE D VY —x 2 RRA ¥ FORFRE TIIZEELHE L, 3l L-fkitF
EOFEM%E 2.7.3.1.5 HITTRT,

JEFEEIGRIEDBRFEICH T > Tid, £OEERDBRIET T2L | IEWHEICBE L 7= & HHE D
EEDERENRTHERLETH D, AMETIX. BEL TIEIZRICE O T IEHE (2 B3
HAPHETH S EMmE) . TEEREE] RO RARERKE] OWFECOWTHEREZ Y CTTEHET
Hlesd, UTOEZR T  FERBIIT 2 AMEORR —IEMHICBEhE S 5 & HE TH 5 2 BUBERA
OE (27.3331H) | MEIHT 2 BRMEOR R — EHIZBhE S 5 & 0HE TH 5 Ml EDL#E
(27.3.3470) | FEREICHT 2B MEORF — B ICBE S 2 & 6HE Th 2 IE R FE DK FHF
(2733518) , ok, WERVIERUSNOLME RBEEDOT RRA » b ORERIX 2.7.3.3.6 HIZEKN
15,
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27314 BERTYAURUHBRAZOHBE
273141  BEBRARWERE
2731411 EREEE

BIREE

F 3R T 1 7T AT, IRRRTG & 72 2 BE R AR T DR 2 ATz, 4382 7R
ﬁ@ﬁ%ﬁlim%oﬁ%%74/:%0%ﬁﬁbko%B&U%Mﬁﬁ@ﬁ%ﬁ%%li\E%
B 7oA RTA NS TRESNTE Y, 4382 RO GEM L 0 L& RE LM & 22> T
Do 4382 FBRICIL, 2 BUBEIRIG 24 S 7o WBRERE K OV T 24508 Ol 5 S AAL B AL, 2 BIRER IS
ERTOEREILIHARANDHRTH o712, 4374 R TIX, T X CTOMEBRE D 2 TPERFA AL THY |
4373 MR TIE, BERIS B ITHAAN R -T2, WTFRORBRICOWT S, BRRAICIRRS HEY) & &
2 B DNRE 2RI AN, DOEERDOT2 D OBERIELRA THHMUNCERTE R
Do ok 1 BILL BT AT 2 I IHAAND L o, BPULEZRE L (F£2.73.1-5) .

£27.3.1-5 BIREEE (4373, 4374 RV 4382 FKER)

BIREAE 4373 4374 4382
HER HER HER

TRBRICBE T 2 & O FINEZE FEHE T 2 AN FER S S TWO D HERE X X X

PERIARR, R« [FEBUSR AT 18 bl k2 X X X

BERD OO ORFRELZRLTHHEUICERTE 2o 5% 1 ELE . . .

A 298E BBRE AT OREICES)

BMI 238 27.0 kg/m? BL 732 2 DLL EO R BET 5 G 0HE (R OA 4 [
PRV AT HHERE XIE BMI A 35.0 kg/m? LL_ B2y 158 Lo IR (2 B
T HEOHE (RIFEOFEEZM D) 20T 28HB#E (JASSOHA K7 A I X
Efé)o¢ﬁ<k%lo®éﬁﬁﬁ\%MEXﬁ%EiﬁE(EK@&:X
2RUBEIRI) THDH I L,

BMI 28 30.0 kg/m? LA B, 3% 27.0 kg/m? BL_EA>D 1 -DLL EO LT ORI B3
LE0HE (RROFELZEDR) 2HTHH5RE - ailE, REREE, B X
FENE NREAR A S8 I8 030 1. A SR 95 FR

BMI 2 27.0 kg/m? LL_E D4R X
A7 Y —=27? 180 B L. LRI 2 BUBEIRIG & ZW ST D H5E X X°

BERIE R OEBRIEOL, b L IFFEORMNICEICE > TA bR v,
ANKR=N T LTE F U DA - JLa— A HEEER-2 (SGLT2) FHESK

UT 7V B N BAREE T 3 A E TORABERFEIE (A FARLS X X
Vo AR T LT IR SGLT2 BEEIR LT U & V) I K D% LT

BT T DR

HbAlc 23 7~10% (53~86 mmol/mol) T 5 HkErZE X Xx¢

BPULHEZ N 72 U795 E & JEVE A5 ) (sl & LT,

a: BRANIZOW T, FEBSR R T 20500 |k

b: JASSO T A R T A NZFLH STV D JBIE O W A IS MAEREREZEIILL T O L0« (1) MthEmEkksE (2 B
PRI, MHHERERH 72 &) @)ﬁgﬂ%r\<wrww‘(>mﬁamr SR (5) BN $(®HM%%U)#7
Jva— ERERAPERTFZR A (8) HRREE « RIE (9) PHZEMEARARFFERELEGERE « IR R SUERERE (10) EBIZEE
(11) AEm BEEE g < b 5,

c: 2 RUPE PRI 2 4 D PERE DALY
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BROVELEE

% < OBRANERET 3 SOF 3HBRBRE TR U TH Y . GLP-1 ZAFRIEENFED JRHIE IR 2 3k ©—
A SV TV DBRAMEEZ ] L7z, 4373 V4382 38R 2 BUMEIR I 2 S W ERE O &) O
—IHOBRIMERET, BEIRFBRZ OBRIMCBEIET 2 b D Th oz, Fo, RERBMARTORENLE LT
W B e e AN D T2 D DORANEEE A G 7o, REXROUEE= > b v — W BET 5 72
BRoh e 2 3 2.7.3.1-6 ICERIT 5,

PeBRE O Z R ER A KF L0 | IRREREEOEST AN L2 T 5N e 5 &
I E 4L D RO IRE A MHAAN T WD ORI EEZ R T 7o, T X TORIEED—EIL, &5
Bith s I~ (4373 3R (Module 5.3.5.1) Section 9.3.2, 4374 3 (Module 5.3.5.1) Section
9.3.2 }x 114382 7l (Module 5.3.5.1) Section 9.3.2] .

#*2.7.3.1-6 AREEER OCMERED TGRS ELE (4373, 4374 RV 4382 FHER)

4373 4374 4382
ER ER ER

thERE

27 Y —=2ZR190 HUAPNIZ 5kg (11 1bs) BOKELEB N H - 1-k8rE (2

RO TR W E D, R 0 OWEICHES) X X X
2y Y = 790 B BT 2 I & 3 AT 6 O IANC L B 1% . i} .
U R

MRS BHERE TR ERD 2 BRI L LI ERSSIC L AR AR EICZ T -,
ARSI P ICFE RN T ESI N TCODHERE, 72720, UTFiEe L35 .

(1) FERGWR S I SUTIERE R 2 2 7 U — =2 7 D | ELL LB 320 L 7= 1

BE Q) BT MEEm L, ATV —= 7O 1 4ELLERNIZ ANV R X X X
ERELIESRE 3) BNNL—VBEIRGEHRL, A7) —=27 0 14

PLERTZ ANV — v B BRE LTSRS (4) + 8 — 225 R U — 7 /31 2SR ff

EEEL, A7V —=0 7O 1HFEUEFNCRA Y — 7 ZBRE LIRS

v br— L RRIRHRIREEZ AT DHERE - A7 Y — =2 7RO BRG]

WA /LE D8 6.0 mIU/L #8300E 0.4 mIU/L SR (P R AR o fE RIS X X X
<) LEHTD

4 X (3 4% PR 7% BE &

AU Y == WD HbAle A3 6.5% (48 mmol/mol) LA I (Hh ALk Bg oot .
K5 OB * b
1 AU E 2 BBE PRSP D BEAEIE D & 2 HRE X x?
A7 Y —=2 7190 HLANIZIMBERE THIC X DR & 5 T 05RE X X2
A7 Y —=2 /190 H LA EPUIEEICFLE S 40T 2 3541 LIS ORE IR o 2 N o
WIE & 3 AT 5O BNC K BRI &% 1 TR

A7 Y —=27H1180 A LANIZ GLP-1 ZFEIEBNIRIZ L D IRE 2% I el X X X

EREREREE 2 A T DR - HERDRERIAIEIE A (eGFR) 7% 30 mL/min/1.73 m?
A (SGLT2 FHE I TIRE T O#EER#E 1T 60 mL/min/1.73 m? i)

RERERE S 2 T DR E © eGFR 2% 15 mL/min/1.73 m? &0 X X

a: 2 BUBEPRIR 2 70 WBEBRE O B IZ35Y
b: 2 BRI &2 T D HERE O HITREY
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2731412 BAEREY 1T EEE

4373, 4374 LN 4382 FRER Tl LA D 4 DO MAELE| O 17 HET XU Y T H 9880 % & BIE
ZENO AT R E Lz,

o R V—=VTLEEABIVAITETORIZ, BRFEHFEICT B 1ELLEOFLAZ L7k
FHo 2120, 2 BE CTORBAFHFAEIND,

o EVEAEY AFIT O Patient Health Questionnaire-9 (PHQ-9) 0D A =1 7 713 15 s AT D W R A

o AJ V==V T DDLIEEAEID T E TOMICBRITAN R\ HEERE

o RV U—=VITNLEELEID T ETCOMIZae BT AEFEEA 7 —/L (C-SSRS) @ 41
XX 5 BNHRY T 2 HRRE O 72\ O HERE

273142 EERBIYMRT. BAMERUTERE

3OO IMHRBRITT T, BERRID 1T, ZHEM, 77 AR, Zhas A, EERILR O R
%ﬁ%?%oko%&ﬁ%ﬂ4ﬁﬂ6ﬁéiiéﬁ(%%%W?%%kf?ﬁ$i%ﬁkéhfwé

. HEIIEER) BRBRTHY, WHREEZ4:1:2: 10LFK (E~IVF F24mg: 77 HR &~
aw%%lh@ TTEAR) CTEAEBICHOAMT, BSBRBRT2HENGRL "HE ﬁﬁ%?%b
WEREZ 2 1 DOWHE (BE~7NVF K24mg: 7T78R) CTEIEAIZE )72, 4374 R BRI 3 B,

B, 7NV I—RBRTHY, HBREEZ 11 1 DL (‘12“\77/1/3;]*2.4mg:‘12<77}1/7;1\
1.0mg : 77 &R) TEEZICEH AT (¥2.73.1-1)

4382 BRTIX, A7V —= JWZIT D 2 BPERIE OZ W O A LK OCNIEIENERE (VFA) JIE
DI=HD CT A% v 2 FEfs T & DA I L2 ERIEID 117 217> 72 (438235 (Module 5.3.5.1)
Appendix 16.1.1, Section 7.3) . ME/EAEIV (1T ST HARAERE D 5 b, IR S 72 IRBR S N 5
PRI D fc K 180 2N A2 O AT IR R O B TIRFIC CT A% v 22T DM & Lz, SHIT,
EAFID AT SN BEARAEBRE DS B, K 100 FIR A7 U —=2 ZRHZAPHE & LT 2 BBER IR
ERT LA LT HEETH T,

4374 RERCIL. PERIE OGN N A 7 U — = 70 HbAlc fEIZ X B JBRIE 0 11T 24T - 7~
(4374 58B% (Module 5.3.5.1) Appendix 16.1.1, Section 7.3) , & BT, MEMEAE| D (11T S - HBRE O
2B ANR=T LT TR OEERE OFNIG 135K 30%IZHIR L7z,

273143 BERUHAEHIE

HEAZR K OBIAFNZ BT 2 1F#HIE. Module 2.7.1.1 (2527 %,

BRSO EFFLRIT. GLP-1 ZARIFEIEEOKR GRFI K b &M E I RE SN DEITE- TH

% SOILIZI1E - 3 AR CIE, BGEEDOAEELRO Y X7 28T 570, £2.73.1- 7158 T &
1T, AN 16 1 ﬁ@%;ﬁﬁﬁﬁ% F. 24 mg |ZRET D F CEPEAIC A WY L7s, 43823
Bt~ 7 F R 1.7 mg BETIE, 128M O H R M Z 3T 721%. 1.7 mg % S6 A5G Lz, 4374
ﬁ%@ﬁv&»%blm@ﬁfi 8 [ o> FH il I 2 5% (T 7= %%, 1.0 mg & 60 @5 L7, 7%
ANTTEBRIRFE RS IR T2 (43823 6% (Module 5.3.5.1) Table 9-3, 4374 Bk (Module 5.3.5.1)
Table 9-3)
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& 2.7.3.1-7 I JIFF24mg ETOREHESE
Trial product name Dose Volume Duration
Dose escalation
Semaglutide 1.0 mg/mL or placebo 0.25 mg 0.25 mL 4 weeks
Semaglutide 1.0 mg/mL or placebo 0.5 mg 0.50 mL 4 weeks
Semaglutide 3.0 mg/mL or placebo 1.0 mg 0.34 mL 4 weeks
Semaglutide 3.0 mg/mL or placebo 1.7 mg 0.57 mL 4 weeks
Maintenance period
Semaglutide 3.0 mg/mL or placebo 2.4 mg 0.80 mL 52 weeks

TRTCOWHREIZIAEARETHL B~ VF F24mg (i 1.0 mg/1.7 mg) # 1[0 ITH Y4 5 ik
BEOT T vRORG BT EE L, 24mg ICRABME RIS o RE L, LVIRWHET
ekt 5 Z LM TE e, 32 TIX, 1.7 mg lICBBRMEEZ R I o o #lRE X, S HITEn
HETEGZET S22 ENTE I, 2L, £ 95 LARTIUIHERE N IEIRIER G2k L hix
RNV T, I OIRBRIEE G Ok 2N 2t ERIEZ O & IBBREATERT ST L7235 B DA,
ZOHEBNHFR SN, ZOLETYH, IBE(LEMOAEEC©, HEEIN 5 HIEHE 24 mg (43823
BCIIIX 1.7 mg) ~OFHEZ DR &S 1 IXRA L Z LR #ELE X7z,

273144 BEEhRVAREREOHILE

rREEN

BEEER G2 | B a, KEERE £ TOMF? 48 FFHLL ETH T, KOV R TELIZ
Bhd 528 L L, Rl £ TOMRKA 48 KRG ThHIL, ROKBETERETRE LAV
e L,

IR G2 2 ML B TRENIZS S IRBREEEMA 2 &flr U, S0 N IRBREE R G- o
IEEFEDOWNF T HRZY LT, éaﬁﬁiéﬁ%@&ﬁﬁﬁﬁ AHEE T H 2 L & L, WRIAFFTIR
V. TEOHRETRBNCTIRBERGZHT L 2 L & Uic, 18RS G 2 BB 2 BB &3
EAEERTA A L7z,

BEREREO—FHIFER

TRBREE & BE L 7o W — IR 72 22 2k EORRERIZ X IRBREER G203l v, OB TER S
BRiZIE, BESENOHEOHERICED 2L & L (ERRSH) ., AR, BEEERGE2H 6 0E AT
il L7 EIC OV ThH, BEENOHEOHRICHE> T, 1BBRER G L BT 5 2 L3RI
7=

BRERSOHIE

TRBRIEMEE I E CER SN L RMEICEE T 2 P IR EEDO TN Y LT2GE . 1RREER 5%
ik 52k L L7z (437373 % (Module 5.3.5.1) Appendix 16.1.1, Section 8.1, 4374 ﬁi%ﬁ (Module
5.3.5.1) Appendix 16.1.1, Section 8.1, 4382 ik (Module 5.3.5.1) Appendix 16.1.1, Section 8.1] ,
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TR G- 2 ik U 7o 13, 7 — 2 IR R OVE RS £ XU RIF O &M 2 A 2 ERIEFH I
LD EEROFREHDEOIINIE T2 U v 7 2fifi T 5720, TE S 7okBE M O 2
e oL L Lic, el &b, AIMEDT I~V —2 0 FiRA > S ROBGRENE D &) —x
¥ RRA 2 MIHOWT, JREDOT —=HNEZITH HREK T Kb, 26N TRRBRR T Skbez W
REZRIR Y FEfid 5 Z L & LT,

273145 AEDHIE

PERE L, WOTHHEBERICEY, MEZMEITE 2, FEZMELIgERE D R~ T) Ok
BEiClRE L7256, [MEREIRHC G T) ke TTPESH TWIciMliZ2 Eiid 5 2 & & Lz,

27315  #REFE
273151 T—2EYKLORE

F— B DEEMNEARGET 5720, KD EMM T —F OIEICE LT, BRFERPICAE T 58 E
S DARBNZ KT D E D N2 FFNCHE L2, 26 OANT, D THM, 2»oBHAE0H 2 L0
ETBEEBIT, THADEBELERNBIZEEDD LIRE LT,

BB TEHT—2DRE

TN ME SNIORRRISC T S D 2 L & Lic, LTRSS T 57 —Z I3 TicE
NI L L, ZRLICEYT ORETHLNHEMIZIE, MITARATHL LT 7T
=G LT

L BHHRETRBECOWT, KB FEL Y B HE SN liE @TOREOTER XV ETE#l
iE)

2. AR LA BN IE L BBREIC OV TR, BB T ORPE & EETAREL A £ L T HE
T EEHA L, WORBEANF RIS S N5, FRGFHEREE TR b A 7= BLIE L AT
M ERT 7 7 72 fh LT,

. FRRASREETE L0 B E M SRS (GBI GO 14 AR X0 | & HE)

4. BHRETORBEDTE LV B i S iRE (FRAAREDOTER LV i%& & BUE)

T RES KBTI IZ 320 S AU 72 E B M VT i SRBEIRFIZ 20 S A7z TESN O RIEMIL, fRETICHEH L7
molz, FEICSWTIE, JEDREER AR T o T HaITric s 2 & & Lz, #EL T,
KBEDOFEI Y YT (visit reallocation) (34T 720 > 70, 1E LWIERIITIHNE S 720 - 7o KBEICEB T 5
HEMEIIMATICE DR o T, TEKRBENEFE X 7 MIEBINIZSGE, Ykt Ttk I iz
NA BN A (REEZ2GT) ROMERREOR RIIMITICEZ Do Te, —EHO/NRT A= TO0
T, ZEMIREETOREDNBIE Sz, T ORE N ZENIREE THME S R Do T2 a i, i
N LT,

FRHTICAERH Cdo o T2 EMIZ, WT IO, ZRIRK O T 1y MTbEDRN-T2), T
RTO—ER, ROVIIMUEZ IR T 2R EORICITE O, BRI O AL T2 S 72
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oG EITIE, AMRAOBBZME Lic, ST ASRASUIMER Sh o7 =213, §3To—
TR, ROWIAMUEEIRRT 2R L ORITITE DT,

N—RF4 vDORANE

N=A T A MEE LTHAARETH D72 0iid, JIE A 2RI G B L0 bRTTRiT iz
BRI, N=RATA EBRTH S THE . N—RA T A 2 REERTOE U OF| A 672l 2 v
LT Ll Ullc, R=ATAMERKMTHY . D ON—=RT A R OT —Z B 720EE T, 5
LENTNDTATON—=AT A AED PN Z AV TR Z Hive L7,

BEAEZE] D T SN0 ToIRE IOV T, N— AT A O RPEDHTEITA TR -T2, B
RHIE e OV~ C OB TOEMEAEE SR nZOMORIEEHIZOW T, X—ATF A1 DX
AMEDOHSEIFATD R0 > T,

273152 HEHMRUETINIRER

BRI IE, 2 >OBIEMIR 2 FH L7

o In-trial BIZZHIM] « EEAEREI O AT B2 OIRBRERERER L ikt D a2 7 FER-TCAET
DO LTI L ERESND

e On-treatment B{ZZHiMH] : {RBRIE DY) EIFE 5 H 2> DIRBRIEO et 5- B £ TOMIRIT 2 8 2012
TN S, 1R F TRV ZBR LTI & ER SN D

BT RARA > N OIRPEITE# estimand 2 H W 722 I, in-trial B SE RO T —
Z &R U, A8 estimand % A W7ZFEMIIZIE, on-treatment B 22 HAR] (VRBRIELL 5 D I 4] O —IRFHy H
(Hfe L C2RIZE X 2RO G0 Th N2 & LER) | IR GHIE, b L IXMhoRE
BT ESE R OB O WT NN HAET 2 £ TOMM) CHonT—F 2R L, 1A
B P 5. D — I B U TTE B G- P 1L DA 121E, £ D% 0 2 #[# £ T% on-treatment & 772 L7z,
in-trial 122 ][ J OF on-treatment BIZZHIF L 0 . £ b DI O BAGH 2 W TENZ MBI N
(patient-years of observation) M UME#E N4F- (patient-years of exposure) 23 EFE S5,
IS OBEMHBOERDOEEIIONWT, BdvF VA E2HT L5 2 BEORER %[ 2.73.1-3 12
MRT %,
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2.7.3.1-3 BMEOERTHARM (4373, 4374 RV 4382 HER)
CSesening  ievenion > Followu)
Week -1 Week 0 Week 68 Week 75

Subject starts treatment at day of randomisation, does not miss any doses and completes the full planned treatment period

2 Randomisation Last dose
T and first dose (end of treatment)
In-trial

+2 weeks
On-treatment ammm

Subject starts treatment later than the day of randomisation, temporarily interrupts treatment and does not complete the full treatment period

® Randomisation First First missed Dosing Last dose
dose dose re-initiated (end of treatment)
° 0 o ¢ e
n-trial
periods >2 weeks since
2 weeks prior dose are excluded +2 weeks
On-treatment = = @ ———m—— : \ ammn

AMEEHEICAV ST RERDOER
HhET > FARA > ML, RO IGEER (FAS) % W THENT L72, FAS 1T intention-to-treat
(ITT) DJFRANZIENEEREI D 17 SN T X TOHERE 25 D72, FAS OYEERE L Tas
randomised| DFEAMIZF 5 L7z,

273153 {RBROBIEKRVZEMN

TIA V= RIRA 2V MROWGRERE D X ) —2 0 RIRA v N OEEPERGEO G, F 5
(B3R J7#t) estimand Z W CTHIE L 7=,
T~ VT R 24mg DT T ERITKT DEBMERE ORGELE PL R ISR,

BREDAN—RSA UHLDELE (%) ICEY HEBMK
L4 ‘J’%ﬁ{\{ﬁgﬁ H) Usemaglutide = Mplacebo VS RISEAREE (Ha) Usemaglutide < placebo
L, pidkE~ 2 F R24mg KO T T ROEKEDEER (%) OEDEHLET 5,

W 95%(SHHIK M O _EIRAS 0 2 FRISHE, RSN S, #EEEs RS & L LT,

R=RZA 05 S%ULDRERDEER LI=HERE (XL /LW R) ITEY SEE
i H: ORsemaglutide/placebo <1vsHa: ORsemaglutide/placebo >1

7272 L, ORIFE~I AT R24mg D7 T BRIIHTHEDA Y Xk LT 5,
M 95%EFX I D FIRAY 1 & EREIZGE . RIS, BN TR & & Lz,

MRAERGUR E DL BV, NAF % EE LIEFIEA O CHIE L7, ZOFETIE, AEAE
BIRT5%E L, FAHE LEZBBIEFFICE-> T2y RARA Y REREL, Aoy REA > FOE
R ENHEICAE PIE<5%) THoTHBITDH, RO RiRA » hOBEICHETe, 350
5 3MEBRIZONWT, MEDME A3 2.73.1-8 IR T 2, 3 2OF 3R TIL, 2207714~
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—T U RARA S BFEHIBREDHEICE EN TR, B AT F24mg D7 T RIS 5B
PEIZ, WMGFDOT T4~V =2 FiRA & MIBA L THGES D BERH T,

% 2.7.3.1-8 BRI T FARA > FRUBREDRE
Trial 4373 Trial 4374 Trial 4382

Primary analyses

Change from baseline to week 68 in body weight (%) 1 1 1
Subjects who achieve (y/n) >5% body weight reduction 2 2 2
Confirmatory secondary analyses

Subjects who achieve (y/n) >10% body weight reduction 3 3 3
Subjects who achieve (y/n) >15% body weight reduction 4 4 4
Change from baseline to week 68 in waist circumference 5 5 5
Change from baseline to week 68 in body weight (%)™ 6 6
Subjects who achieve (y/n) >5% body weight reduction® 7
Subjects who achieve (y/n) >10% body weight reduction® 8
Subjects who achieve (y/n) >15% body weight reduction® 9
Change from baseline to week 68 in waist circumference® 10
Change from baseline in HbA ;. 7

Change from baseline in systolic blood pressure 6 8

Change from baseline in SF-36 PF score 7 9

Change from baseline in IWQOL-Lite-CT PF score 8 10

a. semaglutide 2.4 mg versus semaglutide 1.0 mg in trial 4374. b. semaglutide 1.7 mg versus placebo in trial 4382. All
tests in the hierarchy were based on the primary (treatment policy) estimand.

2.7.3.154 EMET Y R4 > FOFERICRE L - #5HET
2731541 ;B At estimand

AR LTZTRXRTOI Y RARA 2 MZHOWT, 1B T $F estimand Z M3 2 72 O O AT % it
L7z, AT, 18 J7#E estimand Z #4572 0 O@EHGHEO T RARA » M RO TfHEOT L KR A
v NOWEHEITFRE QoD T T A~ —x 2 RiRA Vb OEEfNT 2 & Te) Lk 5,

EHRMEOLIY FRA > b

HHHEO T RARA > NOfITET VL, B0 iz BEEDREE L, irtgo= K
WAL FDON—=AT A AMEZRIERE LT LH8FEE G580 (ANCOVA) 1 & L7z, 43823 ERT
L ERIRT QAERFOAIIC LV ER) FBMOBEERE LTEDL, 4374 BT, JEhl
¥ (BEABERISHE O G K OV HbALc IZ LV ER) KOO DRTORZAAEM ZBIMOEENR &
LCED, EsE GBI bE~Z LT K24mg &7 TR EDLE) KORIKT
4374 BRICBIT DB~V F K24mg L~ 27 LF R 1.0mg & Okl 4382 RICBIT S5~ 70
FR17mg &7 7R EDHEK) IZOWT, {BRMZOHEEM (ETD) XIXIAHEH O L O HEEE
(ETR) % O] 95%EEX ML O pfE L & bR Lz,

ZEQTVERSA b

Tl (VAR H—) O RRA  NOFITET VIE, B0 AT b IBR A BESRE L, &
BrstBoo—y KARA V NOR—=ZAT A Mo WERELET LR RT 4 v 7 EYFE Lz, 4382 R T
X, ERR QAR OAIIZ LY EFR) ZEMOBEEHERELE LTED, 4374 R Tix, JEhl
¥ (BEABERISHE O G K OV HbALc IZ LV EFR) KOO DRTORZAAEM ZBIMOEEN R &
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LCEWD, Eesrm GRBVWINb e~/ LT K24mg &7 T8AREDHER) K ORIRA LR

374 RBRICBIT L8~V F F24mg Lt~ 27 1F F 1.0mg & OHEE, 4382 BRiCE 1T 5~ 7L
FR1Tmg &7 78R EDHER) 2OV T, A4 v Xt (OR) OHEE A £ O 95%(F #H X [H & T p
e & bR L,

2731542  {r%8 estimand

AMEENZ X, BIRH) ((AR) estimand Z i85 L72#ATHER D 5 b, EEHMICE ENDHEEICET D
T RARA v POFERDODBZ R LT,

EHEDIY RRA > b

HHHEDO T RARA > ME, B0 R LAGEIZRT T 2IREGET /L (on treatment MMRM) - % FHV N CREA
L7, On-treatment MMRM (T3, HEAEZAE D T SN gERET 1B T, &E5& T, BIEAEID 17
SITIRIR DB )0 W AT MO FTALRTERE (RS FIE ST ES B FA) OFiteE TIZE b
HEMDO A2 L=, On-treatment MMRM DT TIE, =2 NRA > b ZIRELE, EEMEHN TF
DI-EEN R OB BEEZED, TN 5T RTUITOWTHREENTANFEGE S Lz, B 598E D
HIEMEITMSZ LTV D EARGE L, [Rl— 4B O RIE MBI 3 UG L 8T8 2 vz,

“EOTYRFERA K
KEICEAT 2 M (LARF—) O RRA > NI, FEENT & R CBEERE KL O B4 5
Oleva VAT 4 v 7 ala & VTR LTz,
273155 RET—2 BRUVERESH
2.7.3.1.55.1 R—RS5A4A VDORAT—2DEY FKL

273151 HEBROT L,

2731552 68 BDOXKANEDIEY KLY

FHEERE O 68 HOBRMEIL, FIAFEETH 2%,E L XPDOGERH Y | #E BEEE 0N %
# 2731917 T, ZONFITBEHEEHROHRE 2L Th Y | #ERE 1IN OBIRIEE CTIXER 55
FERDAEMENR D Z LICHETOMERDH D, T72bb, REIZBWTIX T T bz ib%
TOBEAFIHTEE (AT) | TH2DHA, V=X MEAFERIZBWTIE THID 1T S 71685 T OB
ER KB MT) | D%ERH D,
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% 2.7.3.1-9 68 ENEAEIZE D BHBREDHLE
Assessment  Subjects on Type description Type
at week 68 randomised abbreviation
treatment
at week 68
Available Yes Available on randomised treatment: AT

Subjects who complete the trial on randomised treatment with an
assessment at week 68: Includes those that stop and restart trial product.

No Available but discontinued: AD
Subjects who discontinued randomised treatment prematurely but
returned to have an assessment at week 68. These are also called
retrieved subjects

Missing Yes Missing on randomised treatment: MT
Subjects who complete the trial on randomised treatment without an
assessment at week 68: Includes those that stop and restart trial product.

No Missing and discontinued: MD
Subjects who discontinued randomised treatment prematurely and did
not return to have an assessment at week 68. These are also called non-
retrieved subjects

B A estimand IZH (T4 68 BORANEDE Y L
68 DR ATRE/R T X TDT —# (AT L OVAD) % T 68 DO KMIME (MT L U'MD) % #i5E
L. fiZE LTEIC S E = RARA v bEREM L7z, F2 (5 GED estimand OREHIIE, LA FICH
WAL EERMEEA A L, BEDHTIC L o> TEEMT O ROLEMEZ M L7z, FZ estimand
2% D EEAHTEIEIX, retrieved subject (235 < ZEAH5EIE (RD-MI) & L7z, Non-retrieved subject
(MD) @ 68 D KBPOIKEIZHDOWTIX, ENZNOEY 1T ST B HRED retrieved subject (AD)
OBRMEE FHWTHEZE LTz, Z OMisEiE. on-treatment BLELIF H o 68 1 XL U BiiOIKE ORI Al 6E 72 fx
% ORI T OBMIE (last available observation on-treatment: LAO-OT) D% A X > J R T > 7=, 68
RELZEI D AHTTRE T Ch o 7o BRE OREO RPN HOWTIE, [ UHERGFITED 1T b= g8E o
2B, IO AFTER T OBUANEAFIHI FTRE Th D kB A (AT) @ 68 HOBRIEN OOV 7F Y 7
X0, RO FIETHITE Lz, 43823 BRTI, retrieved subject DFIEMN A+ Th o 7272, FHiIZ
BUE LI BB EICTE . B0 AT S8 GRER OV LAO-OT D% A X ZIC X b T Il a1T -
7
JREE T Tl IR IR OEREIMOBEN B~ 7 VT R 24mg & 77 AR EOMOXLLOHEE
I RIF TR LG L7z, LN OREST 2R L7
e Jump to reference % H 5% (J2R-MI)
o Sacks (2K D H —4li5EIE" (SI-SI KT S2-SI)
e Tipping-point Z HEAfi5E1E (TP-MI)
e In-trial MMRM
o OSHEMNKANETH ST EZ ) VAR X — LT 2T (TMEDO= > RARA > MZOHHE
)
{69 J7#t estimand (2 W72 EiE 2 [ 2.7.3.1-4 (RS, #5815 OUEREE AT O FEMN 345 3R O 1R R
FEE A FICELE L7 (Module 5.3.5.1)

T
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2.7.3.1-4 B Et estimand TR ULV =##5EE
Multiple imputation using retrieved subjects (RD-MI)
Semaglutide AT > MT
24 mg AD >| MD
AT > MT
Placebo -
AD = MD

RD-Ml is done by timing of randomised treatment discontinuation
TP-MI is done by adding a tipping point to the imputed weight measurements for semaglutide 2.4 mg

Jump to reference multiple imputation (J2R-MI)

Semaglutide AT4AD MT+MD
24 mg
Placebo AT+AD > MT+MD

Single imputation as done by Sacks (S1-SI and S2-SI)

Semaglutide AT LAO > MT
24 mg AD LAO + 0.3 kg/month > | ™MD
S1-SI:
AT LAO -> MT
Placebo
AD LAO + 0.3 kg/month > MD
S2-SI:
AT LAO > MT
Placebo
AD LAO > MD

LAQ: Last available observation irrespective of whether on randomised treatment or not

An arrow indicates from which group an imputation is done. AT = available on randomised treatment; MT = missing on randomised
treatment; AD = available but discontinued; MD = missing and discontinued; TP-MI = tipping point multiple imputation

{18 estimand [Z& 115 68 BN RANEDE Y kL

On-treatment MMRM TiE, ME{EZAEI D fHiF S -gBRE 2B W T, BEKT. BEARIV T Sh
TR DI O I U O FUIRT B OB £ TICBE O N IEEO R &2 R Lz, REICET 5
TfEO= Y RARA Y MBI LT, 68 B OERENKENETH > - HBRFIZONT, [Hx OBERE DR
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A MMRM 226 FHIL, FOMEAEFAWVT 5%, 10%., 15%K% O 20%LL FOEERD O L AR Z2—T
HHME MRS LT,

273156 Y I I —TRIOKRERLOFHE

P 7 TN —TBIOEIEOFHMIE., FRBROR—Z T A D 68 HE TORELENE (%) (2o
T, FLIbHREH B VR ZEOHEE 2 AW TITo 72, B 23T O EME TR RN —
BELTRDODLNDIDEDEFTHIT 5720, X—AT A4 UinbOEREZEER (%) OERERIBIO YT %
Fhi L7e (#£2.73.1-10) o 7 7 —T AT, 4373, 4374 KO 4382 s BRI\ T, 1R
estimand |22\ T D HENE L 7=,

VT TN —T RN, BRI L2 273155 IR LI b O LR OFEERWTEmR L, KT
—H DWW, EEMRNT & FREOMTEEITV, 1000 HO5EET — & v b E/ER L7z, 1000 f#D5E4
Tty MZOWT, B, 37 7V —T RN E Y7 70— L OO AAER Z EEZ R,
R—RAT A V%A &L L2 ANCOVA 7 /L% AW THAT L7z, 4382 3B Tix, J@hllk+ (2 AlpE
PRIGOF I LV ER) ZBMOEEDRE LTED, 4374 BRI, J@RIRT (R OERPEED
B 5 OV HbALe IZ KV EF%) K OVERIR T O HAR M Z2 8O EE R E L TE DI, Rubin DJF
5% T 1000 DTS R &2 fcE L, #HERIZ1T > 72,

KIRHTTIX, BV 7 7NV —TNOIGREZOHEEE K OZ D O5%EFHXME . KEON—2F 1
DB (%) OFHOHEEMENRR Lz, 7 7 —TMIZEN W2 EICkT 2RE (T72b
B RREZICY 7 70— TR TTEODBR RN & W D IR D E) &, SREHEEEIZ OV T
To7-, H—ORBRIZBIT D> TV D A[REMEOH DR (RIS 7 70— T ORI D 720 GE)
IZE VBT ERNEOND U A7 2T 5720, TXTORBROME N ZBE LT, SRR
2N,
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% 2.7.3.1-10 KEOA—RSA UM LDEILEDOFHBEICRAWN =Y T IL—T
Subgroup Trial 4373 Trial 4374 Trial 4382
Sex Female
Male
Age (years) <65
>= 65
Region Europe Europe Not applicable
North America North America
South America South America
Asia (excluding East Asia) | Asia (excluding East Asia)
East Asia East Asia
Africa
Country Not applicable Not applicable Japan
South Korea
Baseline body weight (kg) |<90 <80
90 -< 100 80-<90
100-<115 90 - <100
>=115 >= 100
Baseline BMI (kg/m?) <30
30-<35
35-<40
>= 40
Baseline renal function Normal (> 90) Normal (> 90) Normal (> 90)
(eGFR, mL/min/1.73 m?) Mild RI (60 - < 90) Mild RI (60 - < 90) Mild RI (60 - < 90) or
Moderate RI (30 - < 60) Moderate RI (30 - <60) or | Moderate RI (30 - < 60)
Severe RI (15 - <30)
Glycaemic status Normo-glycaemia Not applicable Normo-glycaemia
Pre-diabetes Pre-diabetes
2D
Dyslipidaemia Yes
No
Hypertension Yes
No
273157  HIJIL—TROEBHERE O

BOHEICE#E T 5 R A MIOWT, B#T 587 71— RNCFRl I BT 5 2 LIT &
STl 21T o7, ®Ge Lic=y FARA » M ROBEEST 27 7 v—7%3 2.73.1-111Z7R/7, 278
BEIRIG & AT DA & A SIS O 5 DA AN BT DI 4382 B DA TH 572D, 24
FEIRIG B3 57 7 L—7 ﬁﬁi%mﬁ%f@&%mbto@%\%ﬂﬁﬁfm\ﬁﬁT@%ﬁ
FHINR—=2 T A VRHIZ 2R A A L TR Y | IRBREREEFICIR LTV 2 2EMICB T
HbAlc DZALDRRES S 2 TUWEIR I 2 A3 5 BRE L TORMM & 72 5, 4373 FBRIZITHEIR r%ﬁ#é
BERE VT AN BTN R,

AREET T, in-trial B1E2H [ OB HIE
LT, _"—=RF A kT D HIZo0N T,
WTHER LT,

ZRLIRHICES L7c, IREICBIES 2= RARA > M
SRR 28) e OMEEVEAR 72 C 7 < S n[ 28 J OVE B RS H
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= 2.7.3.1-11 ABHHEREDND T Y FIRA Y FRUS T IL—T
Comorbidities  Trials Endpoints Subgroups
Hypertension 4373 Change from baseline at week 68 in:  Subjects with high blood pressure (systolic blood
4374 e Systolic blood pressure pressure > 140 mmHg or diastolic blood pressure
4382 e Diastolic blood pressure > 90 mmHg") at baseline (yes/no)
Dyslipidaemia 4373 Change from baseline at week 68 in:  Subjects with abnormalities in lipids (LDL
4374 e Total cholesterol cholesterol > 140 mg/dL, HDL cholesterol <
4382 e HDL cholesterol 40 mg/dL or triglycerides > 150 mg/dL"?) at
e LDL cholesterol baseline (yes/no)
o Triglycerides
T2D 4382 Change from baseline at week 68 in ~ Subjects with HbA . > 7.0%"3 at baseline
e HbA| (yes/no)

HDL: high-density lipoprotein, LDL: low-density lipoprotein, T2D: type 2 diabetes
*1 Criteria for diagnosis of hypertension according to ‘The Japanese Society of Hypertension Committee; Guidelines for the
Management of Hypertension’

*2 Criteria for diagnosis of hyperlipidaemia according to ‘The Japan Atherosclerosis Society; dyslipidaemia treatment guidance for
the prevention of atherosclerotic diseases’

*3 HbAic <7.0% is the Japan Diabetes Society target for prevention of diabetic complication.

27.3.1.58 4373 R 4374 HERD JASSO HA K5 A VIZE DK BHERIZE T3 HED T

27312 ITRT L 91T, 2 o OEBEERRER (4373 004374 3UBR) ORRBRR R KRIE BN
DHA RTA N> TRESNTE Y, 4382 BROMREM L 0 IKHEH R PR LR S MAAN B
oo ZO7¥, 2 OOEERILFEFERTIE, —EHOAET Y RBRA 2 MZHOWT, JASSO T A KT A~
(IS EHERTOE~ 7 A F K 2.4 mg DHIEDFHE 1T 572 (JASSO #A KT A NZHS <
SEFOEFITE 2.7.3.12107F)

T ORI AT TIE, 2731541 BUTR LI 1At estimand O & [RERO AT F-1k
EMVe, KT =213, FRBROT N TOPIRE OF — & &2 FV T RD-MIC L Y 4fi5e L7z
(273.1.555)

2.7.3.1.5.9 BHARAEHA KRBT 5E0MERO—EMICET 585t

4373, 4374 KON 4382 BRBRIZEBEILARRER & L CSEhE L7z, 2EMOR R %2 B AR NERIZ @I SMF
T 570, TEEEILEERICET 5 HANE 2 HITHOWT] SKROICH-ES A RIA4 v 6IckkS&, H
AN & 2L T 5 AR OZEMEORE RO —B M &2 438 TR LT,

3 OOEFEILFRFBRICIN T, HARAEN & REMICEIT 5 —2 T 4 VR OBRE S & (X—
AT A v ONRVEER J OFMAPERIRIZEER) OFRIMEDOFAM, 72 5 N HARANER & 2EMICB T
DA IE R OV EMEORE RO —EVEORM 2 e L7z, Mabi R £22.7339 HIORT, AARANER L4
HEHIZB T 5 A FEFERORBURDIUCEE T 5 —BHEORFHE ROV TiX, Module 2.7.4 [ZF# 3 5,

BARABERE R DT

MEFRILFEIEBRICBI T 2 AR E 2 FIZHOW T I2ES&, 794~ = RBEAL b [(R—2
TA G 68 E TORELEIE (%) KO 68T 5%LL EORERD & Ak L7-95rE) 12k 5
T~ 7 NTF R 24mg DIREHR (FT78AREDHER) 2O T, 2200—EHOEHEL v, HARA
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M & 2EMBETORBEO—BMEOLMEL - THRZE T L (£273.1-12) . 25 OMEERHN
5. BHE L7 HBOWERF I L . BARNER & 2EH, KO _XCToMg [EH T8 LR
DELND EEZ LIV,

*2.7.3.1-12 —EBMEOREEE - HER
Trial ID Endpoint Probability (%)
Criterion 1 Criterion 2
4373 Change in body weight (%) 98.1 >99.9
Body weight reduction > 5% 95.7 99.9
4374 Change in body weight (%) 96.4 99.2
Body weight reduction > 5% 93.7 96.9
4382 Change in body weight (%) >99.9 98.5
Body weight reduction > 5% >99.9 95.4

Criterion 1: at least half of the overall treatment effect is maintained in Japanese population, as measured by the treatment difference
(relative change in body weight) or the log odds ratio (achievement of body weight reduction > 5%)

Criterion 2: the favourable treatment effects are observed for all regions (trials 4373 and 4374) or countries (trial 4382).
Regions (trials 4373 and 4374): Japan, Europe, North America, South America, Africa and Asia (Other than Japan)
Countries (trial 4382): Japan and South Korea

The probabilities were calculated under the assumptions as for the power calculations for entire population of individual trials and the
assumption of no treatment-by-region/country interaction.
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2732 EROABRFEROERN

ARIRIZIZ, 4373, 4374 KM 4382 i BR DK R OBHI 2 5Ll T 5., TRIZITFE L LT, BT A( o

TR E ANEDORE R (MEE D RABRA > ) ZoRd, MEAOF 2 FIRER K O 3 FRRBR
(4153, 4375 k104376 ki) DOFRERT A K ORE R OFEMIEL Module 2.7.6 IZFE#i T 5. 55 3 FHAER
DA ZNEORE R BT 2 FE 722 FE b & ORI o0 beigl X 2.7.3.3 THITR T,

ARIEOZEHKNZIE, 3 DD 3 FHatER D 332 estimand T o 72167 5 &t estimand % F 7= RS SR 4 0=
T AR R TR U2 SRR DV TE 2.7.3.1.5 HITR T,

LEVEORERIL, R LZEMEOME (Module 2.7.4) J O BR O IABRIE A IR T 5,
4373, 4374 KON 4382 BBR CUUE L 7= T — 2 |25 & | GBI REE T & 2 i (R HE S Amm Bk
#F (4374 B O T X TOHERE L O 4382 RO —EH OHIRE 1T 2 WpEIRW A F T 5) TiX, Aml—
%%@Ltﬁ%&@%%@@;@ﬁm X AMEIEE L LTOE~ 20T R 24 mg D 1 RGO

HIZRFCThoTe, B VF R 24mg OREMEJROBENET 7 7 7 A /WIE, GLP-1 ZHFAEVES)
%T%ﬁéﬂé%@fhb\ﬁﬁ®$%éhﬁW%ﬁ IRO N oTe, bEBEICHRE SN
FEFGZIIEBHEEOFEFRLHTHY . 77 RE2EGE LIHRE L L T~/ LT R 24mg &
Beh L7 CRBEEICHE S, BIBEEOAFERO K /IIIEEE T, EAE L IT8RE XX
FEEETH Y, [ LIZZ EAHER SN, 3BROVWTRTYH, AEERIC L 0 IEBRERSOHIEIC
BT WREORIGIL, 7T BRERG LIRE L L T~ 7 LT RN 24 mg 25 L9k
TELl, ZTOEFEICEBEEOEEFRILLLDOThHo72, 374D~/ VF K24mghEL
TNV F F10mg BEOM L4382 D~ 7 VT R24mghtlE~ 7 /LT K 1.7mg BEDOR T,
BEVET T T 7 A T B NREWVITRD DR o7z,

2.7.3.2.1 4382 F{B&

HWER NE2MEOR RO ERIL, 1RBRREREE (43823 5k (Module 5.3.5.1) Section 2] K
Module 2.7.6.10 (27”9,

e
HT VT AT IR A A5 Uizt~ 205 [ | 5 O RE 0% At

B &
FHEAM B/ AF R 24mg il 1B FRGOEREICHT 205 % 7 728 L T 5,

RIRHY B )2 LR IR T,

o LI NATF R24mgil 1 FIE FERGOLMERY A KT, BRMT v N0 L5, BEH &
OMREICEET 2 Z2DMD 7 7 7 Z =TT 250585 77 AR L ik 5,

o B~ JNF R24mgifl 1 B FHRGOZEEROEREEZ 7 78R L KT D,

o LBV INAF RI1Tmgill 1 BIEZ FERGOKE, LIMERY AR, BRET ¥ I L5,
RBEOEREICEET 2Z20OMO 7 7 7 # —IZxtT 280852 7 7R LT 5,

o B~ JNF K I1Tmgil 1 BIE FHRGORZEEROEREEZ 7 78R L KT 5,
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4382 FRBR TI, RN ESUTERMERE QIR 2z A4 5 UIA S22 2RI, hnl—%
HIR L7e R F RO EE EOHINNS T 2MIREL LTOE~ 7 VT FoRG 2R LT,

HEBTHA URUFE

43827 ERIT, B~/ F F24mgil 1 B FHRE L 7T vRHE 1 REREGELRSNTE~Y 7 VF R
1.7 mg i 1 [RIfz FH#eb-& 77 AR 1[5 2 i3 5 68 M, EAEREHIV A1), “EHER, Y7tk
mﬁ%\4ﬁ\§M§ﬁﬂ\lﬁﬁﬁﬁﬁf@otoﬁvﬁ»ﬁ$24mﬁ$0@m%@§5%%f
m\mﬁ%@ﬁgﬁﬁﬁﬁ@%\%ﬁ%%%ﬁﬁﬁﬁﬁb(ﬁ?ﬁw?Flh@ﬁT %, 12RO
MR O%, MR EL Se R E) | FBE/ TH%IC 70 M o F&% A 4% TLOEW%
EO T END AARAEEBRE DO B, 180 % CT A% v v 2 Elid 597 7/ — 728D 5 it
koik\ﬁ%%ﬁ@ﬁﬁéﬂéﬁﬁk%ﬁ%®?%\Wkum@ixﬂ)%:/ﬁﬁpaﬁﬁkb
T 2RUEIRI &2 AT DR & HEHE & LTz,

wERE

W AE SIS Q ANEIRF A AT 5 XITA SR 401614, 4:1:2: 1 OHETE I L
FR24mg, 77ER, B NTF R 1.Tmg XiZ7 7 BROELOWT NI IEIESIZE D ()72,
LR 51T, D EIGIL 36.9% Th o7z, AARMOREECTHRBRZ FEli L, #HREI3~T7
T NThHoTe, XR—ATA UOFEIREIT87.5kg TH YV, ¥ BMIIE 31.9kgm?> ThHh-o7-, 17e<
EH 1 OOAPHEIE, IBERFEIEME (AARDR : X% 2 BEERF) Thod 2 L a8 ENED |
DL LD, ZNLOEIHEL AT HHERE ORIGITE o7 (FNER 86.3%, T4.6% M T
24.7%) o ZFOMOEPHEITIT, FET Va3 —ANEREMIITRE (44.6%) . @RFEIIE - JFE (35.2%) .
RE (14.0%) | PAZEMEREIRIFIENEIAEGERE (10.0%) | JEBEMEAEMERREEE (10.0%) | HHE - 18
PEPAZEMERIR B (6%) ENEENT, AFFLRICL VIEBRER G2 HIE LI-RE ORI G, B~
NTF R24mghE, B~ AT R 1 Tmg RO T 7B RBETENEN 2.5%, 3.0%&K N 1.0%TH -7,
BB OE G 25T LIEWBRE 0BG, B~ F R24mght, B~ AF K 1 ImgER T T7&
REECTENZI 93.5%, 92.1% &L 97.0% TH Y, B Z5E T L7I-#BRE OFIA X2 E I 98.0%,
98.0% M X 100% CT&H > 7=,

BOHEOBER

T4~ = RRA » FROKEEE D o2 —2 0 RBRA v FOWTRICONT S, B+
NTF ROTZ /R HEEMESREES L7z (£2.732-1)

NR—=2AT7 A 05 68 ETORELIME (&) OHEEILZ B~ 27 F F24mglET-13.19%
(-1125kg) . B~ ZNF R 1.7mg#ET-9.65% (-8.19kg) KT 7 BREET-2.12% (-1.70kg) TH -
72

5%LL EORERD 2 Bk Lo BRE OFIS X, B~ F K24 mgBET 82.9%, B~/ LF K
1.7 mg BT 724% % 7T B AT 21.0% Th o7z, 10%LL EOREFA Z 26k L 7o OFIA 1%
B 7 NTF R 24mgBET 60.6%, B~ 27T R 1L.TmgHET41.8% K N7 7 EARHETS5.0% Th ol
15%LL_EOIRERD % 2Rk LT BRE OEIAIEL, B~ 270 F F24mgBET40.9%, B~ LF K
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1.7 mg BT 24.5% K O 7 Z BARFET 3.0% Th o 72, KEBADIZHEN, V=X MNEEEITEY LT R
24mgBET 11.05cm, B~ 7T K 1.7mg# T 7.66 cm L7 7 2 HREET 1.79 em b L7z,

5 2.7.3.2-1 FLEMEDIER —AE A E estimand (4382 5XER)
Estimate [95% CI] p-value alpha Hypothesis Conclusion

Primary endpoints

Change from baseline in body weight (%) at week 68
Sema 2.4 mg — placebo ETD: -11.06 [-12.88; -9.24] <0.0001 0.05 Superiority Confirmed

Subjects who achieve at week 68 (y/n) >5% body weight reduction
Sema 2.4 mg / placebo OR:21.72[11.27; 41.86] <0.0001 0.05 Superiority Confirmed
Confirmatory secondary endpoints

Subjects who achieve at week 68 (y/n) >10% body weight reduction
Sema 2.4 mg / placebo OR: 31.67 [12.15; 82.58] <0.0001 0.05 Superiority Confirmed

Subjects who achieve at week 68 (y/n) >15% body weight reduction
Sema 2.4 mg / placebo OR: 23.59[7.13; 78.01] <0.0001 0.05 Superiority Confirmed

Change from baseline in waist circumference (cm) at week 68
Sema 2.4 mg — placebo ETD: -9.26 [-10.96; -7.56] <0.0001 0.05 Superiority Confirmed

Change from baseline in body weight (%) at week 68
Sema 1.7 mg — placebo ETD: -7.52 [-9.62; -5.43] <0.0001 0.05 Superiority Confirmed

Subjects who achieve at week 68 (y/n) >5% body weight reduction
Sema 1.7 mg / placebo OR: 11.08 [5.53; 22.22] <0.0001 0.05 Superiority Confirmed

Subjects who achieve at week 68 (y/n) >10% body weight reduction
Sema 1.7 mg / placebo OR: 13.57 [5.01; 36.74] <0.0001 0.05 Superiority Confirmed

Subjects who achieve at week 68 (y/n) >15% body weight reduction
Sema 1.7 mg / placebo OR: 10.02 [2.87; 34.94] 0.0003 0.05 Superiority Confirmed

Change from baseline in waist circumference (cm) at week 68
Sema 1.7 mg — placebo ETD: -5.87 [-7.83; -3.91] <0.0001 0.05 Superiority Confirmed

2.7.3.2.2 4373 A BR

HWER NE2MEOR RO ERIL, 1RBRREREE 43733 Bk (Module 5.3.5.1) Section 2] K
Module 2.7.6.11 (27”7,

T

Z3]
AR E ST E 2R & Lt~ 70T R 2.4 mg i 1 [ 5- 0 F K V2

B8
TEAR B~ 7T F24mgil 1 R TRGOREISHT 80RE 7 7R LT 5,

BRI H 9% Ll FIsR T,

o EV/AF F24mgil | EE FEEOLMERY A2 BT BRIT 7 A SR, B
CEEICBIET 52007 7 7 4 —IThT 5 MEE 7 LR & Wi 5,

o I NTF R24mgill 1 0% FEGOREER OERMEE T TR KT 5,
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4373 FABR ClIE. BN E I IERERE 265210, hu ) —ZHIR L5k OCFRIEEEOREINIC
ST AMEERELE LT~ AT OB RS LT,

HEBRTYA ORUAE

4373 BBRIE, 68 ], MEMEREID 1T, “EHEM., TR 28 WATHEM, Zha It
I%ﬁﬂﬁ%?%oko@m%®&5%%?ﬂ\mﬁ%@%iﬁﬁﬁﬁ@% MeRF A 5238 W%ﬁ
L. HB&EHTHRIC 7T HBEOFEMENH 23T 7, EAELE DT ShogmEO— (140 41) <
X, A7 V== FRER OB G4 T RIS E IR R 2 8 L =X E Y (DEXA) 128V FF
fili L7z,

HRERE

2 BUBEPR IR 2 A S 72 OB R B U T IR SR 1961 6%, 2 : 1 DR TE~ 7T K 24mg XiFx7 7
T ROEGDOWT I IEEBIZEN (1T 7,

EEFEEL 46 5T, LMEOEISIL 741% Tho7c, BN, TVT AN BAS T 7V HRT AV AN
KR AR=w 7 /FT7 U ROEEIE, TNENT5.1%, 13.3%, 5.7% &N 12.0% ThH-olz, N—R 7
A OFEIREIT 1053 kg TH Y . ) BMI L 37.9 kg/m? TH - 7=, RKRBROYHRE O K21, 12
YL EOREICB#E T 5 G0HEA A LT e, #BRE DA L OO i BE 3 2 A 0HEICIX, IEE R
HIAE (37.0%) . miE (36.0%) . SEMEMEZETCVEREBIETE (14.0%) | PAZEM:MERR IRp ML E R
(11.7%) | Wi 2 - BHEPAZEMENRE (11.6%) . FET v a— LV MRIIFRE (8.3%) . ZFERMEIRE
FEWERE (6.6%) ENE T, AEFRICLVIBRERG 2P IE LEEREORSIX. BT R
24mgBET 7.0% KT TR T32% Thole, WREDOREGZTET LILHBRE ORI GITE~ 7 LT
R24mgBEL T T B RBETENTI 82.9% MK N 77.6% TH Y, a5 T L-#rE 0B/ IIENTE
1 94.9%K 1 93.0% TH > 7=,

BOHEOBER

T4 <Y = FRAV MRORGEERE I o Z ) — 0 RRA  FOWTRIZONTH, B+
VT R 24mg DT T wRITHT HEEMESREES L (R 2.7.3.2-2)

R—=AF A 05 68 ETORELE(IFE (BbE) OHEEEIL, B~ 7T K 2.4 mg B T-14.85%
(<1533 kg) MOT T BAREET241% (2.61kg) THoT=, 5%LLEOKRERD & L L - 98E OFl
A, BT R 24mgBE T 864% KL VNT 7 EARIET 31.5% Th o7, 10%LL EOMRERD & ik L
THRE OEISIX, B~ T R24mglET 69.1% &K T 72 ARFET 120% Th o7, 15%LL EOKE
WD 2 R LR OEIA 1L, B~ A F F24mgBET 505% K N7 T REET 49% Th o7, 1K
EE ISR, T2 X FEAEIIE~ 70T R 24mgBET 13.54em KOV T EARBET 413 em I8 L
7oo WUHEHAIME !X, £~ 27 0F F 24 mg BT 6.16 mmHg X N7 7 B AREET 1.06 mmHg (X F L7, H{k
BERED A 7 (SF-36) DX—RA T A inbOEMNE (B~ 70T K24mghf : 221, 77 BHREE:
0.41) K OV IWQOL-Lite-CT @ physical domain score DX— A 7 A b OHNE (B~ 7 /vF N 2.4mg
B 14.67, 77 R/ARE:5.25) [ZHESEX, BT N 24 mg BB D HIREEREOSEN RS
72
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% 2.7.3.2-2 FLEMEDIER —AE A E estimand (4373 5XER)
Estimate [95% CI] p-value alpha Hypothesis Conclusion
Primary endpoints

Change from baseline in body weight (%) at week 68

Sema 2.4 mg — placebo ETD: -12.44 [-13.37; -11.51] <0.0001 0.05 Superiority = Confirmed
Subjects who achieve at week 68 (y/n) >5% body weight reduction

Sema 2.4 mg / placebo OR:11.22[8.88; 14.19] <0.0001 0.05 Superiority Confirmed

Confirmatory secondary endpoints

Subjects who achieve at week 68 (y/n) >10% body weight reduction

Sema 2.4 mg / placebo OR: 14.68 [11.08; 19.44] <0.0001 0.05 Superiority Confirmed
Subjects who achieve at week 68 (y/n) >15% body weight reduction

Sema 2.4 mg / placebo OR: 19.26 [12.89; 28.76] <0.0001 0.05 Superiority Confirmed
Change from baseline in waist circumference (cm) at week 68

Sema 2.4 mg — placebo ETD: -9.42 [-10.30; -8.53] <0.0001 0.05 Superiority Confirmed
Change from baseline in systolic blood pressure (mmHg) at week 68

Sema 2.4 mg — placebo ETD: -5.10 [-6.34; -3.87] <0.0001 0.05 Superiority Confirmed
Change from baseline in SF-36 Physical Functioning score

Sema 2.4 mg — placebo ETD: 1.80 [1.18; 2.42] <0.0001 0.05 Superiority Confirmed
Change from baseline in IWQOL-Lite-CT Physical Function score

Sema 2.4 mg — placebo ETD: 9.43 [7.50; 11.35] <0.0001 0.05 Superiority Confirmed

2.7.3.2.3 4374 A B&

HWER NE2MEOR RO ERIL, 1RBRREREE (43743 Bk (Module 5.3.5.1) Section 2] K
Module 2.7.6.12 (27”7,

T
A

NS}

TUMERI 2 A9 DR E IR E 2R L Lict~ 7 F R 24 mg il 1 [R5 OB R K OV

oy
H;

B &
EHEAM v /T F24mgill | B FREGOEREICHT 5808 % 77 0R L LT 5,

RIVRI) B B9 % LLRISRT,

o LY/ F R 24mgil 1K FREOLMERY A2 NT BRAT T b 2GR O
Y b= UCKTT 28R E T T AR L KT S,

o Ev/AF K 24mgill | FR G OERE BT 3 ISR 50 E £~/ AF R 1.0 mg
S 152 N Rl = o 13 B

o T/ AF R 10mgil | EE FEGOMEDY ha—cstd 28055 77 2R L kT 5,

o I NTF R24mgill 1 0% FEGOREER OERMEE T TR KT 5,
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4374 RBRTIE, 2 BBEIRIR 2 A DR ESUINERM R A 22U, e Y —2HlR LI s kO
HIREB EOINI T HMiRIEE LTOe~ 7 VF FOREEZRF LT,

HEBTHA URUFE

4374 7 BRIT, 68 M, EEAEREIV AT, ZHEEMR, ¥ NFI— TR sk, [E
%ﬁﬂﬁ%f%ototvaw%bzm% e FHRE 7T vRE T 5 2 Li2ax, 2 500K
OO~ 7 NTF RO T 77 e, kOt~ 27T Ro2 HE (1.0 mg K
24mg) DREICHTIHMBEOEEZHME LT, B~ ATF R 1L.O0mghtzas%T7-, B~ AF K
2.4 mg BED 68 W OF G TIE, 16 WO EWHEHIR O%, MRFAELZ S2#EMEG L (<2
F R 1L0mg BETIE, 8O EWIEHIMO%., MM EL 60 WKL) | &E5& THRIC7THEMD
FEL A I 25T 7=,

HRERE

2 RUBERIG 28 3 2R E U RS 1210 6%, ¥ 70 Z I —iEZAWT, 1:1: 1 0kFETE
~ZNVF R1.0mg, E~Z/VF K24mg LT 7 EROELGOWNTINTEIESIZEND (117,
SEEFERL 55T, BMEOEISIL 509% Tho7c, BN, TVT AN, BAS T 7V HRT AV AN
e A= /T T U ROEEIE. TNEN 62.1%, 262%, 83% &N 12.8% Tholz, N—RAF
A VOV EIZ 99.8 kg TH Y, ¥ BMIIL 35.7 kg/m? Th o 7o, RRBROPWERE O KEBI31E 2 SLL
ORI B T 2 A OHEEZ A LT e, 2 BUBEIR I LA O BRI BRI S 5 A OHEIC I, &l
(70.1%) . JEEREIE (68.3%) . FET /L a— LPEIEIAITFRE R (21.6%) . SEMEMEZS L B fiE
(16.2%) . PAZEMEMEIRFFEEREEGRE (14.5%) . EEIRGEER (82%) HFXREENT, AFFRICE
DIRBREE P 52 P L2 BRE 0BG, B~V F R 1.0mghE, B~ 27T R24mgBER N7 T &
RHETENEN 47%, 6.4%K N 32% Tholz, WREORL LT LIEREORSIX, B~/ T
F1.0mg#t, B~ 7 VF R24mg RN T 8RB TENEIL 87.8%, 88.4% K TN86.1%ThH V. ik
Z5ET LTHRE OBIGIXENZEI 96.8%, 96.8%K TN 95.0% T -7,

BOHEOBER

TI7A4 <Y = FRAV NRORGEERE I o Z ) — > RRA V FOWTRIZON TS, B+
NTF ROT T /RICHT HEBEMESKRGES vz (£2.7.32-3)

NR—=2T7 A 05 68 E TORELIME (BfbE) OHEEMEILZ, B~ 27 /F 8 1.0 mg #£T-6.99%
(-6.94kg) . B~ /LF K24 mghtET9.64% (-9.67kg) MOT 7 HAREET-3.42% (-3.54kg) Th -
72

5%LL EORED & R LT ERE OEGIX, B~ LT R 24mgHET 68.8% KN T B REET
285% T o7, 10%LL EORERD & 2k L7 RE OEIGIL, B~ 27T R 24 mg#E T 45.6% K& D
7T REARBET82% Th o7, 15%LL EOMRERD & 2k LI #BE OEIGIL, B~ 7T N 24mg it
T258% M NT T ERBET32% ThoTe, KWEBAIZMHEY, v=X MNAFREIZE~ 7T R 2.4 mg Bt
T9.40ecm KON T BREET 4.52em i) L7z, HbAle DI FEIZ, B~ 71T K 2.4 mg BET 1.60% M
U7 7 EREET037% CTh o T, WHEHIMEDKRTEIZ, B~ 27 0F R 24 mg BT 3.92 mmHg KO
72 AREET 049 mmHg TH o7z, HIEKEEEDO A 2T (SF-36) OX—ATZ A UnbLOEINE (B~ 7L
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F R 24mght : 2,52, 77 BAEE: 0.99) KO IWQOL-Lite-CT @ physical domain score DX— R 7 A >~
NHOHMNE (B~ 7 0F R24mghE: 10,12, 77 BAREE:529) IZESE, w7 LF F24mg ikt
2B T 2 HIRBERE DUCED R ST,

% 2.7.3.2-3 FLEMEDIER —AE A E estimand (4374 5XER)
Estimate [95% CI] p-value alpha Hypothesis Conclusion

Primary endpoints

Change from baseline in body weight (%) at week 68
Sema 2.4 mg — placebo ETD: -6.21 [-7.28; -5.15] <0.0001 0.05 Superiority Confirmed

Subjects who achieve at week 68 (y/n) >5% body weight reduction
Sema 2.4 mg / placebo OR: 4.88 [ 3.58; 6.64] <0.0001 0.05 Superiority Confirmed

Confirmatory secondary endpoints

Subjects who achieve at week 68 (y/n) >10% body weight reduction

Sema 2.4 mg / placebo OR: 7.41 [4.89; 11.24] <0.0001 0.05 Superiority Confirmed
Subjects who achieve at week 68 (y/n) >15% body weight reduction

Sema 2.4 mg / placebo OR: 7.65 [4.11; 14.22] <0.0001 0.05 Superiority Confirmed
Change from baseline in waist circumference (cm) at week 68

Sema 2.4 mg — placebo ETD: -4.88 [-5.97; -3.79] <0.0001 0.05 Superiority Confirmed
Change from baseline in body weight (%) at week 68

Sema 2.4 mg — sema 1.0 mg ETD: -2.65 [-3.66; -1.64] <0.0001 0.05 Superiority Confirmed
Change from baseline in HbA1c (%) at week 68

Sema 2.4 mg - placebo ETD: -1.23 [-1.42; -1.05] <0.0001 0.05 Superiority Confirmed

Change from baseline in systolic blood pressure (mmHg) at week 68
Sema 2.4 mg — placebo ETD: -3.43 [-5.57; -1.30] 0.0016  0.05 Superiority Confirmed

Change from baseline in SF-36 Physical Functioning score
Sema 2.4 mg — placebo ETD: 1.52[0.44; 2.61] 0.0061 0.05 Superiority Confirmed

Change from baseline in IWQOL-Lite-CT Physical Function score
Sema 2.4 mg — placebo ETD: 4.83 [ 1.79; 7.86] 0.0018 0.05 Superiority Confirmed
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2733 2HBRZEL TORBRDLLER LR
27331 HERAREH
273311  HEREONR

4382 B (R7 U T7HR)

4382 R TIL, RATE T LIRS OF& TS <. HEHECRIEBE CTh -7 (98.0~100%) .
ZOZENS, RBAEUNCER SN2 ARSI, B ROREEDNEAMST b, IBBRIED
BehH a2 T LIZWBREOEIE bENoT2 (92.1~97.0%, #£2.73.3-1) ,

BB G- OMILICE D T TOHMZRTHE Y 7y o, IRBREREE (4382 35k, Module
5.3.5.1, Figure 10-1) 2R d, WIFNOEERH (B~ 7 0F R24mght, B~ 27 0F F LT mg B EL T
TR TH, RBRIERGO T IRTRBRB 2@ L TR Y R<RO b,

BBFER G 2 Ik L2 OFIE1E, 77 RS L T~ 7T F24mg A O e~ 7L
F R 1T mg#ETOTNICE o7z, RRBR T, OPIEMSIEIC K D169 4 Bl ba, s e Rl &2 5
it U 7= 9B X e o 72 (4382 7B (Module 5.3.5.1) Appendix 16.2.1, Listing 16.2.1.2]

BEELICL VIBBRER L2 Tk LR 0B 1TV T NoOREHTHIE» 72, B LF R
DOEEFILZESTEAEELO S H, bEHEEICHRE SN OB BEEOAFRESR (Fic THE
L)) Thol, BREOERLGHILIZE T A EFEFRICHET 53T Module 2.7.4.2.1.4 12777,

&5%7% CEBEDRAHEPR GBI OV THBRE TR LT, %%ﬁ%@@&ﬁ%%? L7z D 9

ARG RICE~ 7 VT ROMFEHE (Z2N 24mg KO 1.7 mg) 12 L TWERE OHIE
XTI 90.9% K N 95.7% CThoT-, 77 EREETIE, TXRTOHEGEET LIEBREICB VT, &
B G ENHIGT DL FARBETH -7 (43827 Bk (Module 5.3.5.1) Section 10.5.2) .

% 2.7.3.3-1 HERE DAR (4382 FHER)
Trial / Subjects Trial 4382
With or without T2D
Total
Sema 2.4 mg / Sema 1.7 mg / placebo
FAS 401

199/101 /101

Treatment completion after randomisation

Treatment completers (%) 94.0
93.5/92.1/97.0
Trial product permanently 6.0
discontinued (%) 6.5/79/3.0
- primary reason: AE (%) 2.2
2.5/3.0/1.0
Trial completion after randomisation
Trial completers (%) 98.5
98.0/98.0/100
Withdrawn from trial (%) 1.5
20/2.0/0

Treatment completion: A treatment completer is defined as a randomised subject who is on-treatment at week 68.
Trial completion: A trial completer is defined as a randomised subject who has completed the final scheduled visit.
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4373 R 4374 RER (EFEHEFEHER)

WTFHNORBRTYH, RBREET LIWREDEEITE . WEHB CTREE TH-7- (93.0~
96.8%) , ZDOZ LD, REROSHEYNCE Sz 2 LRI, REBREROLEENEMT BN,
BRI DOI G252 T LIoBRE OEE b Em <, 77.6%~884% Ch o7 (#£2.7.3.3-2) .

BB G- OMIEICE D ETOHMZRTHE Y 7y b &, IRBRRREE (4373 35k (Module
5.3.5.1) Figure 10-1 X O* 4374 3% (Module 5.3.5.1) Figure 10-1) (27”7, 4373 ikl Q BUBEIRIF A2 A
@W%%%)Ti v 7T ROEGFIETHBRBIEZE L TR 2<RBd b, 77 BREET

. TR G A ik U7 RE OBIG 25 20 W LAREICHIAN U7z, 4374 3R (2 BUBEIRIE 2 A 3 2 #kr
%)T X, WTNOEEGR (B~ 27 A0F R24mghf, B~ 70T F10mg LT 7 8HRE) TH,
IaEREE G- O R IRITREBRHIR 23 U TR R<3R0 bz,

TR G2 Ik L7 0B &1, BB EBRTIIT 7B REEL ik LT~ 7 LT K 2.4 mg #f
TR, 374 R B CIIHKEHB CRRBE Th o7, 2R E LT, hoHIEMFRIC L 5160 OB, /T8
BB T A S U7 g OB G 13IK o 72 (4373 3Bk (Module 5.3.5.1) Appendix 16.2.1, Listing
16.2.1.2 114374 5% (Module 5.3.5.1) Appendix 16.2.1, Listing 16.2.1.2]

AEFRGIZ LV IRBRIER 5% ik LI RE OBIA 1%, 4373 R CIE7 7 B R i L T~
NF R24mgBETE<, 374 BRTIIT 7RI L TE~ 7V F R 24mg AN~ 7 LF R
1LOmgBETE -T2, B NTF ROBEHILICEST-AEFLD L, KbeMETRESNEDL
DIXHEMBEEOEHFEFS (LI TEL) o TEeky o TF#) . TR KO MEf) ) Tho
7oo 1BBEKRGEOPILIZE > oA EFFRICEAT 23T, Module 2.7.4.2.1.4 12777,

B IV TF R24mg B CIREAZFET LICHBRED S b %%&5%’%ﬁmizhgéﬁﬁbt%
B OEIA1E 89.6% (4373 3AER) K1\ 84.0% (4374 BR) Tho7=, 77 BRI CTRIEEGRICE
TNT R 24mg \IZKHET DEED T TR A LI BRE OEIG1E 98.0% (4373 5 8R) K1 97.1%
(4374 73RB) THolz, B14RBROE~ I NVTF R 1.0mgHETREEZET LEWRED > b, KikiEks
RFCE~ 70T R 1.0 mg 2 L7-BRE OFIGIL 94.9% Th o7z, 77 B R CRKEGRICE
ZNF R 1.0mg lZxHET DR ED 7 7 BRI L7 RE OFIA1X 97.7% Th o 7= (4373 iR
(Module 5.3.5.1) Section 10.4.2 & TX 4374 35k (Module 5.3.5.1) Section 10.3.2]) .

4373 B U 4374 FRERD JASSO HA K54 VICE D EBH &M

%B&@%Mﬁ%TEW%%DHHéhtWﬁ%@%m%m%ﬁ%&@%%%ﬁMﬁOﬁ%F?

WIS S ERSEMNTEEY LT- (F£2.7.3.3-2) o WTFENORERD JASSO HA KT A 2D < E45Y
%I_%wf% B A 52T LT RE M OB OB 5252 T L7-iE oBIa 1%, 25EH & R
ETHoil,
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= 2.7.3.3-2 WERE DA (4373 U 4374 5K5R)
Trial / Subjects Trial 4373 Trial 4374
Without T2D With T2D
Total Total
Sema 2.4 mg / placebo Sema 2.4 mg / Sema 1.0 mg
/ placebo
Entire tr.1a1 JASSO population Entire t?lal JASSO population
population population
FAS 1961 936 1210 1130
1306 / 655 637/299 404 /403 /403 375/373/382
Treatment completion after randomisation
Treatment completers (%) 81.1 85.0 874 87.8
82.9/717.6 87.0/80.9 88.4/87.8/86.1 88.8/88.7/85.9
Trial product permanently 18.9 15.0 12.6 12.2
discontinued (%) 17.1/22.4 13.0/19.1 11.6/12.2/139 11.2/11.3/14.1
- primary reason: AE (%) 5.7 5.2 4.8 4.9
7.0/3.2 6.4/27 6.4/47/32 69/43/34
Trial completion after randomisation
Trial completers (%) 94.3 95.5 96.2 96.5
94.9/93.0 96.4/93.6 96.8/96.8/950  97.1/97.3/95.3
Withdrawn from trial (%) 5.7 4.5 3.8 3.5
51/7.0 3.6/64 32/32/50 29/2.7/4.7

JASSO population: the population matches to the target indication in Japan based on Japan Society for the Study of

Obesity guideline

Treatment completion: A treatment completer is defined as a randomised subject who is on-treatment at week 68.
Trial completion: A trial completer is defined as a randomised subject who has completed the final scheduled visit.

2.7.3.3.1.2

4382 HER (R7 U7 HER)

AR ORI REMIL, N—RA T A OWRE L S S O BEFED,
B THDLE~ITNT R24mg DEGXHREEZONLIBEEZNRETLILOLERD LD
4382 ERIZ1E. JASSO T A K7 A4 NZHES< BEEL 3 5%h8E

R—R5A4 VDBBEEER

IENRICEB L7, 2 BBE IR & A7

T 5 XA S RO IERIER R E 2 AT GENE 2.7.3.1.4.1 THIZRT)
WBRE G R R ON— R T A R T G R CHERIERE CTH - 7=, ARBRITEA (360 1

(89.8%) ) KOWHEE (414 (102%) ] CTEMEIN, HBREITTXTCT VT ATH-7- (£2.7.33-3

KO 2.73.34) .

93 ARRER Tl ERICEE T A A HEDEHRE, A7 Y —

H AR DGRBS CHLHETR

RE LT,

REMIL, #RE DU TOSIEZA T 20ENEHEMO 7 +— MGk T 52 & & Lz lFER

AE. e, TEEIRI R, M E SR, PAZENEMEIRT ERFOURAE (R, B

R, BRI, LTUVEBIEAE, RN O B, 8 PHZEVE R &,

A7) —= v TR SN T IHEZ £ 2.73.3-5 IC8EKT 5, #BREIIA 7 ) —=0 VIR~
REPHEERR LT\, A7 U —= V0 TRHIEAIHEZ A L W BRE OFIG 13 & 58/ ClRIFRE

> TIRHTARRIGITINEE LTz, 168
is

EIEN

=
B AR IR R

_H

A
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Thol, Vil &b 1 OOAIHET, @lEUINEEREE (BAROR « T 2 BIFERFE) Tho
TEEBERIEMED 1 0L LIEmD, TRLDOAHEE AT HHBRE DB ITE o T,

JASSO JiA R A CEZESND 11 FEOEOHME (fEFERET) & BMIL (I & O B L DX 57)
[ZHS < AOHE D ERITTABREFE IS E (438278 (Module 5.3.5.1) Table 14.1.20) (2”73,

% 2.7.3.3-3 R—XAZADHEREEZ—HT3I) AILE (4382 5HER)
Total
N (%)

Number of subjects 401

Age (years)

N 401 ( 100)
18-<65 352 (87.8)
65-<75 45 (11.2)
75-<85 4 (1.0)
Sex
N 401 ( 100)
Female 148 (36.9)
Male 253 (63.1)

Country of residence

N 401 ( 100)
Japan 360 (89.8)
South Korea 41 (10.2)

BMI (kg/m"2)

N 401 ( 100)
<30 170 (42.4)
30-<35 155 (38.7)
35-<40 50 (12.5)
>=40 26 ( 6.5)

Type 2 diabetes at screening

N 401 ( 100)
Yes 99 (24.7)
No 302 (75.3)

o

N: Number of subjects, %: Percentages are based on number of subjects, BMI: Body mass index,
The last available and eligible observation at or prior to the randomisation visit was selected for
summary.

% 2.7.3.34 N—RF74 v OBBRET R —ERfE (4382 FHER)

Trial 4382
With or without T2D

Number of subjects (FAS) 401

Age, years 51(11)

Body weight, kg 87.5(15.2)

BMI, kg/m? 31.9 (4.3)

Waist circumference, cm 103.2 (10.7)

HbA i, % 6.4 (1.2)

Fasting plasma glucose, mg/dL 111.7 (27.5)

Diabetes duration, years? 7.8(5.1)

Values are arithmetic means (SD).

a: based on the subpopulation, 99 subjects with T2D.

Data from subjects randomised to semaglutide 2.4 mg, semaglutide 1.7 mg or placebo. Baseline: Randomisation (week 0). The last
available and eligible observation at or prior to the baseline visit was selected for summary.
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% 2.7.3.35 RO NV—ZVTBRDOEHIE (4382 5AER)
Total
N (%)
Number of subjects 401
Number of female subjects 148
Dyslipidaemia
Yes 346 (86.3)
Hypertension
Yes 299 (74.6)
Elevated HbAlc
Yes 158 (39.4)
Impaired fasting glucose
Yes 40 (10.0)
Impaired glucose tolerance
Yes 40 (10.0)
Coronary artery disease
Yes 10 ( 2.5)
Cerebrovascular disease
Yes 6 ( 1.5)
Obstructive sleep apnoea
Yes 40 (10.0)
Menstrual disorder
Yes 5 ( 3.4)
Polycystic ovarian syndrome
Yes 3 (2.0)
Involuntary impaired fertility/infertility
Yes 4 (1.0)
Non-alcoholic fatty liver disease
Yes 179 (44.6)
Non-alcoholic steatohepatitis
Yes 0
Kidney disease
Yes 56 (14.0)
Obesity-related kidney disease
Yes 1 ( 0.2)
Symptomatic osteocarthritis of the knee
Yes 40 (10.0)
Symptomatic osteocarthritis of the hip
Yes 1 ( 0.2)
Hyperuricaemia/gout
Yes 141 (35.2)
Thyroid disease
Yes 1 (0.2
Asthma/chronic obstructive pulmonary disease
Yes 24 ( 6.0)

o

N: Number of subjects, %: Percentages are based on number of subjects with the exception that the
percentages for 'Menstrual disorder' and 'Polycystic ovarian syndrome' is based on number of female
subjects.

For 'Menstrual disorder' and 'Polycystic ovarian syndrome' only answers from females are shown. For
'Impaired glucose tolerance', 'Impaired fasting glucose' and 'Elevated HbAlc' only answers from
subjects with no type 2 diabetes are shown.

4373 R 4374 RER (EFEHEFEEER)

4373 KON 4374 S BRORBS RERNL, N—R T A » OHERE L 5 ORERAED . RS E ORRR
B CREE OO DY 7 VF R24mg DFGxIGEE2 bNHEHAEKMT L6 DL D LD
BRIE LT,

4373 FRBRIT X, 2 BUHE SR 2 A S 72 IR AR E SO ABETHEERE A d AL, 4374 3ABRICIE, 2 BBE IR
AT DR EUIIE RS 2 A AN Tz, SRR REM D Z OEV I, #£2.7.3.3-6 K1 2.7.3.3-7
IR TR—=R2 T A VRIS LTV 5,

MR L I, WRE TR L ON—R T A R SR CERFERE Ch - 7o, 2 BB RIF 2 F &
IRNHERE A A AT 3RS (4373 3R) CIXB ISR S o T, 2 BUREIRIE & A3 2 985k
FHEMANNTZHRER (4374 3 BR) CTEBLOSHITHIEThH o7, Fio. 2HBERFB 2 S 700 Bk
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F LB LT, 2 BB IRIE A AT HRRE I, LV @ T, HbAlc K OVZERERE M@ L Y SETH
D, R=RAT7 A VEOKRBEIZL VD /NEhote, 7T ANOEIEIEL, 4373 Bk & b 4374 3 BR T o
77

AY Y == TR S NI B OHEZ £ 2.7.3.3-8 I T 5, HBREIIAZ Y —= FHHTHE~
BRAEPHEEZA LT, WRBRE bio, A7V —= U ZTRICEAIHEEZ A L TR OBI& 138
BERHICRBE CTh o7, HEHITANERE LT, MmILELAWIFEREELZA L WO EREORIE
X, 2 BB IRIR 2 A S 2R VRERE (4373 BBR) ICHE R 2 BUBEIRIR A T o R (4374 3BR) CTE

277,

4373 R 4374 FRERD JASSO HiA K54 VICE D MHEH

4373 FBR CVYEMNREM (4657%) &l LT IASSO H A KT A i3 EOEM (5257%)
TRRLEMN-T- 2 L &RE, WMRBRICEBIT 3 N—2 T 4 - OWREY 2R O BT, 2ER KO
JASSO B A RT A NZHS L EYEM THRFREETH o 72, RENICEIT D RREM OB (2 BFER
JROAE) (2L VFEO LN 2 DORBRMDON—2 T A OPERFE L 5 X O EFRMEDBE T, JASSO
A RIA NTEDSEERHITHRBRIZRO bt (#£2.7.3.3-6 KTV 2.7.3.3-7) ,

4373 WER 1L, IR RE ST A AOHE & L CE M ISR BEIEEZ AT 5 Z E N JASSO HA KT
A NS LI EMOIEIED 1 DL > TN D20, @IlEROFRE REEZ AT 295 E OEE
N, ZEN (ZNEN 36.0%%TUN37.0%) &L TIASSO WA KT A k3 EnEN (2
U 70.1% M *70.1%) Trinro7o (£2.7.3.3-8) &

JASSO i A K74 U CERSND 1 FEOAIHE (HEERE) & BMI (I & OV EEAEGE 0 X453)
IZHS < AOHEDOEHNIE% 2.7.3.6.5, F 1~F 2I1TRT,
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5 2.7.3.3-6 R—RFT7ADHEBEEBER—HTI) HILE (4373 RV 4374 FHER)
Trial 4373 Trial 4374
Entire JASSO Entire JASSO
N (%) N (%) N (%) N (%)
Number of subjects 1961 936 1210 1130
Age (years)
N 1961 ( 100) 936 ( 100) 1210 ( 100) 1130 ( 100)
18-<65 1805 (92.0) 799 (85.4) 953 (78.8) 880 (77.9)
65-<75 145 ( 7.4) 126 (13.5) 234 (19.3) 227 (20.1)
75-<85 10 ( 0.5) 10 (1.1) 23 (1.9) 23 ( 2.0)
>=85 1 (<0.1) 1 (0.1) 0 0
Sex
N 1961 ( 100) 936 ( 100) 1210 ( 100) 1130 ( 100)
Female 1453 (74.1) 629 (67.2) 616 (50.9) 575 (50.9)
Male 508 (25.9) 307 (32.8) 594 (49.1) 555 (49.1)
Race
N 1961 ( 100) 936 ( 100) 1210 ( 100) 1130 ( 100)
White 1472 (75.1) 703 (75.1) 751 (62.1) 723 (64.0)
Asian 261 (13.3) 116 (12.4) 317 (26.2) 269 (23.8)
Black or African American 111 ( 5.7) 6l ( 6.5) 100 ( 8.3) 100 ( 8.8)
Not Applicable 55 ( 2.8) 24 ( 2.6) 0 0
Other 33 (1.7) 17 (1.8) 35 (2.9) 32 ( 2.8)
American Indian or Alaska Native 27 ( 1.4) 15 ( 1.6) 6 ( 0.5) 5 (0.4
Native Hawaiian or Other Pacific 2 (0.1) 0 1 (<0.1) 1 (<0.1)
Islander
BMI (kg/m"2)
N 1961 ( 100) 936 ( 100) 1210 ( 100) 1130 ( 100)
<30 117 ( 6.0) 76 ( 8.1) 211 (17.4) 189 (1l6.7)
30-<35 643 (32.8) 241 (25.7) 438 (36.2) 381 (33.7)
35-<40 614 (31.3) 326 (34.8) 300 (24.8) 299 (26.5)
>=40 587 (29.9) 293 (31.3) 261 (21.6) 261 (23.1)

JASSO population: the population matches to the target indication in Japan based on Japan Society
for the Study of Obesity guideline. N: Number of subjects, %: Percentages are based on number of
subjects, BMI: Body mass index. Race is recorded as 'Not Applicable' for France.

The last available and eligible observation at or prior to the randomisation visit was selected for

summary.

+*2.7.3.37 RNR—=R 54 v OWBREE R —ERIE (4373 RV 4374 HER)
Trial 4373 Trial 4374
Without T2D With T2D
Entire trial JASSO Entire trial JASSO
population population population population
Number of subjects (FAS) 1961 936 1210 1130
Age, years 46 (13) 52 (12) 55(11) 56 (10)
Body weight, kg 105.3 (21.9) 106.8 (22.2) 99.8 (21.5) 101.0 (21.6)
BMI, kg/m? 37.9(6.7) 38.2(6.8) 35.7(6.3) 36.0 (6.4)
Waist circumference, cm 114.7 (14.6) 116.9 (14.5) 114.6 (14.1) 115.3 (14.2)
HbAIc, % 5.7 (0.3) 5.8(0.3) 8.1 (0.8) 8.1 (0.8)
Fasting plasma glucose, mg/dL 95.2 (10.6) 97.4(11.2) 155.4 (41.5) 155.2 (41.0)
Diabetes duration, years N/A N/A 8.0 (6.1) 8.1(6.1)

JASSO population: the population matches to the target indication in Japan based on Japan Society for the Study of Obesity

guideline. Values are arithmetic means (SD).

Data from subjects randomised to semaglutide 2.4 mg, semaglutide 1.0 mg or placebo. Baseline: Randomisation (week 0). The last

available and eligible observation at or prior to the baseline visit was selected for summary.
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% 2.7.3.3-8 ROV —ZUTBRDOEMIE— (4373 R 4374 HER)
Trial 4373 Trial 4374
Entire JASSO Entire JASSO
N (%) N (%) N (%) N (%)
Number of s