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8-amino-3,6-dioxaoctanic acid (8-7 3 /-3,6-VA X V47 ¥ k)

Area under the concentration-time curve (J 5 — IR HERS il A T i i)

Cyclic adenosine monophosphate (Bgik7 7/ 2> — U fg)

Chemical Abstracts Service

Deoxyribonucleic acid (7 4% 2 U REZHR)

Dipeptidyl-peptidase 4

Good laboratory practice (%35t D22 MBI 5 FERR R 3R 0 F2 i o F7E)
Glucagon like peptide-1 (7 /v 71 F kR~ 7 F K-1)

International Conference on Harmonisation ( H >k EU &3 E & FRFI ERS &%
Organisation for Economic Co-operation and Development (#%37 175 /) B 78 H4#%)
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T /AT RiE, B ER RS EBE LB L M7 Ah TS F R (GLP-1) 7F =
7 ThY . LLFOBRE - ARIUGE AL LTS

BRESUITRN R - 2 TUBEIR P

FEL O & - lmE ., AR, B~ 20T R (BiEHEfz) & LT, B 1F0.5mg ZHEFFHEE
L. THEHNTS, 72720, # 1[5 0.25 mg 75>%5ﬁﬁL‘L 4G L=t #1005 mg |2 &ET 5,
SN $%@1{ﬁﬁg TS U CHEEHERET 525, M 1\0.5mg 2 4 BHELL L& L THRIRAT005E
WZiZ, B 1E1.0mg EFCTHEETHIENTEX D,

T~ 7 VF i GLP-1 AR & R RIS & LR LT 2 2 L2k 0 MileNORRT 7 7 o —
U Vg (cAMP) EEZBINSE S, B~ 7T NIEZ L a— R RERTFINCA VA ) 3% i L
TNF A3 EIEIT S, LN T, mMERHIIEA R hwaET it L, TV T Wk
Wl 5, —J, RMFERHCIZE~ 7 VT RiZA VR Uik TS W3, 7V 22 550 % il
L7e\, B~ 7T RIZEBEERD 20 U TEREL ORI AEZ B &85, ZOFERA =X A
(i, TR O IR K OZE MR DOWER ) & 72 2 G2 BAHGR,. 72 b ONC, BEFEHOUEER A
HIELEIC KT T D ENE LT\ D, FIZ, B~ AT RIZEMWET /B W CH IR e HiBh k(b
TER RO RFESE R %07 Lz,

=) 7?‘/7\753‘113%?25%1“642 IXFFINTEY, TNICTLD B MIBIT DIERIH
2 TEIER S, B 1IEREICE LD ERos T, 1ERER LRI A 1 = X A%
RTF REHEOE 26 6LD ) 2 UAZHAKMEY o —% 0 U TEBREZHINT 2 Z L ick 707 2 Uk
ABFPEDOHERTH D, I 5T, DPP-4RERIZ LD 0Ma2MElT 2720, X7F NEHEOFE e T 7
ZUMB 2T I A Y TIFNAURICEE L TWD, B~ I LT RO EEK 2.6-1 12T,

v~ 7 VT ROXRTTF NE#E Saccharomyces cerevisiae FiIZ L 5 B n{-##L 2 DNA £z L v g
L. Z0Ot%., BN, 26 0NC, ZAZ I VR OS-T R /-3,6- 4% 47 % U (Ado) 24510
BIRDHAKMEY =K LTz, B~ T Roftuz, ®AIFIZIXY Vi KkFEF RN DA T
vy Ua—n, Tz )V EOEFHAKBEENTWS, £72, pH Z 74 ICHEITT 5 X 5 HCL &
U'NaOH Z M L7z,

e~ 27 VT K] IHMEEMOERE 4 (INN) ThHOH, —BARERNT NNCO113-0217) K
INNCO0113-0000-0217) & W o7z kG = — REHWTW e, B 7 LF RO CAS Bk 51X
TRN910463-68-2 . 433X TCig7 Hagr Nus Osol . 57 F- 1% 4113.6 Da, {b75744 13 Ne26 [(S)-(22,40-
dicarboxy-10,19,24-trioxo-3,6,12,15-tetraoxa-9,18,23-triazatetracontan-1-oyl)] [Aib8, Arg34]GLP-1-(7-37) ~~7
F K] TH5D,
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1,18-octadecanedioic acid

2.6-1 I JILF FOBE

Yt~ 7 VT RO ERZEMRER 7 1 7 A%, HXKEUERLAHFAMERESZE (ICH) A K
A > ICHM3 T8 DGR RER K& OIS IR 7E AR H 58 O 72 O O IER IR 2 EMERBR E il >\ T O H A
Z A FKONICHS6 (34 A7 7 7 v P —nHIESRSOFERRIZIB T D22 2Ma i) (SYEIL UG L
7=,

TR T OEERIEIRZ 2RI, Rl HBAFEHEME (OECD) IHE O TEHRE DR 2R
D IR O ER O HE]  (GLP) DJFHIICHEML L, OECD i [E i3 OECD GLP 7 —# fiE 32 A
(Mutual Acceptance of Data: MAD) il EEZINENZ 35U THhE L 7=,
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AR
DA N T B S BN U
Y= 7 NF RIREOEINIGE L TOW Sz a v A o HEMGHIRR. ...
T a—2F¥ehE (bolus) % 100K N~ 7 LF K (£X) XiZV 7 LVvF R (5
) $515% 190 53 D HUIETT A 2 2 U LB oot eeeeeen

T a—2FE (bolus) % 60 3 kN~ 7 F K (£EX) XXV Z7vF R (G
X)) $&5-5% 240 53 DUIIEE ...oooveoeeeeee e
v AT R (ER) KOV Z740F K (FR) ZHEERS L7z db/db~ 7 AD A
IR oot
v AT R (ER) KOV Z740F K (FR) ZHERS L7z db/db~ 7 AD A
R BT oottt ettt ettt sesnes
B~ NF REOY 7 7 0F REEIR N GR (10 X% 30 nmol/kg) DIEEFEIZ
JEUE T IR oot
db/db = 7 A DFEBEEE ..ot
db/db = 7 ADNR— AT A LIPS OIREZEY oo
db/db ~ 7 ZADFEIABFEZAL. (FEEAE 23 H) oo
db/db ¥ 7 A D 24 FEEIMKE T 2 7 7 A v (1 H (EX) RO 15H (FR) ) ...
db/db <~ 7 A D HbAICE (“S—=A T A UHHIEFR) oo
db/db ~ 7 ZADIMBEF A A Y PREE (BEHAZ 2628 H) oo
db/db = 7 A D ALTE (BEE5H% 267~28 H) oo
db/db = 7 Z D BHIFILSFE (FEGAE 2628 H) oo
db/db v A (n=8) DOFEEE (LEX) KO TNa—R§FEHA AV oW (FK)
(BEHAZ 2728 H) oo
v INVTF RETEGHZOEMEES T 7RO TN 2 —AFEAE e,
v~ NTF RETREEOEINE, 70 7RO I =7 2 miEd A4 > AU > AUC ...
BRI OFRERHA F D DIO 7 & B OREE (o
DIO 7 v b OFEMEREL K OV 2 2 L— NMEREE (keal) (1 H 1[E#5- 77 HZ) ...
FRHAREII A FEZA R OBRIE A FEZ L (%) (1 H 1EHRS 77 B) e
Alexa594-t~ Z/LF R & CART Bt = 22— 10 2 D ZEJTITE oo,
~ 7 AMIZIIT D VivoTag750-F < Z VT RO ITAM oo
NPY/AERP = 2 — 12 NZBITFT DB~ T T ROVEA oo
DIO ¥ 7 ADKREIZZIETE Y7 T ROBDE e
DIO ~ 7 ADFBEI B KIE T~ T T OGNSR
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DIO ¥ 7 ZZBIT 5 ARC (£X) KOPVN (FHX) @ CART mRNA FEHEIZKIE

T T IT R OVEF oo 39
DIO ¥ 7 AZH1F % ARC (/£X) LKO'PVN (£X) & POMC mRNA FH &2 &
ETTET T ILT ROVEA e 39
DIO ~ 7 A28} 5 ARC (£X) KUPVN (/) ¢ AgRP mRNA R H &2 KLIF
T T IVT R OVEF oo 40
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BASBE G 24 el t% (BF 78 31X 79 B) ICERE L 72 iR, 1iyE K ONAE 43 BTt
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T~ 7T FOREMNHBRERICE T OB &L L O AR 49
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. Agouti-related peptide (7 27 —F BH#E~RTF )

. Alanine aminotransferase (7 7 =73/ N7V A7 =7 —8)
: Analysis of variance (53 #53HT)

. Area postrema (F% %)

: Action potential duration (JHENFENZFHGEREH)

. APD for 60% repolarization (60% F-73 MRIRF B BN R RFH)

. APD for 90% repolarization (90% -3 MRIRF B BB AL R RFfE)

: Apolipoprotein E (7R Y RKZ /37 E)

: Arcuate nucleus (7RE%)

: Aspartate aminotransferase (7 AT FXF U7 I ) T U AT =T —E)
: Area under the concentration-time curve (& — FRFRE]Eh#R T &)

Blood brain barrier (41l B5FY)
Baby hamster kidney (/> A % —F)
Cyclic adenosine monophosphate (Bgik7 7/ 2> — U U ig)

: Average concentration observed (YR E)

Complementary deoxyribonucleic acid (FHAFIT 4% 2 U RELfE)
Cocaine- and amphetamine-regulated transcript (27 A >« 7 7 = & IV HEIHR G EY))
Central nervous system ( FFAXAHHEER)

Maximum concentration observed (i)

Cycle of quantification (H - 27 /L%%)

Circumventricular organ (AXZEJEFH%E)

Diet induced obese (B EH 75 ML)

Effective concentration 50% (50%78 ZhiEE)

Electrocardiogram (:.L>FE[X])

Effective dose 50% (50%f5 %) &)

Enhanced green fluorescence protein (3#{biktast Y& o X7 &
Free fatty acids (IZHEARIIER)

Green fluorescent protein (k4 > /N7 H)

. Good laboratory practice (I35 D22 MEIZ B 2 FEREIREAER 0 T ki KL 7E)

Glucagon like peptide-1 (7 /L7 T ERA~T'F R-1)

Human embryonal kidney cells (& PR Alifa)

Human ether-a-go-go related gene (hERG i#{s 1)

High density lipoprotein (R Y AR ¥ /37 H)

Housekeeping genes (/N7 A% — B> 7815 1)

Humanized Renilla green fluorescence protein (t R~k Renilla ket % o /X7 &)
Human serum albumin (& MIjE7 /L7 I V)

Inhibitory concentration 50% (50%HE )

International conference on harmonisation ( H & EU [ 3& 5 HL A0 E BR %)
Interleukin-6 (A > &% —1 A ¥ -6)

Intravenous (FfRMN)

Knock out (/ v 277D )

Laser capture microdissection (L' —¥—F% ¥ 7Fxr—~v (a7 a)
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LS
LYD
MACE
ME
MRD
mRNA
NOAEL
NNC
NNC-0090-1170
NNC 0113-0217
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PCR
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PVN
qPCR
RMP
RNA
s.C.
SEM
SD

SFi
SFO
SPA
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timax
UA
VLDL
VOLT
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10N
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Low density lipoprotein (fX#FE Y A8 &% /X7 'H)

Low density lipoprotein receptor (XL U 78 & L /X 7 B2 454K)

Lateral septal nuclei (#MAIFHFEEZ)

Landrace, Yorkshire and Duroc (7> KL —Z « S —F7 v — T2 v 7)
Major adverse cardiovascular event (FEZE 720 M A X2 )

Median eminence (1FEHFELL )

Maximal diastolic potential (/o HiziE )

Messenger ribonucleic acid (A v &> Y% —RNA)

: No observed adverse effect level (HEFE4: &)
: Novo Nordisk compound (/7R / VT 4 A7 (Db EW =2 — Rt 5)

Liraglutide (Y 7 7 vF RO{LEH =2 — NE5)
Semaglutide (&~ 7 /VF FObEY =2 — RES)

: Neuropeptide Y (=2 —nr~X7F RY)
. Nucleus tractus solitarius (FAH %)

Polymerase chain reaction (7~ U A 7 —E#EH L)

Preoptic nucleus (fAZ2RI1E%)

Pro-opiomelanocortin (7’244 X5 ) 3 /)LF )
Paraventricular hypothalamic nucleus (ZEf5£%)

Quantitative polymerase chain reaction (&% PCR)

Resting membrane potential (i -5 FENL)

Ribonucleic acid (U A4 f2)

Subcutaneous (FZ )

Standard error of the mean (FEVEFA )

Standard deviation (fEYE(RZ2)

Septofimbrial nucleus (7 f7@E%)

Subfornical organ (4= F#+E)

Scintillation proximity assay (3> F L —3 a3 ViTHET v & A)
Single plane illumination microscopy (H.— i P BEMEE)
Triglycerides (MU 7 Ut& U K)

Time at which the highest concentration occurs (Fz = i & | 22 RF )

: Unstable angina (RZZEFRLME)
: Very low-density lipoprotein (GR{KERE U 7R % > /37 &)
: Vascular organ of the terminal field (VAR L& Z5E)

Western diet (7= A X L Z A v )
Dorsal motor nucleus of vagus (K AEFRE A IEENEZ)
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26.21 F&H

BT RiX, R TF~0OH 1 EEGEZHME L TR L, B M7l T Uk~ 7F K1 (GLP-1)
Tru s Thb, FHIERRIT invitro, 7oL NTHERF~ T A, EF T > b, W7 v b, EF7
& RONIER S =7 % & A= invivo TEME LT-, B~ 7 /VF i GLP-1 Z A AVERNHK 0 SR 1
R L., PR OMERERE TR E U TRRMD O BEIRCE 2B EMML THL Z N2 b o
BRIk 0oRENT, MR T OERETEICIZA v 2 ) U uMEEREE LT\ 5, RERD HOEM
HFIZIZ= R F— B ROBA LG LT Y, BEORRDBAgEREEE~ 7LV TF RidFaal—

N OBEA BRI ST, B~ 70T RIZF o WEOICIER L, B B3 2 sk s’
TEMAL SN D — )7 TREE TUHET D AR A P v, TR S 7 L 23 8k L 22l o 7 ) L 3 S
T %,

WA GLP-1 J2 OY GLP-1 5 ZARVEEhFE N O i & SR e O NMIAE R ICxF U CH R ER 2B 7 % Alie
PR, < OIEHR TR CTHRF SN TV D, AEEHZIZ, BMET VBV THR ThoTzk~ 7L
F ROHEMIREEALAE R & OB AEME R B3 2 5B R b fod L 7=,

LEMFHERIL, B~ 7 F FOAmMERaE (PR (CNS) | DL SR K O R ]
WX DB MET 5 L oG Lo, T, GLP-1 X FMMEEEEOFIRIEH N Z v F TH G TV
DTS BEEEICES T 2B b 5EhE L7, in vivo IRBRIT Sprague Dawley (SD) 27 v b LKTNT L X
~&~¢%#ﬁﬁﬁhﬁ I AFN~DOETFEEGIZEVER L, ZhbORBRIZIBNT, v/ L

xS 2 BAF R AR RS, 7 v b TIREEMEE N L OB ORIPRIER & o 72BE o
GLP-1 K %Z N LIZBORNREBO vz, YTk, DI BRI 2 Of E 22 228550
DAL Tz, invitro TOILA F 2 F X R KT 5580 F, & b ether-a-go-go related gene (hERG)
R THAIT A% 2 U AEEEE (cDNA) A2 ZEMICEA L7zt MAPER#ilE (HEK293) K OM#EH
PX TN X HEE O TRE L7208, 2o ORRICEB W TE~ 7 LT FALEIZ X 5280358
LR T,

Fio, W=7 A PNVRKERGEERBICBON T, DIROEBERAEHEZLEX (ECG) TEEZ L, #H2
MG L% 52 ERE R G-EERBR I, s AR (RE — R Fimfg (AUC) iS5 < &,
HARNIHT DERKERARETH D | mgilH D 22 5@\ OIRFERICFHY) Ol | BECHEFMEDO LM~ 1
/ﬁ&%ﬂmwgmnoé#@%@*%% ZRT DB Do ey, 5 & OB M
BECTERRNpoT, LienoT, ARBRICKIT 2 HEMERE (NOAEL) IHHHETH L EEX L,
ME%K%@<kHﬁﬂﬁﬁﬁfﬁi@3ﬂmmW%%Euﬁéﬁéo

Y~ 7 VF ROIHZHEE 2 R 5 72 012 F i L 72385 OMEZEZ 1X Module 2.6.3 1278 L7=,
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2.6.22 WNEEMITHHER

GLP-1 DEHAE R OSRFR2(C B U CIRR 2 SCIRER S S FE T 552 LTI GLP-1 O 7 2/ R
S DRAEERE < . Z DOZERKIT GLP-1 ZEKROHBFEE SN TVWD?, GLP-1 ZEKIL G Z v 3y
BT RIK Y 7 A BICHE SN D, WILHE TIE GLP-1 ZRAROEMMEMHEREEAEL, Ty bk
R T90%, $/L& b hT9%DHIFEIMEZ AT 5%, GLP-1 DHIAVEIIL G # L VB R OT F = LiliEs
75 —RENLEBRKRTT /v —U v (cAMP) OERBICLDbDTHD

GLP-1 S AR FEh R O EZ AR AR . (B Aif) .« BIBRKAR O TH D, M BMIERE 64
DEERMEAL, MPHERFAR oA A U 3W, A VA UERORE, Zrvaxf—ERNI a3
—ARNTUAR—Z —DEGHORBRTETH D, £, HEEE N LImEEREHE LTI A T
DT 0 | gD O 7V a— ARSI E D, B~ VT RO invitro o O in vivo HEHL
AR TR, AR RYE, 2070, ZR L ORI M 2 i35 2 & 2 HAICERGEH Lz, FEn3EL
RO N DT, 1 H 1 EHEGIC X5 2 BIBERFEE (B2 b—3") ROMKEEH (Saxenda”,
ARIRTIEARIKG) OREREEIFE L TCND /R I NVT 4 AZO GLP-1 7 a7 Thbd U 77 VF R
RHRER L LCHW -,

2.6.2.2.1 in vitro ZE3HEEIE
2.6.2.2.1.1 E k GLP-1 2RKIZX T 2HAERBR R UHEARER (Module 2.6.3.2, Alal15468-086)
(A ]

t k GLP-1 &Rk AHERERBR L O A RERIC L v . B~ 2 LF RO in vitro 3EFLF S AKME
OB 24T o T2y F1-. B~ VF ROT AT I VS EREI LT,

[FkER 714 ]

t b GLP-1 2 &2 & EIC L ERICRIA ST AL A X —B (BHK) Mz /&R 2 vF 4 274
TYERR L7z, TREEZ R L, FEAERER TI3 20 mmol/L Na-HEPES, 0.1 mmol/L EDTA (pH=7.4) f&EiX,
438k Cld 50 mmol/L HEPES, 5 mmol/L EGTA, 5 mmol/L MgCl,, 0.005% Tween 20 (pH=7.4) #EE I
BB L., ThEnRBRICHE L, DB R T8 581T, R%A GLP-1 [GLP-1(7-37)OH) 3298.7. U 7

ZNF R 37512, B= 7 LF R4113.6 THE L, WEELEELZHHE L, SAEEKAERR TIX
FNRA~DTF REEEIT L D cAMP EEE LA AlphaScreen™ cAMP technology (Perkin Elmer Life
Sciences ft:, K[E) (ZXVHIE L7, KHEDOFEIX, 77 7% —E—XIZHEA LTV AL cAMP FF
BHURIZH T 2 NEME cAMP XN b L—H%—Th 5 B4 T U HEE cAMP OB A IR A 2RI H Li-fek
FHREETHD, T/ T X —E—XLARNLT NTED Y RP—E =X EA4F 1L cAMP & D
WEENLCEHEL, Fr—bE—X&RisEsL 77872 — =201 5, 7T LELR
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X7 72 72— = XA LT EA T VA cAMP BIZHBI L, WNIRPE cAMP PEAE B2 B LT
3D, cAMPEARITYA 70 L — T F I AP —THIE - FHlT 5, B F R VT TLT
RN RO E LT GLP-1 (7-37) OH % 4 flijle B2 CALE LHIIE L7245 472> 5, Graph-Pad Prism (GraphPad
Software Inc.ft:, K[E) % H T 50%A%EE (ECs) Z#HH L7,

FEA B TIX, TREEA 02 mg/mL O X /R 7 BRE & 72 5 K 5 HIEEEK CAIRL, ~f7n~
L— MIHELT, WEREEZ, o FL—a g7 v A (SPA) E—X (0.5 mg/well) . "1
# GLP-1 (['"®IIGLP-1)  (0.05nmol/L) . A REMEDIEE it~ 7 LF KLY T 7 AF K, b
Ik MIJET LT 22 (HSA. 0.005% 0% 2%) & 30°C TA > F 23—k L, ["®IIGLP-1 54D 50%
FHEREE (ICs) % Graph Pad Prism CHEH L7=,

EEES

t b GLP-1 ZZEIAEME(LZ . cAMP ittt B2 45EE & LRIE L7cA R, B~ 7 vF B [EH ECs ¢
0.15+0.062 nmol/L. (0.62 =026 ug/LL) ) £V 77 /LF K [ECs : 0.15%0.064 nmol/L (0.56 =0.26
ug/L) 1 OZINIFEREE TH D25, GLP-1 [ECs: 0.018 £ 0.014 nmol/L (0.59+0.05 pg/L) ) X0 £55
W2 EDRES T,

F 72, 2%HSA T71E F COZRMEGRERRND, B~ 7 /LF K (ICs : 125+ 83 nmol/L (5144341
ng/L) J 13V 77 0F K (ICs: 7.1 £ 3.5 nmol/L (27+13 pg/L) ] L0 &7 07 I A BIRENRE <,
GLP-1 [Z HSA LA LW LV REN T,
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7 2.6.2-1 GLP-1 RU GLP-1 7+ 045 D GLP-1 ZR&KIZxH T 2 AR VHESEHEMMN
Testing Potency Binding affinity with albumin
substance Mean EC5@=SD Mean ICs5¢=SD
In the absence of HSA In the presence of 0.005% HSA In the presence of 2% HSA
GLP-1(7-37)OH 0.018 £ 0.014 nmol/L 0.44 + 0.18 nmol/L 0.20 + 0.064 nmol/L
(0.59£0.05 pg/L) (1.45%£0.59 pg/L) (0.660.21 pg/L)
(n=06) (n=11) (n=11)
Liraglutide 0.15 + 0.064 nmol/L 0.25 + 0.058 nmol/L 7.1 £3.5 nmol/L
(0.56%0.26 pg/L) (0.94%0.22 pg/L) (27%13pug/L)
(n=3) (n=4) (n=4)
Semaglutide 0.15 + 0.062 nmol/L 0.95 +0.71 nmol/L 125 + 83 nmol/L
(0.62+0.26 pg/L) (3.9£29 pg/l) (514E341pg/L)
(n=7) (n=12) (n=12)

Molar weights, native GLP-1 (GLP-1 (7-37)OH): 3298.7 g/mole, liraglutide: 3751.2 g/mole, semaglutide: 4113.6
g/mole.

Lot v

BHK il 2 FIV N7z in vitro iBRIZIS 1T 5 cAMP i 2RI & 5 L. B~ 27 vF FiZk | GLP-1
SRWEEERE LCOMDEET D2 EARENT, ARBRICBIT DB~ 7 LF RO (ECs)
TV ZINTF REFBETCH-T=, £, B NATF KEQRY ZTAF RIITNAVT I EREAET 52
EDREINT, BRI AT RIRV TV F REH L, 77 I UIRINEOHENNIAE S cAMP A &
DYESE — USROG ST 7 FISRE L, TH7 I VBN LD EmnZ LR ENT,

26.221.2
[HAY]

FHERS v NERMSDA VR 1) U5y (Module 2.6.3.2, JStu050701)

T~ ZVF NILERRE & RHEER T~ MEED D OA A Y ORISR T LT,
[FkER 714 ]

2IEOMEME SD R T v b (Bt % OREN T IEI 300 LTN325g) MO ERH L-, 727V
VKRG (Plexiglass) B{DFFHET v o /X3—H T, XU XX VT v 7R 7 (Minipuls 3, Gilson Inc.ft,
KE) & HWTGE 1.9 mL/5y, 37°C & T CHRElgiz#EWE L 7=, #EHRIZIE oxygenated HEPES THEfE L
7= Krebs Ringer A Z IV, £ 10 mmolV/L D 7 /L 2 — A LM L=, B~ /LF K% 0.1, 0.5, 2.0,
10.0, 50.0 %8200 nmol/L (0.41, 2.1, 8.2, 41.1, 205.7 XX 822.7 ug/L) DA T 8 /yMIALE L, 3
SEORIEDH,, WHEAQIE LT, EHREZNE L, & | FES TRHWMENIA VA UEE, it
0.0019 L/A3 1oy B & T 7= 0B oA AU R (pmol/L) & L CHEM L7z, FHKICIEE L
THMWINTA AV UiEE | IUE SN A BEBE S PIC WS i VA Y v OEFHE LTEHA
L7z, ARFNEIC &0 (BRI S 7= 3R B SOG BIFR I DUV T, GraphPad Prism (2 K 5 > 78 A REI%AE 7=
FERIEIEIF AT L 0 fifdT L7,
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[t ]

KR DA > A Y YRR A [ 2.6.2-1 (T3, EIEELBEIZHENA AU W OEEINDFERD
NnNo, & 8oMOWER . 1D A AV 3 UWANI ] EFE X5 2 BB RECTH D, B AR —
1L L7EHE, RO e 2a—7AKEET A NG A—Z L LEBEAED 2@ CF—F %7 4 v T
P/

30000+ 200 nM

Perfusate insulin concentration (pM)

Minutes

Black and blue line represents individual pancreas
Bars and number indicate periods and concentrations of applications of semaglutide

2.6.2-1 Sy MEBDA VR ) UnbIcE

Y~ N F ROBBEEISE L THWMENTA A v OEERISIBRE A 2.6.2-2 (2R T,

]

[41]

o
']

]

o

o
i

150+

100+

to stimulus (nmol)

50+

Insulin AUC in repsonse

0.01 0?1 1 10 160 10'00
NNC 0113-0000-0217 concentration (nM)

Black and blue line represents individual pancreas

2.6.2-2 2L F FREQEBMICIEE LTINS VR ) D ORERIGHR

b A —T% 1 & LIE&EDECs M7 —# &> FMEZ 13nmol/L (53.5pug/L) Tholz, BEILA
0 —7ARE RT A—2 L LT 7238 D ECsolTF1LF 40 13 L TR 14.5 nmol/L (53.5 11 59.6
pgl) THo7z,
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7 v NEWRPERIZB W T, B~ 7T RidA VA Y Ui BRI L, Zra—2 10
mmol/L CiBRIEF D ECso i 13 nmol/L X1 14.5 nmol/L (53.5 pg/L X% 59.6 pg/L) (n=2)Tdh > 7=,

2.6.2.2.2 in vivo EE3EE1E

26.22.21 TINA—RA2Ta—VavEERLEEES Y MIBIT508EMETER (Module
2.6.3.2, JStu051101)

REES
T~ I NT RETREREO 7V a—ZAJBRYEA AV 5 UMetE 2 /it L=,
[R5 1]

KEME Wistar 527 v b (IKEH 236~272¢) #—HBifRESE, FRBRICOE T2 2 =L /Ty v
KON &Y T B D CREMLEE L7=, 1, 3, 10 X030 nmol/kg (4.1, 123, 41.1 }2 0¥ 123.4 ug/kg)
ODHEDOE~Z VT F (h=4/H&E) XIZEE (145 mmol/L NaCl, 50 mmol/L NaPO,, 0.05% Tween 80,
pH7.4) (n=8) ZHH L, BHKZ 05 & Lz, A AV U WhEllET 5729, 1804712 2 mL/kg
DT Va—AYHR (500 g/L) & BFFIRICEARN G- LT,

U7 7 NF RatkoGETHRER L2, BBt o) 7 7 vF FEIICES < EEROKR G- 81T
0.6, 1.8, 6.5 %1 19.5nmol/kg (2.3, 6.8, 24.4 11 60.0 pgkg) THY . 1. 3. 10 T30 nmol/kg (3.8,
11.3, 37.5 XN 112.5 uglkg) O HEEREIZITE 2 o7z, BIEEPMED > 7B X0 50> TRV,
BRI DO~ 7L F FE RN 77 0F FOWEDENI LD bDEEZHND,

190 izt~ 7 v F RIREESUIMAEF A 2V AREZHIE L. 240 /3 12 MUFEE 2 1E L 7=,

190 73 COMERA AU 2 GRHERZEHL)  J U8 240 47 COIMBEE L —oBl & #oHT (ANOVA) K
" Tukey-Kramer @ post hoc #&EIZ L 0 HEFHFEAIZEHE L 7=,

EEES

Yt~ NF REEIZXL D 7 a— AfiEMEA AU PR IE, 10 nmol/kg (41.1 ng/kg) Tl b
73, 30nmolkg (123.4 pg/kg) TITAER BH (LT — % D ANOVA : p<0.04, Tukey-Kramer ®
post hoc FRJE : TABLIZ % LT p<0.05) FBO LN, U T NVTF REEICL2HFERDRIT RSN
2otz (2 2.62-3) . 30 nmolkg (123.4 pghkg) OB~ ZNF RTRDO LA VAU VEED FFIT,
73— R & FRNEEG-4 60 43 TOMBEHED A E KT (ANOVA : p<0.04, Tukey-Kramer @ post hoc



Module 2.6.2

14 of 58

FRIE @ p<0.05) EPHHETHHDOThH-o7e, —H., VI AT FCIRMBHEICAEENE D biLeirol
(2.62-4) . B~ NAF FEROU Z7LF Rid, Wb #54% 190 4> Cifin g ot S,
FIREITHERF CTH -7,

2500 5000+
20004 . 4000+
s =
E& 15004 £ 3000~
= I c
2 1000 I 2 20004
c I I £
5004 1000+
o I x = ¥
0 0
<
.\(}Q‘ \\\19 \\\l" \\\l'* \\\1'9 \0\ o\\‘('q 0‘3(9" o\\‘bq o\\‘bg
& € & & & € &€
N o O o N o R oD
Mean+ SEM

Left: Semaglutide, p<0.04 one-way ANOVA after log transformation, *p<0.05 vs vehicle Tukey-Kramer post-hoc test
Right: Liraglutide, n.s. one-way ANOVA after log transformation

X 2.6.2-3 HILa—REE (bolus) # 10 9 RUETHILF K (EE) RIFYSHTILFK (B
X)) #5#% 190 O migha VR ViEE

- 174
154 159
~y =
% 13 E 134
gm. I I i . § 114 [
S E ] I 3
© 9 ) I 0 9 I
74 7=

& (2 ) ) &)
-\o\ \\‘{9 \\‘9 \\‘{9 \\‘{9 -\<> \\‘Q9 N QOF N
X o o o o S o o o o
&S N N - & & &
N % N ,,)Q N > ,\Q ,,JQ
Mean =+ SEM

Left: Semaglutide, p<0.04 one-way ANOVA, *p<0.05 vs vehicle Tukey-Kramer post-hoc test
Right: Liraglutide, n.s. one-way ANOVA

X 2.6.2-4 HILa—REE (bolus) %60 RRUETHILF K (EE) XIFYSHTILFK (B
K) #%51% 240 90 MmEE
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T 7T FEGI2E Y, 30nmol/kg (123.4 pgkg) OHETA AV 3 UWMEHENFRD Hiv, M
ZETSE7, £72. 10nmolkg (41.1 pg/kg) TIXpMEEERINRO b, FREOHEDY 77
NF REHIZED A 2D UBUMEERRD SRRz 2 b b, EET v R T, B~ AF R
DRNIIBENZ EDRRE T,

26.22.22 db/db T VR DMERUVEET D ADELEZIIHT 53R (Module 2.6.3.2,
DXG050301-0113)

[HAY]

AR TG OFERPI~ 7 A (db/db) (23817 2 MAERE T R OMRERD 72 b ONZIEH ~ 7 A IZB T
LEMEOIMHENICEAL T, B AF FE U T 7 NF FOMIIR LR LT,

[FhER 5 1E]

A K QMR BB 2 3R BRICIE, 10~12 BB 2 BB RIE OB~ 7 AT L T 5 M db/db ~ v
A (Taconic £, T ~—7) &M Uiz, EEFEIC KT TRERBRIZIX, 7~8 @R OREM: C5TBl/6T <
7 A (Taconic ff) &AL 7=,

<~ U AZEERRED 6 mL/kg &% TG Uiz, RERpNCBEE T 25HM0EE  (IPHE, (RNE X IIEEE)
Zrdk L, fEEHEIL 45 BRI £ C (lEficsk) |« MFFELROYAEL 48 B (b 7m 7741 01, 2,
3. 6. 24 KOV48 BRI, KE : 48 HE[E) F CHIE L7z,

T~ NTF REOY T 7 0F K% 0.05% Tween 80 % & Ep 50 mmol/L V > FRFETE R (pH 8.0) (ZIAf#E L,
pH % 7.5~8.0 DFFHANIZHHFE L, 0.3, 1. 3. 10, 30 & T* 100 nmol/kg D &% 5 L T GraphPad
Prism (GraphPad Software Inc.ft:, >K[E) % i L C EDsofE & H#EE L 72,

v a— AW TEE (AUC) 1X. AMFEE (RFE 0121 2 X—A T A VEEZFIWfE) & LT
FHE L7z, i 2T 4 v 7 BT IVDMUE STz, — Il E ANOVA K O post hoc FRE & L C
Bonferroni 02 B FLEG IR E 2 VY CREGHIBENT 21T\, p <0.05 Z#EFHFICAE & e Lz, pE7 v 7
7 A AT E A SEM — i), FERIEIE & B 3528 — s U B O E = SEM, M U 48 IR DR EZS
L EIZFEEMELSEM & LTART,

IER~ U 2OBAEIT, ARBRWIFE ., A58 L 72 BoRETEr O 7% & 4 eI Fedk T o B E ~ 7 A
AT T % Multi-device Interface Software % {ifi 2. 7= Multidevice Monitoring System (Columbus
Instruments International 1, K[E) (X - TE=F—f, SHoMBETRE L, BELZHRTIOIRT
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728, BEMTZ 0 OB BB R AR IICH LT ey F Lz, —J7, 10 X% 30 nmol/kg (41.1 I
123.4 pg/kg) % %54 24 BF[H] CTO REHEAE 4 FHE+SEM & L TRL, —JohlE ANOVA K T post
hoc f & & L C Bonferroni D% M R E & W THERHIEIT 21T o 72 (p <0.05 ZHErtMICHE & 272 L
=) .

[t 2R
B~ ZVF RIIHERIE db/db = 7 A%t U, MBS R ORE AR T S8, /EHA R L2, &
~ 7 NVF REOY T 7 VF ROMFERE FTMEHORREIZR%SE TH o772 (42625 \ B~ ALF R
X, U T 7T RE LT s < BRI~ 7 A DO MFEE % B2 T 544 48 eI S E[EDso
AUC, (0~48 B MFEME) : 31.6 nmol/kg (118.5 pg/kg)  (95%(SHEXE : 8.9~112 nmol/kg (33.4~
420.1 pg/kg) J 12X LT 1.9 nmol/kg (7.8 pg/kg)  [95%IEHHIX ] : 0.6~5.8 nmol/kg (2.5~23.9
ngkg) 1 1. W GEW L LT, U T 7 F FE D LIEAETHREG 48 Kl OIRE 2 A EICK
T &7 (100 nmol/kg (375.1 pg/kg) 2%k L C 30 nmol/kg (123.4 pgkg) ) (X2.6.2-6) , [FEkIC, #
F1% 6 R DI BERE T EDsold, &~ 2 /LF KT 030 nmol/kg (1.2 pgkg)  (95%(E#E X : 0.12~
0.75 nmol/kg (0.49~3.1 ugkg) )} ThdEHEINZ2, VT 7 LF RTIE 6.9 nmol/kg (25.9 pg/kg)
[ (95%EHE X : 2.9~16.0 nmol/kg (10.9~60.0 pg/kg) ) Loz,
5

-&-vehicke s C
§ O =a~NNC 0113-0217 0.3 nmolkg s.C
s *—~NNC 0113-0217 1 nmoVkg s.¢
'&i k= ~+—NNC 0113-0217 3 nmoVkg s.c
§ E ~o—NNC 0113-0217 10 nmoVkg s.C
~ - —~=—NNC 0113-0217 30 nmoVkg s.¢
2 s —a—NNC 0113-0217 100 nmokg s.¢
©
'E v \J \J W L\
10 0 10 20 30 40 50

== vehicle 5 ¢

—ar— NNC 0090-1170 0.3 nmodkg .
= NNC D090-1170 1 nmobikg s ¢
~+— NINC 0090-1170 3 nmobkg s.¢
== NMNC DOS0-1170 10 nmolkg s.C

dedta blood glucose
(miNy
b

ot —8— NINC D090-1170 30 nmMOVKg 5.¢
A5 == NNC D030- 1170 100 nmol/kg s.¢
m L] L L LJ L Ll
10 0 10 20 X Lt 50
tirre (h)

NNCO0113-0217: Semaglutide, NNC0090-1170: Liraglutide

Mean + SEM

2.6.2-5 Y JILFF (ER) RUUZTILFER (TR) ZHEEESE L= db/db TORDA
I #EE
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- - B =hicle s.c.
2 @ NNC 0113-0217 0.3 nmolkg s.c.
E 58 NNC 0113-0217 1 nmolkg s.c.
3 8 NNC 0113-0217 3 nmol/kg s.c.
2 I NNC 0113-0217 10 nmol/kg s.c.
S < EEE NNC 0113-0217 30 nmol/kg s.c.
M B NNC 0113-0217 100 nmolkg s.c.
- p<0.05 p<0.05

-4
. h Il <hicle s.c.
2 o @ NNC 0090-1170 0.3 nmol/kg s.c.
S & NNC 0090-1170 1 nmol/kg s.c.
2 1 B8 NNC 0090-1170 3 nmol/kg s.c.
3 " I NNC 0090-1170 10 nmol/kg s.c.
N 8 NNC 0090-1170 30 nmol/kg s.c.
8 ) I NNC 0090-1170 100 nmolkg s.c.
- p<0.01

4

NNCO0113-0217: Semaglutide, NNC0090-1170: Liraglutide
Delta BW 48 h following s.c. dose, Mean + SEM
One-way ANOVA with Bonferroni's multiple comparison test as post hoc analysis vs vehicle

2.6.2-6 XL F R (ERD) RUYSTILFE (FR) ZEERS L= db/db Y IRDA
REE

10 1% 30 nmol/kg D&~ 27 /VF K (41.1 Xi% 123.4 ugkg) XXV 7 7 vF K (37.5 Xi% 112.5 pugkg)
Pe51% 45 REE (XD KOO 24 K] (T 1285~ U 2 Y70 O SRR R % [X] 2.6.2-

7IRT,

45 D7 vy MK 2FHI T, BRI 24 FFRICFIZRELZIT VWD L) ThoT,
it 58 Ltk LC, U Z 75 RD 30 nmol/kg (112.5 pg/kg) TREEHEOIK FEREIN A HIVTZH,
10 X% 30 nmol/kg (37.5 I 112.5 pg/kg) Tl 24 B0 BB EICAH B RN R &2 RIES R o T2,
KTPRAOIZ . RIS 58 & ik LT, B~ 21T R 10 T30 nmol/kg (41.1 LY 123.4 pgkg) Tl
HEF RO BRGS0 BT,
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10 nmol/kg 30 nmol/kg

12+
10+

12+

104

6
= \/ghicle

wes NNCOOQS0-1170r

2 NNC0113-0217

- 04 7 T ¥
0 12 24 36 0 12 24 36
Time (h) Time (h)

Cumulated food intake (g/mouse)
-

Cumulated food intake (g/mouse)
e

10 nmol/kg 30 nmol/kg

i
iy

-
1

-~
1
w
1

i
- 0w
1 L

0- 0-

Cumulated food intake (g/animal)

Vehicle NNCO0S0-1170 NNCO0113-0217 Vehicle NNC0090-1170 NNC0113-0217

Cumulated food intake (g/animal)

NNCO0113-0217: Semaglutide, NNC0090-1170: Liraglutide

Upper panel: Cumulated food intake for 45 hours, Lower panel: Cumulated food intake for the first 24 hours

Mean +SEM

** p<0.01, *** p<0.001 vs vehicle, One-way ANOVA with Bonferroni's multiple comparison test as post hoc analysis

2.6.2-7 I TILFERV)STIILF FEEIRTHRER (10 XIE 30 nmol/kg) DIEEEEIZR
EEyiES
(it 7 ]

R ILPE db/db < & A H1T L MAEE FRHEEE O < 7 2B 2B RRADICE LT, B~
NFRFVZI7NFFRY bEWRINEAT 5,

26.2223 db/db ¥VRICEITHAE, EHE. MEXRY B HBERELG L VITHE~ADZE
(Module 2.6.3.2, MmLa070620)
[HAY]

db/db ~ 7 AZEIT AR, KE, MR Ok A LS ((RE# 72 & ONT B HIIE OFKEE & O FE 12 B
HIBHEH) ICKET BT NTF RO invivo TORWEERBHE LT,
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[FRBRT7 %]

Y~ NTF K& ) U EEER (50 mmol/L U » B, 0.05% Tween 80, pH8) DI T, 9~10 kD
HEME do/db ~ 7 A (Taconic #t, T v ~—7) %% 2.6.2-2 ODARETEID fH1F, £ 26~28 HE#&KE
L7,

#* 2.6.2-2 HERBHOME (MmLa070620)
Treatment Administration N | Animals/ | Remarks
Cage
1 Vehicle s.c., once daily 10 | 2
2 0.3 nmol/kg (1.2 ug/kg) | s.c., once daily 10 | 2
3 1.0 nmol/kg (4.1 ug/kg) | s.c., once daily 10 | 2
4 2.0 nmol/kg (8.2 ug/kg) | s.c., once daily 10 | 2
5 5 nmol/kg (20.6 ug/kg) s.c., once daily 10 | 2
6 15 nmol/kg (61.7 pg/kg) | s.c., once daily 10 | 2 Food intake measured daily
7 15 nmol/kg (61.7 pg/kg) | s.c., once daily 8 |2 For pancreatic islets perfusion
8 15 nmol/kg (61.7 pg/kg) | s.c., every second day | 10 | 2
9 Vehicle s.c., once daily 8 |1 Single caged but not pair fed.
For pancreatic islets perfusion.
10 | Vehicle s.c., once daily 10 | 1 Pair fed to the Group 6

FI~6FEOEY) (n=10/F) 1T/ —I%7-0 20LfE L, 0 GAEE) . 03, 1. 2. 5 X% 15 nmol/kg
(0, 1.2, 4.1, 82, 20.6 XiL 61.7 ughkeg) OHETI1 H 1[EIE F#E5 LT,

TR (0=8) ILRABRK TR E Z M L2 2 LUAMIE 6 FEL A TH D 2 &b, A(FEHE
DT — X LML Z LA AT, 15 nmol/kg (61.7 ugkg) HHEW) (n=18) & L TR,

%88 (n=10) TiX, B~ VF FOERANERMFHET 5 2 & 25T 572912, 15 nmol/kg
(61.7 ughkg) #=MRBHKG Lz,

5010 #F (n=10) TiX, B~ 7 F FOBRMNEHEOLIC L0 EHEAICHIA ATEE R 5 729,
HfEH Lcinix 58z, e~ 70 F FomMERE GEoff) [I~T 714 —7T 17 LI,

HORE (n=8) TII. BB L, T 74 —F 4 v T2 ER Lo T-,

EOMR OB I0HEO~ T A& RE . BEABENOARRBICEr —OBELZHE LT-, § 6D
~ 7 ADEEIIEHNE L CEBEELZFHE L, RO 24 BRI, 3§ 10 O~ 7 A 2[R EOfEE
E 2, X774 — FRECBT 2 EBEOEEZE 0 HE LT,

feEa A e J VR H o GRS, REZRIE LT,
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BEETH (B0H) RO 23 HIZ. EchoMRI A% % F— (Echo MRILLC ff. K[E) I T~vw 2%
Ax ¥y L, BUARBEETM L7, ~ T AIZAT v U HREEL TV,

WIS H (B 1H) . F8HEOE 15 HIZ, 4707 7 A V2157, 24 FEE OB,
B 5B BRI O GANCEHME L7z, 555, 12, 19, 23 XUV 26 H Tk, $52 B Fai0#& 5 BRI b
ZEHE L7, REE~ U A ORI EME 2 LB 2L L, MR %2 BIOSEN S line (EKF
Diagnostic GmbH, KA ) T CTHIE LT,

FHBMG A LT, 550, 8, 15XV 22 HIZ, REE~ U DRI EME D> 5 HbAle DHIE
M MR 2 BB U7, sk 2 B 1 20#12& & Roche / Hitachi 912 (Roche Diagnostics GmbH, R
V) AT LTz,

ABRE TS, avFazxgay ARV Zuhay b7 UEY K (TG) | RFEEY R
Z 78 (LDL) 2L AT a— A R OEEEY RZ 278 (HDL) aLATa—/L, T ARTX
VBT R T AT =T —F (AST) ROT 7= 7 3 R T AT =T —F (ALT) OmifEhfEs
Al L7z,

ZRGCALER, H 1, 30 6 KO 10 DIERA G LTz, A A D v Rab e v ndr Y~ b
AL F 2 R OWESTF ROMEE T ERA LISHBO N 2, B Mlia L OFE p ML ARIOHEE A L,
ETAN AT, T=H—, PCHIEHEEAT =, New CAST Y7 k=7 (Visiopharm ft:, 7>~ —
7) EAfATAY A BX-50 B (4 v”R 4k, v —27) 22 SR REHIESTC X
DHIE LT,

FEVRD T2 DI Z IV 27 OV 28 BIZE 7ROV 9#EDOEMY (4L #E) 2 DIES % BBt L 7=,
ez =2 7 —EB TR e 5 L THME L Lz, RiEE o7 ZPA7HEEK (HBSS) A Cey L,
INEGZEER YT 4 I L VEREL . RPMI 1640 51+ 10%87 4 A4 ITE T 37°C TA »F 23— b
L7, #H. 5% Krebs Ringer &K THEYH L. 51 &t Suprafusion 2500 (Brandel £, K[E) 1L 5
WERRETTARBRICH A L7z, FEWc o, 40 BEORESEZAT 5 1 UL 2RI 7 2 2MH Lz, B
5% Bio-gel P2 (Bio-Rad ft:, K[E) OB T MMIANTZ, ZDH T ALIZIE, FAO FE RO EHBIZ A
YAy vaPibo Tnd, A AV VIRIC KD RENIRN—ATA 2G50, ZLHIC3
mmol/L 7 /L 21— A& 4 Krebs Ringer I CHES & 40 23 FIVER LT=, 40 /0ikimtk. #EMEZ % 10 mmol/L
J 3 — AT 40 43[R (IRPfH 40~80 %)) AHA L 7o, ‘IS, fRERZIKRE 7L 22— (3 mmol/L) (Z
40 4yfE7cHa U7z (RefH 80~120 47) . #EMEHK A . it 0.3 mL/5y CHENE > AT A& il d K 9% E L7,
30 5375 120 43 F T 5 0 EICRE A ER I L7, 3B 2 -20°C TERIFH. 1 v AU Uttt Lz,
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FERHEATICIX, —Je T ZoohdiE AMWA&@mmmm@EkLTBmmmmwgimﬁﬁﬁxm
Student O t BRAE & E i L 72, HIEICARRBERZENRO b o %6, —ThlE ANOVA Db v IZ
Kruskal Wallis #2 /€ & Dunn D% & LB E & VN2, p<0.05 2t FICHE & A7 Lz, fetatiE
1LV 41 % GraphPad Prism 5.0 (GraphPad Software Inc.fl:, >K[E) ZHWTHHE L7z, #ERZ FHMHE L
SEM & L TR,

EEES

BEE (y~vA/H) ZESOICEMER TH 7288, UEIEWTNoORAETLE~ 7 LT RiC

KXAEEBIAONT (¥2.62-8) . KELLEL Tz (X2.6.2-9) , 15nmol/kg (61.7 ugkg) % 1
H 1RIXEE &G L@ o\ T, EEROZERITRO bivkirole (57 —4% % Module 4.2.1.1,
LmLa070620 (Z7~3)

P

-o- Vehicle (n=10)
=m- 0.3 nmol’kg (n=10)
.= 1.0 nmol/kg (n=10)
-+ 2.0 nmol’kg (n=10)
—-4- 5.0 nmol’kg (n=10)
=~ 15 nmol’kg (n=18)

Food intake (g/mouse/day)
B
1

0 5 10 15 20 25
Day relative to first dose
Mean+SEM
4 2.6.2-8 db/db ~ 7 A DA

AREBRBIARTORBEIZIFFE TR B L TR o722 LD, REBPOREICLIZTTHEEL AL
FHELORT, B ZLF KD 2, 5L 15nmol/kg (8.2, 20.6 XN 61.7 pg/kg) O & CIIRERD
DROENTN, TR IV EARCTIHREICEERDIRITBD N> (X2.62-9) .

-& ‘ehicle (n=10)
-m- 0.3 nmolkg (n=10)
&- 1.0 nmolkg (n=10)
-+ 2.0 nmolkg (n=10)
—4- 5.0 nmol’kg (n=10)
- 15 nmol’kg (n=18)

Delta body weight (g)

0 5 10 15 20 25
Day relative to first dose

Mean +SEM
** p<0.01, *** p<0.001 vs vehicle, Two-way ANOVA with Bonferroni's multiple comparison test as post hoc analysis

2.6.2-9 db/db Y IADAR—RF 4 UL DAREZEIE
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IHIZ, BEvZF K 15nmmol/kg (61.7 pg/kg) OFFEHH-TiX, 15 nmol/kg (61.7 ugkg) 1 H 1
[ 5 TR B L b O & [FERICRERD 235580 Hivlz (77— 4 % Module 4.2.1.1, LmLa070620 (27K
T) o REHINE, HEE K ORERE OB GEE, HEE O 15 nmmol/kg (61.7 pgkg) B~ 27 /F R
BHHE, ROHEIERT 7 0 — REIZBWTHERCTH o 72 (T —4 % Module 4.2.1.1, LmLa070620 |27
T) . B~ F K2, 5XiE 15mmolkg (8.2, 20.6 XX 61.7 ug’kg) % 1 H 1 [mEE#, FRIIARIX
Jdi/) LU7= [Bonferroni @ post hoc #&7€ : 2 nmol/kg (8.2 pgkg) (p<0.05) . 5 i 15 nmol/kg (20.6 X%
61.7 ughkg) (p<0.001) ] 23, T XV {KHE., X 15 nmolkg (61.7 pghkg) DlFHEFESTIX, AER
IR D Lo Te (1X2.6.2-10)

P R i
éggg :::E BEE Vehicle (n=10)
AE gggg oot R 0.3 nmol'kg (n=10)
E R = 1.0 nmol’kg (n=10)
pre |
g g}é ara M 2.0 nmol’kg (n=10)
k- 3 5.0 nmol’kg (n=10)
T 4 §Y 15 nmolkg (n=18)
E’ 7 15 nmol’kg, dosed every second
61 T B4 day (n=10)
e Vehicle, single caged (n=8)
Vehicle, Pair fed (n=10)
Mean+SEM
p<0.05, *** p<0.001 vs vehicle, One-way ANOVA with Bonferroni's multiple comparison test as post hoc analysis
2.6.2-10 db/db ¥ 7 ZADAEAEELE L (5% 23 H)

ARk OB G54 AVER K OEEMIICRB W T, B~ T RiZimbE2 T 87 (X2.6.2-11) .

28 = Vehicle (n=10)
s 50 -m- 0.3 nmolkg (n=10)
= .- 1.0 nmolikg (n=10)
& 151 —+ 2.0 nmol’kg (n=10)
g - 5.0 nmol/kg (n=10)
o 10 s
& -8~ 15 nmol/kg (n=18)
3 &
m

[=]

T T
0 4 8 12 16 20 24
Hours relative to dosing

25 _e \ehicle (n=10)

= 90 -m- 0.3 nmol’kg (n=10)
% 1.0 nmolikg (n=10)
2 -+ 2.0 nmol’kg (n=10)
s -+ 5.0 nmol’kg (n=10)
_cg” -e- 15 nmol/kg (n=18)
o

o

0— T T T T T T
0 4 8 12 16 20 24

Hours relative to dosing

Mean = SEM
2.6.2-11 db/db ¥ HORAM 24 BEMETO T 7A4I)L (518 (EK) RUE158 (FTH) ]
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15 nmol/kg (61.7 pg/kg) @ 1 H 1 EIFESENG B &G HEOFRTO M 2 i+ 2 &, 2 BEF CRI% T
o PRI, B AT FOERAPERRHRRT 5 2 ENEES N (57 —4 % Module 4.2.1.1,
LmLa070620 (Z7~:9) . 2D Z Lk, BRBEGEMICIE =0 THEEG L22h-> 725 8 HIZEKIT 5 24 K]~
07y A NERE LS AEICHRD bt (7 —% % Module 4.2.1.1, LmLa070620 ([Z7~97)

HEH OV 58 Clx, S OBERGEm L0 b muwiibiEEz =~ L7z (8526 H : p<0.05,
Kruskal-Wallis #27E } O Dunn O Z EILEHRIE) = &b, FEIRICE2EEN RSN (T4 %
Module 4.2.1.1, LmLa070620 (Z7~9°) , &~Z/LF K 15nmol/kg (61.7 ugkg) % H5L7=<T7 7 4 —FK
B, W ZBEG Lo T 7 ¢ — R L 0 @iz~ L7z (55 26 B @ p<0.001,
Kruskal-Wallis #7& & OY Dunn D% B R E, 7 —# % Module 4.2.1.1, LmLa070620 (Z7~97)

v NTF RICL DM T2, XN—RA T4 UAHIE LT HbAIcEDOIK FIZEH LT, B~ VT R
HICKY, WG RE S B LT, 5515 HD 15 nmol/kg (61.7 ng/kg) BE. KO 22 H D 5 nmol/kg
(20.6 pg/kg) BEZFRLS 2R EGRETN—RA T 4 UHIE L7Z HbAlc DK TR D bz (¥ 2.6.2-12)

S 51T, HbAlcEDIK TIE 15 nmol/kg (61.7 pg/kg) DOfEH KGR THREERICGRD bV, X7 7 4 —
REETIX, N—RA T A UHHIE L7z HbAlcEOK FITRRD HivZe o7z, HEFEY CIL, 6 15 HIZK

TUL2D, 522 HIIHE TR bed -T2 (57— % Module 4.2.1.1, LmLa070620 (Z777F)

7 o 8 15 22 Vehicle (n=10)

E3 0.3 nmolkg (n=10
B 1.0 nmol’kg (n=10
I 2.0 nmol’kg (n=10
6.0 nmolkg (n=10
S 15 nmol/’kg (n=18)

)
)
)
)

RN
A ELILEE LS LRSS

-2.04 *

Change in % HbA1c (baseline subtracted)

Time of sampling (days relative to start of dosing)

Mean +SEM
**:p<0.01; ***:p<0.001 vs vehicle, Two-way ANOVA with Bonferroni's multiple comparison test as post hoc analysis
2.6.2-12 db/db ¥ 7 XD HbA1CE (R—RX 54 UHIER)

APMLVADOIEEL LT, a)FaxTar 2R BRECHlE L=, RBREM calrFazxTay
WA BZEITRD N2>z (—ItidE ANOVA, 7 —# % Module 4.2.1.1, LmLa070620 (Z7~x9°) , Il



Module 2.6.2

24 of 58

A R VRt~ VT RERERECHRIMER CTH - 7223, HrHEAA B 2SR IR &
LT 0.3 % I nmolkg (1.2 2 M4.1 pgkg) BETRHDONT-DOHATH -7 (Kruskal-Wallis 12 7E & Y
Dunn DL E#E)  ($42.6.2-13)

6000+ *
Vehicle (n=10)

0.3 nmol’kg (n=10)

1.0 nmol’kg (n=10)

2.0 nmol’kg (n=10)

5.0 nmol'kg (n=10)

15 nmol'kg (n=18)

15 nmol'kg, dosed every second
day (n=10)

Vehicle, single caged (n=38)
Vehicle, Pair fed (n=10)

Insulin (pmol/l)

R

SRR

RRRRRERL R

e

i

all

Mean +SEM
*: p<0.05 vs vehicle, Kruskal-Wallis with Dunn’s multiple comparison test
2.6.2-13 db/db ¥ VAN MRS VR ViRE (%54 26~28 H)

e 55% 26~28 HOIMBER 7V 7 A AREET, BIERERNIC L 2 2R 0 bi/zny (Kruskal-Wallis £
JECp<0.01) . Dunn ®ZEEMHRE CIIBERICABEZEITRBO bk oTz (5 —4 % Module 4.2.1.1,
LmLa070620 (Z/~77) , %5 26~28 HOIEH TG, LDL =L A7 r—/L  HDL 2 L A7 10—/l %
M ASTEIZHOWT . ABET BN T~ VLT ROEETRD -T2 (F—4 % Module
4.2.1.1,LmLa070620 (Z/~x3) 28, &~ 2 /LF K 15 nmolkg (61.7 ughkg) @ 1 H 1[I GRETIX, ALT
EOWBLBRD L (X2.62-14)

175+ _
Vehicle (n=10)

0.3 nmol’kg (n=9)

1.0 nmol’kg (n=10)

2.0 nmal’kg (n=10)

5.0 nmal’kg (n=10)

15 nmol’kg (n=18)

15 nmol’kg, dosed every second
day (n=9)

Vehicle, single caged (n=58)
Wehicle, Pair fed (n=10)

=5
=
=]
111
[

o
b
e
ey
e
2258
)
e
P
ey
%2
o]

Alanine aminotransferase (U/L)

*:p<0.05 vs vehicle, Kruskal-Wallis with Dunn’s multiple comparison test
2.6.2-14 db/db ¥V XD ALT {E (5% 26~28 H)
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<7 F F 1 KLU 15 nmolkg (4.1 LN 61.7 ngkg) %#E51%. BAMRRAEREOHINMER IS A 5 ILTZH3,
HEABORT 7 4 — FHEETIE, BMRABOBMERNA STz, L LR, Bl CAEZEITR
bipipodz (—ICiliE ANOVA) (¥ 2.6.2-15) .

120+
= 110 Il Y/ehicle (n=10)
< 100+ I _
D go. 7 & 1.0 nmol/kg (n=10)
-E— 80- % - 2215 mmolkg (n=10)
i §§¢7§ [—1Vehicle, Pair fed (n=10)
E go- /
T 40
Q 30 /
iy~ 7

Mean = SEM

& 2.6.2-15 db/db ¥ X () B MERAZSHE (1514 26~28 A)

invitro TO B ARNIMEREIL, I S8 L ik L Ce~ 7 LT NGB CUE Sz, HEERTRE
RERET, IS I & R L T~ AT NS THEICEL (p<0.01) | 7 L3 —A T
FLizA v AV UMb~ 7 VF RESEIY CHEZICHEM L (p<0.01)  (X2.6.2-16) .

™ g 200 -
_ 125 8w
E -
5 1004 8
3 2z
= T E 1004
» s T %o 5
® £
2 e [0}
g veh'icle Semaglutide
=
veh'icie Semaglutide
Mean+=SEM
**p<0.01 vs vehicle, t-test
¥ 2.6.2-16 db/db ¥R (n=8) DEEH (ER) RUTILI—RFRA R oni (AE)
(5% 27~28H)
(i 7 |

T VT RICL 0 MBS T 72 & ONSRE LY HbAle EOMK T3R80 Hivie, Mo > 2 U ik,
AR 2EECORAZLREMNRD NN, 202 ik, BEOMORERD IR 5 AFRABIG
ELTTHRIATREZR A o AU 3D T & —ET 2 6D Th o7, invitro TO BHINEOEEREDHN L
(4 2.6.2-15) | HpEEREERLHEM L (2.6.2-16) .
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26.2224 SZT8DA VAR U RIFTEEERARFREFOKE (Module 2.6.3.2,
BidR050301)

[H]
v INTF RREI =T ZIIBIT D, A AV ol B 2 R ] 2 2 F4fh L 7=,
[FhER 5 1E]

T~ ZF RORBRIC, B I S 7-HEME Gottingen % X =7 % (14~17 4§ H i, n=6) %ff
AL, =2>F 07K (67mgkg) HEBEIFEARNEG% 155122 M7 hY v v (125 mgkg) % H
EIFFIRN G- L B HIIARE 2 ST, £D0%, A MV MY U AL X D8O E L YR+ 5
Z kb, B ONRENIRE R ZEL S/ A0, ARBRBAMAATIC 2~4 BRI ORI 2 3%0E L,
HEVES > F o P R =T BBV A R LT N Y U RIS BT T L ORI L LT, B
IR A FEID L B HIIAEREIC . 7R A A U U MBERE I K D HFLERRE DR N H 1 . ZEIERE
MU K OV i bl & U CEEAE L2, &2 FOEIRY 7 — 7 /Wic K 0 iR U, BRI R
i & T L 7=,

v VTF RELLTOEFE T} THRE L, IEFg@ELEFIREE LB G50 H) &2
—ATA L E L TENEY 7o 7R FE LT, HEWHEICEY FEORDY FETEY I LT R 1
WO VRS L= (557 H D441 0.5 nmol/kg (2.1 pg/kg) . #5-5 H DLF#%IT 1 nmol/kg (4.1
ngkg) . #5-3 HOFHIT 2.0 nmol/kg (8.2 ugkg) . #5-1 HD A 512 2 nmol/kg (8.2 pg/ke) 1 . mlfl
Wy 77 EBB LT,

REANCEW GRS, Thbb, RBYBICHAE 52 RhoT, EIbEY 7 0 7 13
Hg 1 (B 5% 1K) | 3 ROV7 BICEM L, ffEh 7 v a2 — R RER § mmol/L & 722 K5 7
Jbm— R % 120 43 RIFFHSEEA L, 150 40 £ CEFi A Mg e 280 U7z, i 70 o — 2R K OF
A AY VBEZRIE LT, AUCZRHLTYZ 70 7ERHED 71 a—ZA RS v A ) VB 45T
fliL7-, —JChlE ANOVA 7€ & UF Dunnett @ post hoc i E Z 1TV, p<0.05 ZHEFHAICHE L A/ LT,

EEES

TN a—AFEAEIT, NR—2AF A LRI LT~ VLT FOEKELES 1 KO3 BIZHEZICHN
L7, Bk G057 BII3EmLe o7 (2.62-17) . £72. B~ Z/LF KD 2 nmol/kg (8.2
pg/kg) TiE, BEEEHTHE TS R U UMEENRD bz (X2.6.2-18)
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M Bascline I Day 1 I Day 3 I Day 7

Mean+SEM
* p<0.05 vs baseline, One-way ANOVA with Dunnett's multiple comparison test

X 2.6.2-17 IV F FETRE#OENHES SO THDYTIILO—RFAE

550007 *kk
50000 *
45000+
40000+
35000
30000
25000
20000
15000+
10000+
5000+

Insulin secertion (pmol/I*min)

Baseline Day 1 Day3 Day7

Mean+SEM
* p<0.05, *** p<0.001 vs baseline, One-way ANOVA with Dunnett’s multiple comparison test

26218  wYINFFETHRSHOBMMYI 5> THO S =TS MHA VR > AUC
[#4H)

v 7T i, &#EEG% T B E TR I =7 2oEbEs 7 RO 7V a—ZFEAE
FOUMSEF A A Y VREEAARICHENSE, I =72 TRk 7 BRERANRFRET 2 2 L 0Re S
niz,

2.6.2.3 BIRHIEEHER

b NNV U RIR AR ERINCRET 5 BHK flinZ2 D T B ISR 2 £ L, X7 F KT
FHEINTZ cAMP OE AT =) 7 LIz, EiLOMREMNTG ., B~ 27 vF Rid, BEMo &y
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T NH T RIS E T, BIRMEDO E W GLP-1 ZABERER TH 5 Z L VR ENTZ (Module
2.6.3.3, LEri16090-035) . 68 DA TR AMRICH L TRREHERBRA T L, B~ 7 LT RiC
LD HHREER Y v RORSEEAZRE L-, B~ 70T R, RBrL7z 68 FHOZ B RO W
EOLHAERZ RS o7, T72bb, 50% EOHEITWTHOREBR THL AL o7z
(Module 2.6.3.3, AA93698) .

LMo T, B ZAF RN ICHSTA A RT A LETREN TV A RIRESEIER 2 A3 % Al hetE
KL . BIMOFHIARE L EZ b,

GLP-1 S AR DPFENRLASM KT T D4EH & LT, Hawk OENEHEH OGNS . HANEYEH
NI RS MO LB 2B S5, L LR S, Btk GLP-1 Z A IRIEBNFE D B NAHEH ISR
DIERITEMCTH 5, GLP-1 ZRMIEENERIL, IS 2D GLP-1 Z &K &/ L Cififi 2 o L 22
MR AR S5 2 LI LV BIER T S, TOMBE, =3V —EBERNED LIKENME T 5,
B~ I NTF RO invitro B TIE, KRE, EEfE, RENERIEIC KT TRE L MERERD A D= L%
BEtd 5 2 & & HIICERGH L, & 512, GLP-1 LU GLP-1 Z B RVEBSE O BYIREE(L 12532 A 457
RPN TR E SN T 5D, B~ 70T FTIE, RHICHER SN TV D 2 FOBIIRE(LEIET L %
HANWTZ ORRZ MG LT,

2.6.2.3.1 BEZy M THRE, EEERUVEBEERIFHICRIFTEE (Module 2.6.3.3,
KiRa080803)

[HAY]

T~ 7 NF F%& 1 B 18] 78~79 HEBEG%OREHFEHEIEER (DIO) 7 v MIBITF A IRERD 726
N R} OV RS A 12 M E 9 5 B % 3T L 7=,

[FkER 714 ]

45 VLo 14 {45 H O MENE Wistar 527~ b ((KE : %9 340g)  (Taconic M&B ., 7> ~—7) %HlA
ATz, SPRICITEFE R OREZ R~ K 5 RESGE (C) 4 HHREBE I —J7, 40 PLiZ|3HEHERE &
Fazal—k (C+CH) % HHEE W7z, By 23 A RORER (235K 9 &1 FHEET L 7= kF
) CRBRAZ PG U7, SUBRBALAIF O C+CH BEDOFEAEITAI 450 g TH Y | CXHREEIZH 350 g Th
olz, BN CHCHEE T v M RETEE L., 3T, 2/HEOE~ 7 LF K (03
nmol/kg (1.2 ugkg) (n=13) K O"1nmolkg (4.1 pgkg) (n=14) ) % 1 H 1A F&EL7-, C+CH
ZH BB ISR (0=13) &, C ZHREBH I BB (0=5) 2R BRI A AT,
R G- DI, el AT RE e S TR B 2 FE BRI T X 2 L9, BB THAZ 2 H (78 L1179
H) IZ#I L7z, FBIZOE, SHED D YO & ZHICALE LT,
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FHET L RRA 2 NI, FRE, B, BEBHEROMEHEK Thole, B F ) —2 2 RARA
v MR SUTMEERSATIC L D v a3 — A HbAle, A AV v BT TG, HEHEAEN
%2 (FFA) . HDLa L 25 o —/L #AalL A5 a—/L (Tchol) . VFF U RORTTARRTF L THh
olc, RERDLWNCEE KR OT a a2 b — MEFELZH 77 HE CHEHAGHE L, FHEMIZ. MR 2% v
7 —"7T& % EchoMRI-100 (Ectro Medical System f1:, >K[E) O®H AFx v o FiEZ2HWTH-4 H LD 77
HICHIE Lz, 5578 KON T9 H (A& 54640 24 BRI K O 18 B O#a &) (24Tl ik 2 BR i
RN BN & L HFEALE LT,

7 — X O$E7RIZ Graph Pad Prism 5.0 (GraphPad Software Inc.ft, K[E) %Mz, &7 —% &1
fEESEM & L ORY, EffE —JhliE ANOVA FREIC £ 0 ik L7z, CHCH IR R & o il
Dunnett D 2 B LR EIZ LV FEfi L7z, CHBEATREEOREI O BN IR DTV o7z ik o UMl
TINTIZ C I RBE A A AR Do T, XD & D tiREZ W T, H-4 H XV 77 B OFExHAEEN
AEKOBRIENI AR A ik LTz,

EEES

77 HOEWENEEICED L, X—=R2 T4 b OREZEIT CHCHIRERGRE L i L T~
IVF REGHECTHEICED Lz (¥2.6.2-19 K 1VE 2.6.2-3)
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]
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300

Body weight (g)

2.6.2-19 AR UHREEFD DIO 5 v FDAKRE

Time (days)

LI
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vehicle C+CH
semaglutide (0.3 nmol/kg)
semaglutide (1 nmol/kg)
vehicle C

% 2.6.2-3 DIOZ v MIBITAKRERVEKELLL E5#£77H)

Compound BW at day 77 BW change, Day 0-77 (g) N
Vehicle (C+CH) 492.7 +24.0 28.0+6.5 13
Semaglutide0.3 nmol/kg (1.2 ug/kg) 427.6+18.2 222+81 13
Semaglutide1 nmol/kg (4.1 pg/kg) 3737+ 148 74.0+84 14
Vehicle C 330.8 + 14.5 -12.8+5.7 5

Mean + SEM

*: p<0.05, **: p<0.01, ***: p<0.001 vs vehicle (C+CH), One-way ANOVA with Dunnett's multiple comparison test

S, B AF RTIE, 7y MZF azb— b AR Z RSS2 GE5IC, Faal— ME
IR ORI 2 0 5 B EORD N EES L, B~ 27T Rd 0.3 %O 1 nmol/kg (1.2 TN 4.1
uglkg) O 1 H 1[EIHEEGICEY | C+CH M 5-# (4990£198 keal) & H#E L TF = =2 L— MEEFED
HERBOPED B [(ZE1 42138200 keal (p<0.01) J2 OF 3449+132 keal (p<0.001) ) ., —J7,

FEVERRDEHERT B2 A B INEERD Hiv7e 0 > 7= (0.3 nmol/kg (1.2 pg/kg)
(4.1 pg/kg) : 369425 keal, C+CH IAIEHE 58 © 294+40 keal

: 379437 keal, 1 nmol/kg
(4 2.6.2-20) &
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N m. - ok
-g 8 6000+ —
¥ 4004 3
£ k=
2 2004 £ s
S 2 20004
s 1004 _§
O o
T o g A
R 3 N e 0 :
9 O O
\o('x 6‘0& &o&h & %“& %*‘&
RY ,50 \Q 0(, 6‘0 &0
& N o & oS &
b4 ol\\ 40‘\ 3
& ) ® &
6@& 9°6@ Q\\’b °¢°
& @0@0 906‘
Mean + SEM, n=13-14
**p<0.01, ¥**p<0.001, One-way ANOVA with Dunnett's multiple comparison test
2.6.2-20 DIO 5 v FOEELAME U FaaL— MEEEE (kcal) (1 H1EEE77 BK)

ERT (-4 H) ROBEGHETER (G877 H) (THHL A BRSKIEIEIC K 0 JIE L7k, B~
VT KBS OIS B RIEARRD b, B~ 7T REG%, RIBARITE R HE
AN L (B~ 2 vF K03 nmol/kg (1.2 pg/kg) : -4.2+0.8%., &~ 72 /LF K 1 nmolkg (4.1
pg/kg) 1 -8.8+1.1%. C+CH ISR 51 : +1.4+0.8%, CIABEHEERE : -1.5£1.3%) (X 2.6.2-21) ,

Sn ol Gm AR
- . ke . :\?
o -
S s sq - :
o o - *
s S 24 .
= X
o -5+ : .
oS X
g g
£ 104
5 g 21
w [+
P |
'15 L L ) L ) L ) 'A' L 3 L) L ) L )
R N N\ O NS D N O
A A T T
& & & N o)
& & XS X\ © &S O <
& © & o Q
S & X &
& » & »
Ay QQ \Q QQ
3 & 3 &
&£ o & o
& 4 & o

Mean + SEM, n=14
**p<0.01, ¥**p< 0.001, One-way ANOVA with Dunnett's multiple comparison test

2.6.2-21 MR BEE LR UREHSELZE (%) (1B1E&KEE77 B%)
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MPEE, HbAle, A v AV >, Zvh I TG, HDL 2 L AT 2 — )L R INT F 4 R 7 F
TAREEITRO bNerolz, BT ATF FEEHETIEZ, V7T, a b AT 2 —/LKINFFA Ol
BERRENMET Lz (F£2.624)

*26.24 EREEH 24 BE%R (F78XIE79H) ITHEIRMLE-MER. MBERVMBHRSTER
Vehicle (CH+C) Semaglutide Semaglutide Vehicle (C)

0.3 nmol/kg 1 nmol/kg

(1.2 pg/kg) (4.1 pg/kg)
Blood glucose (mmol/L) 4.0+0.17 (n=13) | 44+0.12 (n=13) 4.3+0.13 (n=14) 4.3 +0.12 (n=5)
HbAlc (% HbAlc) 3.5+0.04 (n=12) | 3.6 £0.03 (n=13) 3.6+ 0.03 (n=14) 3.8 +0.05 (n=5)
Insulin (pmol/L) 334 + 54 (n=12) 248 £ 43 (n=13) 207 £ 36 (n=12) 179 + 40 (n=2)
Glucagon (pmol/L) 72+ 14 (n=12) 91 + 18 (n=13) 88+ 17 (n=12) 247 +76 (n=4)
TG (mmol/L) 1.9+ 0.27 (n=13) | 2.3+£0.34 (n=12) 1.6 +0.21 (n=14) 0.72 £ 0.11 (n=5)
FFA (umol/L) 235 £ 20 (n=13) 195 +£20 (n=13) 169 + 12" (n=11) 177 = 41 (n=4)
HDL cholesterol (mmol/L) 1.3+£0.11 (n=13) | 1.1 £0.06 (n=12) 1.4+0.11 (n=14) 1.6 £ 0.25 (n=5)
T-chol (mmol/L) 29+0.16 (0=13) [2.3+0.13" (n=12) |[2.2+0.13" (n=14) | 2.3+0.33 (n=5)
Leptin (ng/mL) 43 + 5.8 (n=13) 20+2.17 (n=13) 16£2.47 (n=14) [ 5.1+£0.96 (n=5)
Adiponectin (pmol/M) 27+ 3.0 (n=13) 20+ 2.3 (n=13) 21 +2.0 (n=14) 11+ 1.3 (n=5)
Mean + SEM

**p<0.01, ***p< 0.001 vs vehicle (CH+C), One-way ANOVA with Dunnett's multiple comparison test
Vehicle (C) group was omitted from statically analysis due to limited sample number.

B 7 v MZBWT, B AT RIEMERELZIKTIEZ, &6, BT RE, 7y b3F =
a2 L— | CREHEERI OBRINE N H AEE . F 3 2 L— MEREOBRINIRD % 2L 5 B &0,
RN, BT, JBERREA LNV T F . 2L AT a— L KON FFA OIS EENMET L7,
2.6.2.3.2 [THOEBEOKADEI T ILF KOEEHE (Module 2.6.3.3, JHES151201)

A

KB E1 DT > IO ~DE~ 7 )VF ROBEN, ROBUR FTEIcBI 2 B2 RTHE =2
—na DOt~ I T RIZ X AHIE A L7,

[FkER 714 ]

VivoTag-S”® 750 NIR #4354, (Perkin Elmer 1. 7 > ~—2) X|& Alexa Fluor” 594 C5-< LA 3
K (Thermo Fischer Scientific f., > ~—7) OWTFNNEXTF RIS SE-B N ER Y~ 7 LT
Rorf &N THEEK LT,

MM SD%Z v b (Crl:SD)  (Taconic #f, 7> ~—2) (2 120 nmol/kg (494 pg/kg) D HED Alexa
594-E< 7 VF K (n=2) A (n=1) ZHEIFIRNE S L2, MY % Hoechst B Huta, K OV=
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A2 T U7X UHREEEEEY (CART) IZX VY LT, Alexa 594-~ 7V F R &R TF
K& O JHEE MM L7z, Leica #fE S A A — 0 72 A5 A TCS SP8 J2 I Leica Application Suite
(LASX) Y7 bv =7 (Leicatt, FAY) ZMHWCTMYI A O 2D EWifg % Bfs L=,

WM C57BI6] ~ 7 A (Taconic ft, 7 >~ —7) (ZHFEZ FH5 (120 nmol/kg (494 ng/kg) . n=8)
Xix 1 H2[EL, 4 B T#E [2X30 nmol/kg/H ., 2X60 nmol/kg/H . 2X120 nmol/kg/ H J T} 2 X120
nmol/kg/H (2X123.4, 2X246.8 nghkg/H . 2X494 png/kg/H XX 2X494 pg/kg/H) . n=5) L7z, ¥ 7
IV BMEZ R ) F— N5 7200, HERENE GLP-1 &R HH C5TBI6) ~ 7 A (GLP-1 AR~ 7 A
Taconic 1. 7 > ~—72) |Z VivoTag750- &~ 7 /)L F K& HEIE &L (n=2) Liz, 9T 7 Lol
FEICB L Tyl 27 L7=, SuperK EXTREME (EXR-15) L —%—3 27 A (LaVisiontk, Ko
V) ZfE L7z lightsheet B L RS <A Zm 2a—FIC k0 @eE it Lz, AL 7L
[Z2UT 620/600 X iE 700 nm D JihiE/FE HF% E T, VivoTag750-&~ 7 /v F ROFERI S 7 F /DT
710/775 nm DJHE/FEVERRE Ty 70 5~10 um D AT v 7 A X TH- L BABEKEE (SPIM) 12 X
Dalkl 2 A% v Lz, Imaris ¥ 7 b7 =7 (Bitplane £, A A Z) Z VT 2D & 83D Eifg 2 1EHRL L
7

TuAeF A7 anLFr (POMC) —Hmiktar ¥ /3278 (EGFP) kU =a—u~XT7F RY
(NPY) —Et MMk Renilla ke & > /X278 (hwGFP) ~ 7 A%, ZFEHIZ Jackson Laboratory f1: (K
E) NOHEA L, FIERNSIEFICHEF S, POMC XX NPY 7 & —X —Ofilfl F CThrtais it 2 v
X278 (GFP) O3BIZFET 5720, HAENROBE R 2T, 6~10 @D POMC-EGFP i #~
U A 8 PLL N NPY-hrGFP i~ 7 2 48005 BUR T O S (ARC) ZETembikbl T 2 FR L,
BAREHAICEEE L T, B~ 7T K TR O RZARINHE POMC/CART & OVEAR(EHENE NPY/ 7 27—
FRHEARTF R (AgRP) == —n > OIEMALA G L 7=,

SR EF v o \—IZB L, 30°C CALIFHKRE — &t (1~2mL/4y) THERFL 72, B
3~5MQ OFTZA L, AEAEEHE (125 mmol/L K- /L =1 >, 2 mmol/L KCI, 10 mmol/L EGTA. 5
mmol/L HEPES, 0.3 mmol/L GTP, POMC-GFP'H & L C 5 mmol/L ATP XiZ NPY-GFP /& L C 1
mmol/L ATP ; KOH C pH 7.25 IZ3f%& (J2i%B/E~295 mosmol/L) ] THIE L7z, & M OIRAMRIZ
X BP0y ©F A IE S BAREE 2 2 T2 IESEE A AW C GFP =2 —n U 2 FE Lz, ~/VF 27 77 700B
HahE#s (Molecular Devices £E, K[EH) Z#HWCT—X2B&EL7-, 7—% % 3Khz T7 4 VZ U 7L,
I a—H A X —7 = — R Digidata 1550A 2 O* pClamp 10.5 ¥ 7 k7 =7 (Molecular Devices ft,
KE) ZMHWT 1Khz TIEE L=, &~ Z/LF K 100 nmol/L % #J 20 /3N A 7 A A LT, &~
JNVF RIZE D ARC = = —v U OTEMAC U EIEN 2. BN & OV E JER 72 TR B BT I A % fif
W9 o2 EICEVBEE L, MIEDH D tREZ AWV CHREEHEMIZ R L7z,
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EEES

HREBDZ b THETENE#E~ 7 LT R (VivoTag750-E~ 7 /VF R) &~ AR TEE
L. MERM L, ®y 7P vaeAaxy o Uiz, MMM (BBB) AMFAE L722\WEE O IK=E & Fh#R
B (CVO)  [(HR T ARC IZHT#HE L7 EFFERE (ME) | BMERO %5 (AP) KON FavE

(SFO) . KOWRIMERRTE (VOLT) ) ([ZHt it Sz, B~ 7 0F Nid, ek OREL

(NTS) IZBWTHHEE SN, T v MUK FHO ARCIZBWT, HEE#HE~ 7 LF K (Alexa594-
v 7 VF R) L CART Gt =a—nu v L ORI RIEN RSN (K2.6.2-22) , [X2.6.2-2312, <
T AR I B ~ 2 VF RO OB E 2R, GLP-1 /R~ 7 2TBW Ty 7L
RBOLNRDSTZ DD, EROMTERIZIIT 286 7L, GLP-1 Z /K LS IRFTh
572, CART/POMC }2 () NPY/AgRP == — 1 /|2, ZHLEAGFP ¥ 7 &I LT~ U A AR KD
PR TEY) fr OBEKAEBLENRER )G, B~ 27 /LF RiX CART/POMC == —1 U & EEIZIEEL L,
NPY/AgRP = = —n » ZM#ERICHE T 5 Z LR ahnie (¥2.6.2-24)

| CART/Saline || IgG/Semaglutide |[CART/Semaglutide]

A

|CART/Semaglutide|| CART/Semaglutide |[CART/Semaglutide |

D’
4
| 4

Rat hypothalamus from a saline (A) and an Alexa594-semaglutide injected animal (B, C, D, D'D"") stained with
Hoechst nuclear staining (blue) and CART (green) (A, C, D, D" and D"") or with IgG (green) (B). D, D’and D"” show
high magnification confocal images (63x) of Alexa594-semaglutide (red) accumulation in CART positive cells.
Arrowheads point to some of the CART/Alexa594-semaglutide positive cells (C, D, D', D").

Scale bar for the upper row is depicted in C (50um) and for the lover row in D" (12.5um).

Thickness of the maximum projection image in A= 35,36 um, B= 28,08um, C= 13,52um and D, D" and D""= 12,98um.

2.6.2-22 Alexa594- < J)LF F& CARTEHE=2—0 >V OHBE
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VT750-sema, 4dy VT750-sema, 6h

Representative single plane images of fluorescent signals in forebrain of C57BI1/6J mice administered once (A-E, n=4)
or repeatedly (F-J, n=4) with VivoTag750-semaglutide.

Sections are scanned at 710nm representing specific signal (green).

The top row shows a 3D whole brain in a sagittal view.

The green line traversing this brain image indicates the orientation of the corresponding 2D images below.

Sections are scanned at 710nm.

Abbreviations: ARC: arcuate nucleus, AP: area postrema, LS: lateral septal nuclei, ME: median eminence, NTS:
nucleus tractus solitarus, OVLT: organum vasculosum, PO: preoptic nucleus, PVN: paraventricular hypothalamic
nucleus, SFi: septofimbral nucleus, SFO: subfornical organ, 10N: dorsal motor nucleus of vagus.

Scale bars: 500pum; B, C, G, H; 250um; A, D, E, F, L, J

2.6.2-23 I I AMIZE 1+ 5 VivoTag750- < ' ILF KDL
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A :
Semaglutide 100nM
-48 mV
B C
S 30 T 400
15 = aglutide 1000
@
E | e E
5 -404 S 300 ]
o -45/ 8
.50 2 200
= -
& -55+ 5
1] *k %
E -60- "6 100
O RMP E
B Semaglutide 100nM E
Z 0

Time (m)

(A) Representative trace from a NPY-GFP neuron under current clamp mode in the presence of 100nmol/L semaglutide.
(B) Summary graph showing changes in membrane potential in NPY-GFP neurons after semaglutide application. (C)
Histograms showing the effects of semaglutide in the firing rate of NPY-GFP neurons.

Mean + SEM, 5 cells out of 12 neurons from 4 animals. RMP= Resting Membrane Potential p=0.0068, paired t-test.

X 2.6.2-24 NPY/AgRP =2 —O Iz 1+5 < T ILF KO
U ]

KIEF G- S caOtiEak e~ 7 v F Rid, BIREC XA REZ 485D CVO % &L GLP-1 2 AR & 8 Bl
T 5 & ORREEIIZEIZE L, ARC @ CART itk = = — w1 VMR L 72k Je OEIR T NTS D & 5
|Z. BBB T# S LM BREBGE L -, ¥ 7L O KRERD T GLP-1 Z /A~ 7 2 TIE#@RO b
RinoleZ ED | GLP-1 RS~ DOI Y IARIZHLETHH Z EBRS N, ~ U RO OE
RAEBZOREICE Y, B~ VT K23 POMC/CART = = — 1 > Z EHICHIE L, NPY %Hl=2—

NTBWTHRIEME & M HE T2 Z R EnT,
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26.233 DIOYORIZEIFTHAHMERTEHDEM L T FILIZHT B4R (Module 2.6.3.3,
JCFJ151203)

[HAY]

T~ NVTF FEE5%ODIO v~ 7 AZET 5, BEHELMEEORE ~OBEGNH O THDHHKRT
HAE DB R BLZ - L 7=,

[FBR 5 1E]

HEME C57B1/6J-DIO ~ 7 A (Jackson Laboratories 1, K[E) (n=12) (Z&~ 27 /L F KD 12.2 nmol/kg

(0.05 mg/kg) % Day 0 (@lal#%5-H) (2. 24.3 nmol/kg (0.10 mg/kg) % Day 112, 36.5 nmol/kg (0.15
mg/kg) % Day2~171C, ZiEh 1 B 1EKZ TG L, SHRRERZIZEEE (pH : 7.4, 50 mmol/L U >
iz, 70 mmol/L #i{t7F kU 7 AL 0.05%HR Y Y —k 80) 5 (n=12) L. UK FEflckiF 2 EE
REBHEEOZEE S T FUCONTT v T ROF T X a b—ra UMERERTZENTE DL LD,

T~ VT FESEWYOREICA DR 5 (n=12) ZH#HAANT,

B eRE LB LT, MELOEHELZFHRE L-, B THRICAREZNE L, BEREHIZ
Mgt 28R L, L—V—Fy 7Fr—~Au&ftrar (LCM) (ZX0H9H L= ARC K&
O=EEE: (PVN) (2B D its I3 BUMT I 2 BB L 7=,

ARC [3F & UCTHREME > 7 TV OMEITH LR &E 2 872 U, Bk LT oER 2= F 5
H2MHEOBEE = —n U2 E T, AgRPNPY =2 — 1 U (35RO DM R EE AT = — 2 —
T 5 —J7. POMC/CART = = — 11 L (T EERTMIERA #4269 57, ARC KO'PVNIZRIT S5 2 b
B ORBE, EBNAR) AT —PHEE (QPCR) 1T X > THMF Lz, KEiafkOEREHZS
WTHA 78 (Cq) ZHIE L, K 2CrCmm iz st KBET R OKRBH O S BUE 2 75 L7z,
22T, Cqmin [Tkl 2 LB L TR FORKCQETH D, HETO 6 DO NT 2AF—1' 0 78I
¥ (HKG) OAEIUEDO KM TEH 2HET L2 Licky, BHEAr—V 777 7 4 —%IRE L,
eV T, KRR T L UGB O M R BUE 2 AR O EHIFF R 72 A — Y 77 7 7 5 —THV |
RERICEBIT D U AR (RNA) SAROERZEHRIL LT,

EEES

<27 /VF K [36.5nmol/kg (0.15mgkg) ] #DIO~D A ZHELIZEZA, R=ATAL U NHD
REDS 18%I8) Lz (EBECx LT p<0.001)  ([22.6.2-25) .
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I
50+ ;
-o- \ehicle

5 | -%- Semaglutide 0.15magkg
et Weight matched
o=
=2
7]
=
< 301
=]
m

zﬂ L] L] L]

6 3 0 3 6 9 12 15 18
Days

The vertical dotted line indicates dosing start. Mean+ SEM (n=12)
**%p<0.001 significant effect of semaglutide, ###p<0.001 significant effect of food restriction (weight matched group)
both compared with vehicle group.

2.6.2-25 DIO YO RDEEIZRIZT T ILF FOBE

Y~ ZVF R T, BRBREBABRHICIEEEORD N R KE o7 (4 2.6.2-26)

6-
-e- Vehicle
) =¥ - Semaglutide 0.15mg/kg
® Weight matched
’ 4
]
et
=
©
o]
o
L.
O L] L] ; L] L] L L] L] L
6 -3 0 3 6 9 12 15 18
Days
Means = SEM, n=12. The vertical dotted line indicates dosing start.
2.6.2-26 DIOY O RADELEEICRIFTEITILF FOHRE

WME~_7"F R T 5 CART ® mRNA X, BHEHE (1.2 5, p<0.05) LOMKEFERE (1.7 5. p<0.001)
LT, BT REEHEMW O ARC THEII L7228 (X2.6.2-27) . POMC @ mRNA FHL (24
FHFHIAEREIIA BN o T (K 2.6.2-28) , ZEERTF R THDH AgRP O mRNA (X 2.6.2-29)

N N

&Y NPY @ mRNA ([¥ 2.6.2-30) 1%, B~ Z7/LF Nt (NPY : 1.3 fi%, p<0.01, AgRP : 1.5 %, p<0.05)
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M OERIERE (NPY @ 2%, p<0.001, AgRP :28f%, p<0.001) & L#g L CAREFIEERED ARC THINL
77e B~ LF RiEE DIO v 7 A TR EFFE DIO ~ 7 A2 X B &EHH|IRE O PYN IT/ERIZRD &
Niehnot- (¥2.62-27~2.6.2-30) .

1.5+ d Kok 1.5+
E) 5
< <
s §

g 1.04 2 1.04
3 4
x 3
: )
<

& 0.54 Z 0.54
E £
[ &
3 S

0.0~ 0.0+

Vehicle Semaglutide Woeight matched Vehicle Semaglutide Welght matched

Means of the relative expression = SEM to the values of vehicle.
*p<0.05 semaglutide vs vehicle, ***p<0.001 semaglutide vs weight matched.

2.6.2-27 DIO R RIZHIT5H ARC (EE) RUPVN (AE) ® CART mRNA HB=EICRIF
TEYTILTF FOEA

=k
o
1
g
(=]
1

=%
=
L
=
[
L

2
L
1

POMC mRNA expression (AU)
P -
o (=]
1 1]

POMC mRNA expression (AU)

=
L=
L
=
=
L

Vehicle Semaglutide Weight matched Vehicle Semaglutide Weight matched

Means of the relative expression = SEM to the values of vehicle.

2.6.2-28 DIO R XIZHIT5H ARC (£EE) RUPVN (ABE) ® POMC mRNA RIR=(CRIF
TEYTILTF FOEA
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4=
= Kokk - 1.5+
< E 3
5 5
n ]
w w
g g
o o
3 21 X
= 3
o x
E 1 E
g 2
< <

0- i

Vehicle Semaglutide Weight matched Vehicle Semaglutide Weight matched

Means of the relative expression = SEM to the values of vehicle.
*p<0.05 semaglutide vs weight matched, ***p<0.001 vehicle vs weight matched.

2.6.2-29 DIO ¥ XIZHIT5H ARC (£ER) RUPVN (AE) M AgRP mRNA HBEIZRIF
TEYTILTF FOEA

2.5_ *kk

=y 1.5+

e _—

=2
< 2,01 <
= 5
@ s
]
2 @
& a
b b
b g
= =
14 o
E £
> >

o
L z

Vehicle Semaglutide Weight matched Vehicle  Semaglutide Welght matched

Means of the relative expression = SEM to the values of vehicle.
**p<0.01 semaglutide vs weight matched, ***p<0.001 vehicle vs weight matched

2.6.2-30 DIO R XIZHIT5H ARC (£EE) RUPVN (ABE) ® NPY mRNAHXKBREIZRIZT
I JILF FOER

=7V F RO 18 HREIEHEEGIZL D, DIO T AT HEEEELR MAEOA BRI TNRRD 5
-, 2oz LiE, WEASTF R THh5 CART O mRNA FEELOHN K OE FE0 ARC I231F %22
fE~7F R TdH 25 NPY LN AgRP D mRNA I EDK T & B# L Ty iz,
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2.6.2.34 LDL Z2R/EK/ 9977 IV RIZEFTHT TO—LEBARFELLIZRIESTHR
(Module 2.6.3.3, GuRa150803)

[HAY]

WHELT D IRARLET T — 7 R bRV L &RE, b EIFERBEOT 7 o — A EhfRe L

FRIRAZFIET D, T I RT3 2 S B €7 v T H LDL Z A& (LDLr) / » 277U k
(KO) ¥~ ADT 71— LB RECIE OWEITICRT 58~ 7V F ROREZFM L-, EEHRE
L C. EnFace fEHTIC L VAN L7277 — 7 W28 imfdE, MAEH T-chol & OF TG fE 7¢ & N KBRS
B DRIE~ — B —OBR - FIL & Z T L7,

[FkER 714 ]

11~13 > LDLr KO ¥ 7 A (n=10~23/##) (Jackson Laboratories f1:, K[E) A L7z, fHEUEfH
Bt (CH) #5-x7- | BEICWEEAE (n=10) . £/, RBRT 7 — 27 BERED 720 8. RS K
Ravxrua—rgtembhn ) —fE (V=A% 24y b (WD) . Research Diets f1:, K[EH] %
.z 728, WiE (pH=7.4 ; 50 mmol/L V > & ; 70 mmol/L ¥ ) K U 7 A ; 0.05%HK U/ /b_— |
80) (n=17) I3 HEDOE~Z/LF K (097, 2.9 KX 14.6 nmol/kg (4, 12 KT 60 pgkg) . THZ
Aun=22, 23 K O21) &, ZHEAL A LE 17 8EBET#EE L,

REZ R 1 EE L7, Ao msEd TG, T-chol, VLDL, LDL X (*HDL O =L A5 1 —/L
ZREL, WESKBIREZRHE L., 77— 7 HEHEZ E& LT-, —JtidE ANOVA Fhitk. % EbE
T Tukey @ post hoc FREIT & 2T 2 S50 L 7=, p<0.05 Z#E3HICAE & Al LT,

77— HBAMET D720, KERZ Ol (RHER) 2255 8 g £ TUIkR L. fE7mic ok L,

W 53H7 Y 7 b7 =7 Visiomorph (Visiopharm A/S, KA ) % F T En Face fi##7 247> 72, En Face
T . RNA 2 KENR2 ORI L, HEEORIE~Y — I — DI BLEZ M L7, FRICRIERIG, (Ol
PR, NRERRE N O B AR ~ — 0 — 02 B 72 2 DB IR BN A T = A Z R INHB KL NS R
WCEDSERRULIZ 275 87 v —T7 00705 I A% MMERUH CodeSet (AME Bioscience ft, #[E) %
AT, Btz TV XA X LT, M TVEAE—Va itk Te—7  BEEGEEZT— Y
v VN7 B TCHEE(L L. GEN2 nCounter Digital Analyzer (Nanostring Technologies Inc.fh, K[E) % H
WTAF ¥ L, BIENRETZ—FHE LT, 23BH% CodeSet (IZAFET D2 b —/LHARA 7
A > RNA X OVHKG (Actb, B2m, Gapdh, Hprt, Ppia &2 O* Rps18) % nSolver Analysis Software 2.5

(Nanostring Technologies Inc.ft:, K[E) TIEHILL, ~"A TV XA E— a3 L EEHE, KO
TOMDFERR EDOIX L H>E ZFHE LT, EFIL LB log2 ZH L, #EHENTICEH L7z, Z D&e)
DF—Zty NeET—% & Lic, FRFHRBIORKED 4.5 Kii T 28I+ (log2 EHMKIZ L 5%
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I, IO NS (ENTENT) B LT=Z, /2T X MU w7 72 Wilcoxon B EIZ LV I E &S5 WD
FREERE (A WD) & ORERIH 21T - 7=,

EEES

77 a— AR VE A RIET D WD 2 52 T T e —A%ﬁ%ﬂ:fﬁﬁﬁ& M EPE LDLr KO ~ w7 A
IZBWTC, B~ AT Rid, @HECTKEIRT 7 — 27 A OERNAEICIH Sz (A WD :
13.1£1.3%. 0.97 nmol/kg (4 ug/kg) : 4.5£0.8%. 2.9 nmol/kg (12 ug/kg) : 4.0£0.8%, 14.6 nmol/kg (60
nglkg) :4.6x1.1% ; &FE T p<0.0001) (X2.6.2-31) ,

30 -
dkk
25 -
= * 2
20 -
g ** *kk Y
E 15 4 :g: *hk A ¥
= [ |
=a 10 4 ™ | A
= @ * s A Y v
Ay ® ] ¥
o o P 4
Ak hJ

(=]
L

Vehicle, Std Chow (Altromin 1314)
Vehicle, WD (D12079B)
semaglutide 4 pg/kg

semaglutide 12pg/ke

semaglutide 60pg/ kg

4 - H @

Mean+SEM (n=10-23)
**%p<0.0001 vs vehicle, WD

Plaque area (%) was calculated as the ratio of plaque lesion area to total aortic arch area (measured from the root of the
heart to 8™ thoracic rib) and multiplied by 100.

2.6.2-31 LDLr" = 22313 B~ VLT R %O KBRS T — 7 ik

T~ 7 LF KD 097 KT 2.9 nmolkg (4 KT 12 pug/ke) FHREDOREIIAIMEEE (Al WD) & [FREET
bHoT- (WD : 359+1.1 g, 0.97 nmol/kg (4 pgkg) : 36.1x0.8 g, 2.9 nmol/kg (12 ugkg) : 34.5+0.8

g BRECHEERL) | BT FORGHERETOR, BB TRHCAE BERIRMEREO b
(30.5+0.7 g ; p<0.0001) ,

WP TR, MU ) A2 L R a L AT o — A EE SN Lis, BB WD BT, ekl 4
bz -8 (BE CHEE) &LL<, T-chol, VLDL 2L A5 11—/, LDL = vxw:—w&@“ HDL
O L AT a— )VHEOREREMEPRD bz, B~ 7 VF REERETIL, HEHFIC ESETAYAS
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. IABEWD BE & B L T-chol XU L AT a— L URZ o378 (VLDL, LDL )2 (O HDL) 1K
T@WW@EMK(T*&%MM%%&M&M%M%%;m?)OmﬁWDﬁf X, I CH R & L
i Ll TG O E R R SR, B~ 7 F FofEME (14.6 nmolkg (60 pg/kg) )
B HRETIT, A WD BE & i LA R R VR Stz (57— 4 % Module 4.2.1.2, GuRal50803 (271
) .

KENRO (S FFRBBITIZI T, A WD BECIIBEIT L7z 275 85 71 112 {5 O mRNA F 5
WCHBERER) (T y 7 IF T L Xalb—ray) B biiz, WD BEMOER &L T, &~
INF REGIZLY FERE#Z R T B FROEBITIMH S, B~ 2 /0F FD 0.97 nmol/kg (4
pg/kg) TIiX 87 A&7~ 2.9 nmolkg (12 pg/kg) TiE 93 (5. KT 14.6 nmol/kg (60 ug/kg) TiE 90
B0 ZZ T2, FATEIRCFUROA v F—1AF -6 (IL-6) mRNA O WD iFEMET » 7
L¥alb—aid, B2 0F REEIZI DS TIES 2N EEICIl SN (T —4 % Module
4.2.1.2, GuRal50803 |Z/R"9) o FAT AR F AL, BIWET VDT T v — LB REAE & BE LT
B EEENICITEBIRT 7 7 — A PEBIREE(E & OV A R & B LT 5, BRI, A2 T
FR o F ATDME IR BOELER A T~ — T —ThH 5 Z EBNABT AL W RBSh TV 5D
IL-6 1%, 2 BUBEIRIGBE ISV CLMERBE FRIT 51 A~—h—L LTRESH TV A E

77 a— AEEREE(LAE D LDLr KO ~ 7 AET MIBWT, B L7z~ 27T Ko 3 HEOWT
NS REART 7 — 7 WO BRI DB BT, e H & T O RGBS O R EOH B 2w

MEROH BT (p<0.0001) . B~ 7T Rk, AMEKEIE, #35 K OEEICRBE L RIE SR Y = A %
AP H N B a— R 5 REIRICH T 285 FHELO WD a2 s H 2 REMmH Lz, Yk
DT =25, BAETHEE OKEBNRT T — 7 A EROWD & AREIZRIET 2V R OB R ER
REDTHDZENRBEIND, RFTRIZEVIRIEBRERICK T 28~ 7T ROEENIFF S,
v 7 NVTF ROFIIEIER S WD FER KB 7 — 7 R OFEZ2HEICET 2P L LTEx b6
7
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2.6.2.3.5 YT ILF K%EEBE5 LT- ApoE KO Y RIZEIT2 7 T O— LHEBAREILEICRIFT
#ME (Module 2.6.3.3, BidR150901)

[HAY]

AE L2 D RALET 7 — 7 PRO LR E&EFRE, b b EIRERBKROT 71— AEEREE L
FRIREZFRIET D, + 072 RN e SNT-BET LV TH LT R R /37 EE (ApoE) KO~
U AZHANT, 77 r— AR CEOEITICN T DB~ Z Vv F ROMR LT L7, FEZ R
A NELT, KBRS O T T — 7 Jp 28 S i 2 570 L 7=,

[FkER 714 ]

80 VED 9~12 FHHH DMENE ApoE KO ~ 7 A (Taconic £, T v ~—7) ZMH L7, EHEMGE % 5 2
72 1 BRI IE % (CHIAEERE, n=8) . F7-. WD (Research Diets tf:, K[EH) Z 5278 (n=18/FF)
(2, VA (FAE WD BE, 50 mmol/L U > g, 70 mmol/L HEfkF R U &7 AL 0.05%K Y Y L_— | 80,
pH=7.4) It~ Z7/LF F (097, 2.9 X% 14.6 nmolkg (4. 12 XiL 60 ugke) ) . Zh<Eh1H 1
B 13@EME THRE Lic, REZHERIEL, N—RT74 VR (FHaD) | #5% 6 MR AK UG T
K COD TG ZRET D720, MIKAEHE BRI L7, M KERESAL Td 2 KBRS 28Ik L., 77 r—
AVEEREE(LAE 7 Z — 7 8% . EnFace s (Module 2.6.2.3.4, GuRal50803 & [A] U 71512 CHEh) 12k
DHIE L7z, —JohlE ANOVA KU E R & LT Tukey @ post hoc I EIZ & 2 #EaHi#HT & £ L 7=,
KEWNRT T — 7 SEIROFE T DA, CHEEEREZ 572, p<0.05 ZHFHHICHE & A7 Lz,

X BT, AU L2 KBRS OW T, SEFHRAT S OV — & ALER & fH Fx AU T 38 s - S8 SR AT
(Module 2.6.2.3.4, GuRa150803 & [AIEED FiEIC THEHE) % 5 L 7=,

EEES

7 71— APEENREELAE O BB OMENE ApoE KO ~ 7 A IZBWTC, B~ 7T Kid, 3 HEOWT
NHRBARICK T2 77— 7 OFREGEICIH L - WD O 77 — 7 mfd (14.120.9%) 1Z%f
LT, E=Z/VF F 097 nmolkg (4pgkeg) TIX77—7HMEN 10.240.6% (p<0.01) . 2.9 nmol/kg

(12 ng/kg) TIiX 8.0£0.8% (p<0.001) K TN 14.6 nmol/kg (60 pg/kg) Tl 10.9+0.8% (p<0.01) TH -7
(2 2.6.2-32) .
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Means +£ SEM, n=8-18

**%p<0.001, **p<0.01, *p<0.05 vs. vehicle, WD

Plaque area (%) was calculated as the ratio of plaque lesion area to total aortic arch area (measured from the root of the
heart to 8™ thoracic rib) and multiplied by 100.

2.6.2-32 ApoE KO YYRIZE T2 I T ILF FERERODKEIRS 75— @i

AR, 3 HEOWT LG, REINE T WD B & OVAEE CH BE Ol F LV ik o72 (7
— % % Module 4.2.1.1, BidR150901 (Z7~77) , #RBREE TRFOIMREIL, B WD BE (27.0£0.6g) & thiz L
T, B~ Z/vF F0.97 nmol/kg (4 pg/kg) (23.6£0.3g) . E~7/LF K 2.9 nmolkg (12 pg/kg)
(23.5+0.3g) . B~ 7 /LF K 14.6 nmol/kg (60 pg/kg) (22.3+0.3g) THEIZILL ., 28T p<0.001 T
HoT,

MAEF TG fElxt~ 7V TF FTHOTNUEL . B~ 7 VT ROREHE TITRE WD #E L D BRI
Motz

KENRO S T FRBBITIZI T, A CHBE & i LT, 3R WD B CIA#IT L 7= 275 s 1
104 ® mRNA BEUCHEREH) (7T v 7 XIF 7 X ab—a ) B bz, WD ERO/E
ML T, B2 0F FEREICLY, AEREZEZ R TEEFHOEIIIMH S, T72bb,
T~ 27 /LF R 0.97 nmol/kg (4 ngkg) TIL 78T, 2.9 nmol/kg (12 pg/kg) TiE 38 #EisT. LT
14.6 nmol/kg (60 pg/kg) TiL 31 B Al Z5 T 7= (57— % Module 4.2.1.2, BidR150901 (Z/77)
FHEOE~ 7 VT REGHICE T 52 REICRIE TR EGIE S BB R T 5 & BB
DD 72 < &b —HITERBEICKIET IR EITEERTHL Z LR END, B LF RITLDY
il S e Biarid, Fe LCHMmERE S, #E K ONEEICEE L X v RV B  a— RT 5861
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Tho., FEHERT—200, L@ E 07 7 v — AEERELIEORELZRE & O BIEMEDVURIE X
T3,

Citih]

7 7 v — LAPEEIIREELE D ApoE KO < 7 AT /LZEBWT, RBR L=t~ /LF Ko 3 HEDWT
IZBWTHKRBIIRY 7 — 7 BREOARE RO P R Shic, B0 F ROFEHIZLY, < O#ET
FEHL, FRCRERIIE SO ast~ N Y v I ADE LRI E R — R =Rk~ — 1 — T D AL
EKENE ., #5 KOEEICRAET 2 BIn FICEBN AL, FHEOE~ 7 VF REGHIZEIT 51K
HICKIT TR LK S N8B FRE T 5 & B Flllod 72 < &b —ITREIZXKIETTZ)
REFEERTHL Z LAVRBRIND, UEOFTRIZ, FIRIEBRIZE T 5t~ 7V TF ROKE %23
FT2b0THY, B~ LT ROFRIEMER S WD B RBIEKREINRT 7 — 7 FER O A B 2 Hlc B4
LT ELTE LN

2.6.2.3.6 EERARELYD 72 DEEEICRIZTHE (Module 2.6.3.3, MmLa050901)
(A ]

Y~ INTF FRGFEARRAT 212800 5, BRI 2207 X OMER R Rei 2 38 L 72,
[FkER 714 ]

38 A ln, REK 35~40kg DMEET > RL—R « 9 —F vy — - T an v/ X (LYD) 7'#
(Gundsegard tt, 7 ~—7) ZEH L7z, RBRPIZBHEBEE L, #RECEEELZIET 5729,
TEBNZ AT LTz,

I 1, 3 T 10 nmol/kg (4.1, 12.3 X% 41.1 pglkg) DB~ 7 F F (n=3/%) XITHEE (50
mmol/L K,HPO4, pH 8. 0.05% Tween 80) (2~ 7 /VF R&EHEICRT HRBEE L L TENEI n=3)
ZHAR TG L, SEEE 4 BRAE U, 72, EEHENE BRI OO A R R 23 E Fk e & 7n
X9, 2B 1 BOERE, T72bb, §-5HICE~2/LF K 10 nmol/kg (41.1 pgkg) . -3 BIZ
4.5 nmol/kg (20.6 pgkg) . #-1 BN HOM I 5 nmol/kg (23.9 pg/kg)  (n=6) SUTIREE (n=6)
ZEICEREG L, 1R (&51% 144~168 5 | %2 H (168~192 K§fH]) Kt 6~8 A (FlHlH&x 5
#% 264~336 IFfH]) (B EZHIE LT,

BRI, B H O (kg24 BFifE]) =SEM ZHIEM & L, WG v~ 7 VT NG
D24 B ELA K L (>3 OREOA)  FEHENTIZIZ, Student O t F7E 72 & ONZ ol &
ANOVA J% O Bonferroni 2% B Ll iR iE 2 L 72, p<0.05 Z#atHICEE & AR LT,
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T~ 7 VF K I nmolkg (4.1 pg/kg) OHEFEEGICED | H1 K02 HOEME (kg4 Kl 1%, <
ALEFVRIEDRT 79% K O 76% & AR 72 I/ D 3588 B =23, 85 3 KOV 4 B Cix, EEORI IR
Hiviehnots (BREIIEBED 108% & N 112%) . B~ 27 /LF K 3nmolkg (12.3 ug/kg) O H[AI#H-(C
LU, BEEE 1 2, 3RO 4 HOEE (kg24 BFH) 13, ZNLHEEEEDOK 44, 50, 76 K T¥ 90%
EWONRBD SN, B LF F 10 nmolkg (41.1 pgkg) DOHEFREICL Y, #EHF 1, 2. 3 &
4 HOEBETE (kg/24 B[ 12, TNZIURBEOR 4, 34, 39 KON 52% D 338D bz (1K
2.6.2-33) ,

Hm Vehicle Hm \/ehicle Hl \ehicle

m NNC0113-0217 mm NNC0113-0217 M NNC0113-0217
@- 2.5+ ‘{E 2.01 -E 2.5+
=] g =
2 2.04 £ 154 220
= = hod
[a] [a N
S 1.59 o o 1.5+
= = 1.04 x
£ 1.0 £ £ 1.0
g 8 il
= £ 0.54 =
- 0.5+ & 5 0.54
S 3 <]
'8 0.0+ 'S 0.0+ uo__ 0.0+

NNCO0113-0217: Semaglutide,
Dosing 1 (left panel), 3 (centre panel) or 10 (right panel) nmol/kg on day 1
Mean+SEM, n=3, No statistical analysis applied

X 2.6.2-33 Y ULTF FEERTHREROIT2ICEITHIEEE

BAE R RIT T RITRERAAETH O (R R OG- Ol 122 T, ikl iE ANOVA :
p<0.001) . 1 K2 HICHERIENA LT (Bonferroni @ post hoc #7E : p<0.05)  ([X2.6.2-
34) , B NTF FORERE TIE, fofki 5% 7 HEICO 0 BEES D Lz, EAE &
(kg/24 F§fE]) 1. 5B 10 20 6 LV T BIZEN VRS IROK 38, 47, 67 1N 80% & A EIZIHA L
7o (% HOXRUTKT D tRE : p<0.05) 23, Fofk % 8 H CTld, B EOBIIZA LN T,
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mm Vehicle
ma NNCO0113-0217

(2]

ha

1

Food intake (kg/24 hours)

=]

1 2 6 7 8 1 2 6 7 8
Day

NNCO0113-0217: Semaglutide, Dosing 10, 4.5, 5 and 5 nmol/kg on day -5, -3, -1 and 1, respectively.
Mean + SEM (n=6), * p<0.05, Two-way ANOVA with Bonferoni’s post test.

X 2.6.2-34 YL F FREXRTREROITZICEITHIEEE

KEWET VBT, B~ VF REEERG%ZICHE 2B EERD 258D 51, 3 T 10 nmol/kg
(123 LTV 41.1 pgkg) Tix, ZORENEK 4 HFFE LTz, B~ 27T FOT X% OEEEREICKIET
YA B OBMKFERNTH Y . BT BEHE L=,

2.6.2.4 TEMHEEAR

Y~ VN F ROREIEBERAERIL, ICHSTA K ONICHSTB A KJ A o 7o FANC HEfL L T
i L7z, & TOREBRIT, EHRL O 5 IEHRRAR O FEhi L (GLP) (CHEL L THEE L,
HERMERE (PR (CNS) | MERZRR K OVLNER) IS4 58~ 7T ROEEE R
THEIREI Lz, £, GLP-1 ZAKRIEBESECBEM D 7 v MIREASZ T 572010, BigkER
Brb FEh L7z, SHIT, W=7 AP i Anic g5 mEBRIC s VT, BECG T & 0 Dl < R
FhEr=H— L1,

DS U 7 LF ¥ b (hERG) FHE, M OHEE Y 5 70 2 o wilifE O TR B BRI BT 5 in
vitro iR 27 Efii L, QT ERFRMEZFHM L7z, invivo iR E LT, HEMESDR T »v FROREREE - I
WD =7 A P2 HNTT LA Y —alBR 2 Ehii L 7=,

Z v F &AW CNS I RIE T2 238k (rwin ikBR) OfEMEIM N O =7 A4 Pz
72 D SR 5RO ERBREM R ERIE A A AT, R EMW OBREE 2 iR L. BREE & IIER /R %
2L OFBEM AR LT,
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T~ VT RO invivo BEMIBLRBR TR ONTIRERET — ¥ KOV RE 2 £ 26251277, £
7o BARN 2B RGEEICBITOBER O RT, 7y MBI H2@EERIL Irwin 3BR (206343)
TOARPEINTEY, YiZalBRIZI 1T D IR 52 FE R IS RIT T B 2 et L 7ol OV e

AT LT BRIl W T h VT,

% 2.6.2-5 I TLF FOREMFEEHRICE TIRBELRUVELES
Study | Test Dose | Measured doses Cnax AUC, Ratio to Ratio to Ratio to
No. level | mg/kg nmol/ | h*nmol/ | human** | human** human**
mg/kg L L exposure | exposure exposure
Cmax/Cmax Cmax/Cavg AUCtau/AUC
206443 | Irwin test, 0.01 | 0.001 NOEL 0.73 5.94 0.02 0.02 0.01
rat 0.03 | 0.022 NOAEL 14.0 195 0.4 0.4 0.2
0.1 0.095 47.2 757 1.2 1.3 0.9
206444 | Renal 0.01 | 0.005 NOAEL" n/a n/a 0.02* 0.02%* 0.01*
function, 0.03 0.023 0.4* 0.4* 0.2%
rat 0.1 0.089 1.0% 1.3* 0.9*
206518 | Respiratory 0.01 0.005 n/a n/a 0.02* 0.02%* 0.01*
function, 0.03 0.021 0.4% 0.4* 0.2%
rat 0.1 0.084 NOEL/NOAEL 1.2% 1.3* 0.9*
206442 | Cardio- 0.03 | 0.02 23 n/a 0.6 0.7 n/a
vascular 0.1 0.076 77 2.0 2.2
function, 0.5 0.468 NOEL/NOAEL 440 11 13
NHP

n/a: not available — no exposure samples in the study, * NOEL < 0.005 mg/kg, * based on 206443 data, ** Mean human
exposure in Japanese type 2 diabetics at 1 mg/week based on Japanese population PK model: Cpax = 39.0 nmol/L, C,y,
=35.3 nmol/L and AUC_j¢g, = 5930 h*nmol/L (AUC_,4, in animals was multiplied by 7 for comparison to human
AUCq.168n)

2.6.2.4.1 hiRiER (CNS) ICRIFTEE
2.6.2.4.1.1 5w FZEAV= Irwin 288 (Module 2.6.3.4, 206443)

ARRBRD HA9IE, HEME SDR T v b OFTEN R OVEFRRE 2R RIET B EZ B+ D oI E Lz
ZWTHERBRIC LY, B~ VT R%& 024, 5.3 %1 23.1 nmol/kg (0.001, 0.022 & X 0.095 mg/kg)

(FHEGRME & LC 24, 7.3 %1243 nmol/kg (0.01, 0.03 %ZT¥0.1 mgkg) ) DHRETE F#HE LROA
PR ORELTHIT 22 & ThHhD, 7 v MIEE, SBRMESUIGMENR (Zrrrm<wor 2
mg/kg) ZEIRNEG L, 5% 2, 4, 8 KU 24 RERICBIZE L7z,

ﬂi‘/c@&’é‘@]*@‘(@%ééﬁ)mh&b%hfuo {@ﬁi&’g‘@]*@f j:\ H E nlh&)%ﬂfcﬁz))oﬁ_o

T~ 7 F K% 024 & 5.3 nmol/kg (0.001 i 0.022 mg/kg) Z#H*5-L7=7 v b Tk, 17834k
HURRE MR ICA B R ZIERD b o 7=, 23.1 nmol/kg (0.095 mg/kg) Z##ehH L7277 » hTik, #
54% 2 R OV4 RPN BE AT (OFhAT) | BRSO SOME T, ZEE. JERBE ORI, a0
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G, BIREOSZENBIZ S, 5% 24 BFEITR T b JERSEEE O¥EIN KL OS2 B L D FE A EE DBEINA
P BTz,

fEimE LT, B~ 0T K& 0.24 3% 5.3 nmol/kg (0.001 271 0.022 mg/kg) DHETT v b~ 5
L7ZHRRIZEE D DN TATEV AT E TH Y . FICHEHERICEEL, AETERVWLD LB LT
73, 23.1 nmol/kg (0.095 mg/kg) TORBITIHEIELE KL OBEICL Y AFE LB Z 6N, EEMEOIKTIX
> GLP-1 Z R AAEHITH 5 exendin-4 ZHH5EN7-T7 v P THLROLNTEY ', b b & OREME
Wb D EEZ BN S, NOAEL (%, 23.1 nmol/kg (0.095 mg/kg) THEIE iz —MBeiRiEZ LIz LS
X, 5.3 nmolkg (0.022 mgkg) THDEEZHNT,

2.6.2.4.2 MR RICRITTHE
2.6.2.4.2.1 Sy rEAV-ERBRIZRIFTEZECET 55K (Module 2.6.3.4, 206518)

KABRO B, BT VFRES T 7 40— 2 HWTREEE - IR T OREM SD R T v kO3S
[k, —EHRE L O HRSEICRTT 5, B~ 7 LF K 1.2, 5.1 X0 20.4 nmol/kg (0.005, 0.021 X%
0V0.084 mg/kg) (FHERME & LT 2.4, 7.3 %0 24.3 nmol/kg (0.01, 0.03 %X T¥0.1 mgkg) ) F2 FHGRED
DM OREBETMT 22 THD, HE5H£ 0.5, 1, 20 3. 8 LU 24 REEIC MR A FlIE B 2 JE L
oo BT RIIWTNOHE TS MEREREIC B % KIE S 72D - 72, NOAEL IZ 20.4 nmol/kg
(0.084 mg/kg) Th o7z,

2.6.2.4.3 DIMERICRIFTEE
2.6.2.4.3.1 DD Y Y LF ¥R (hERG) PAEFFEMHAER (Module 2.6.3.4, 206446)

hERG 7 — /L HET 2{bE6MId e MW CUIBEBIEMOLER, 77206 QT MiR4 LR 2 7]
B/ RSN TND, Lo T, KRB HIZ Ny F 27 F 2 7k% T hERG cDNA 32 ERIIC
N7 A7 =7 k&N 7- HEK293 fllfid CTEHI L 7= hERG 7 — /VERIZKIET B~ 7 /LF R (7.8 umol/L
(32.1mg/L) . BEFHIRE 10 umol/L (41.1mg/L) ) OEEELZFMT L L THD, MiazLra—7 1
TFx o N—=IZ T A7 =7 b L, EBIRTHREHKIC XV SR L7, MildZ fA)ic-80 mV T2 7

YU, BT, BEMEZ+H20mV £ T, IRWT-50mV (7 —/VER) £TAT v 7 T5Z&I2ED
HE LT, B~ NLT FOEEL A TR L7, B~ 27 F R%E 7.8 umol/L (32.1 mg/L) D

(1 mg/# D B A NI KREGR ] & T O MBEF LA FIRE (Cavy) D 221 fEEVIREEICHY] TREL L 72
23, hERG 7 —/VE & BHE L7222 & Ak bz,

26.243.2 SEBNEMIFMEE (APD) [CRIFTEHEICET 53R (Module 2.6.3.4, 206445)

AGRBR D HE9IE, HLEE Y B8 70 % o w2 O CODIBIE B ENLIC TR B2 M5 2 LT
KV, LA AT YRV T o8~ VT FOREEZFMT 5L TH D, TvF o milliEii
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W, FERERZRRBRTIEIC LD 0.5, 1 O3 Hz TERMINCAA— > 7 Uiz, AlkBrix, PSR
EIN LTt~ VT REET H8BWERE (0.1, 1 X082 umol/L (0.41, 4.1 XT33.7mg/L) ; n=4
HRHE) R OVAIERHIREE (0.1% 055K 5 n=4 fkiE) O 2B Tk SN 5,

ARBRRIZRBW T, EREMAEPRE & U TR 82umol/L (33.7mg/L) (BRI : 10 umol/L (41.1
mg/L) ] £TOR~SZ VT FEWLILTI-A, [EBEMEEE (FLEERN (RMP) | REEPLE
(UA) . HKRILIEEA (MRD) . 60%F453H APD (APD60) . 90%f545H5 APD (APD90) it =4
B ) CHT A EEIRD b hoTm, LER- T, B~ ZLF Nid, [EEVEN 2 AR 5 D
AT T ¥ RVICHEBEN R EE RFZ Wb D EZE X b, ABRICBIT 2B~ 7T RO&KE
B, BARABRKERARETH D 1 mgiHD Cue® 232 f5HWIREICHYS T2,

2.6.2.4.3.3 HEREAZIVAFILERWNTLA M) —5AIICK A 0MERTTMEIER (CRIFTFHEIZE
4 %itE (Module 2.6.3.4, 206442)

ARRERO B, OMEEREICKIETE~ VT RO ORELZITMET 52 L Thd, T L4
M) —hTF VA v X —%E LT =7 A YOUICBRBERICHEZ M L.~ 70T R X3
A TR LTz, 48HICxF L C, & 1 HIZ 49 nmol/kg (0.02 mg/kg) (EimMA & : 7.3 nmol/kg (0.03
mg/kg) ) . 3 HIZ 194 nmol/kg (0.08 mg/kg) [(FFmMH & : 24.3 nmol/kg (0.1 mg/kg) ] . 55 HIC
114.3 nmol/kg (0.47 mg/kg) [HEFHH & : 121. Snmol/kg (0.5mgkg) )] =G L, [F—&5KHIZHO
4EHIC U Ol A e G Uz, MATENE (BVIRIE) 77— 2 RO 2558 (LeadID) 12X 2% ECG T —#
IZDWT, BHRT 0.5 REfE D & B 5% 46 el & CHEfAICIEE LTz, 7 L A b Y —F — & & 5ks 1
L, B~ LF ROEHEIZOWT, [A—FEOBER S5O o L g L=, 114.3 nmol/kg (0.47
mg/kg) DB~ I NTF REEGINTZEYO U XLKRVEREOZEIL, L BICENENDX—AT A
T —HIZDOWT ECG B A At LT,

e G- O 2 CHERE D HERR ST, IR 5B CIIRERIIEE D bivie o7, 4.9, 194 3%
114.3 nmol/kg (0.02. 0.08 X% 0.47 mgkg) D~ NF REHEG LI, —HRIRIEZEITERD b
Molz, BIRE, DB O 2582 K 59 _To ECG #Efi*EH (RR. PR, QT. QTcF LT QTcQ
MkRE72 5 TNZ QRS IFH) (Z2W T, B~ 7T REGEMWIIIREE & ik U TR 22 T o7z,
ECG IEDOERER N X A%, 1143 nmol/kg (0.47 mgkg) Dt~ 7T NEFK51% 22 Bl £ TR
EZT e ot, BIRELEODHEL, 2t~V F NEGRETED Lz, LOLARRS, 2ok
Xt~ 7T NGB OB GHHEN &2 2 EICE W ALZLDOTHDE I b, HHICHEHL
PNHLDOEEZ BT, NOAEL (3 mHE TH S 1143 nmol/kg (0.47 mgkg) &Ex bz,
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26.2434 NZOAFLERAN: 2 BMRERTIRESUHHBRKR U 4 BRIEEMERBRICE TS
ECG §Ffi (Module 2.6.7.7.H, 207288)

13, 26 KONS2 2, H=7 A YL (2.4, 14.6 L 87.5 nmol/kg (0.01, 0.06 2 T*0.36 mg/kg) @

W2 [E R THE) &Rz S2 R E R G EERRIC BT 5 0ME = RARA » b ECG 12 LV FHf
L7z, F£72. 4 AMOEERE & ECG & Rtdk L1z, R F CEWICE 5%, 24 BFElICH72 0 55 2
HEIZL D BCG T —# Hithk L7z,

DIEOESAE AT, RENICERGICE2EELZ T VWb D EZEx bz, EERIOEZIZEHB N
. IASENRZE S 2, PR IFROLER (> 75msec) ZPED BED, REBPICHREE A B D RO ZHOE)
YCRo bz, ERROIERO KB IIEHEICRO LNZbDTHY , TRTOREETRD b
HDOTIER M >T2T28, ?&5 B L2 D EEZ B, 87.5nmol/kg (0.36 mgkg) %5 L 7=
O 1/88H T, BHHH 13 I 2 HOJAEART &Y — RE27R3 Bk (bigeminy rhythm) 723, Z D% 26
iz i@mﬁ@E%WD/&{EHFm WD BV, B S2ETHRBRICRD bivlz, YZEW TlE, ECGIZ
B L7 — R L 2 R & 37, WBELEAR FHM A TS T 2 2 LITFR D b v o7z, Dlig7 = v
ZEH VRO R TR S KRNI Z O ORAN 2 DREORBREE LTELLZ LD TH S
B LARRE, RBRTICEEDSEIT L2 2 b D, 5 L OBEM A IETE o7, 036

mg/kg BEDOHE 1 B Tt 7 v » 7 EIERRD b Z &b AKRBRICK 1T 5 NOAEL i34 H
B THD 14.6 nmol/kg (0.06 mg/kg) GH2[RIEE) L& X bz,

2.6.24.4 BHEEICRIFTHE
2.6.2.4.4.1 Sy FERV-BHEEICRIZFIZEICAET HRER (Module 2.6.3.4, 206444)

AFBRO B, 1.2, 5.6 XV 21.6 nmol/kg (0.005, 0.023 }2 X 0.089 mgkg) DHETE~ 71T R
7w MR TFHEELERO, JRY pH, REZRDLONZEF T FY T L, B v LA ROE SO YRR

WZRIETEY I NT ROSMHORBLZFMT LTS, B~ 7 VT FXXIEEZ R TG L,
Fe 5% 0~8 KU 8~24 M IZ JREEI A ER IR L, Ztricfit L7,

5.6 % T 21.6 nmol/kg (0.023 }2 1} 0.089 mg/kg) D~ F FE&2T v M TF#H#E LIZfER, #5144
0~8 R AL DA B RFIRICKITTHENRBDO Gz, RPN A Y UL KROECE
BEUX, Be5% 0~8IRpICHIN L7223, DIBE (e 5-4% 8~24 WE[H]) 13 L7z, ZooZ &id. 7 v b

B 5 GLP-1 SZEBIEBER OB OHE/ER TH %5 'Y, NOAEL (% 1.2 nmol/kg (0.005 mgkg) &% %
T,
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2.6.2.6 %%&U%ﬂnﬂﬂ

BT HEBEBRIZ LV, B~ AT R, TG % OO REHEEY T T Tkt L
TH BT 22 MBERE T R O EBMER 269 5 Fifitt GLP-1 S ZBREBISE Ch 5 2 LR &Lz,
T Z7VF R, E &R OZEE OFENZ BE 57 5 I O R E fEIk D GLP-1 ZFRIC/EA L GLP-1 241K
EEMALT 2N EH/T 5, ZOHnb, B~ F FOKERBDIERO B3R TH 5,

v 70T Rk, WHERTWD T 7 v — AEBIIREELE OB 7 A0 220 T KB/
KEWRT T — 7 TR ORIE 7 1 & A2 Wil S ¥ 72, B Lie 77— 7 A8 ke M O e e & I
HEAD & OBMRIIIEEN TH -7, TNHOT—Z L, LlERICK LT~ 7 VT RNE IR REE
ERETILZXFLTVD, ARERIIS HICEBOIHUZ L > THF SN TS, LEEA-> T,
2 OEMET VTN T, DIMET U B ATk D GLP-1 SR MBEEEE O/ HMERRO 5T
0. BlZIE, DIEGEEER. 77 v — AMEE R LIE O 77—7ﬁm¢@%m\&ommﬁ%
REDIE F AR TG STV A2 32 F72 GLP-1 ZAMEIT O, MR, R M ORI IR
LTHY, EENROMBENA =X LD %5 LT, my1c;5@m£&0ﬁmm£ kT D
ERICEIS L TV A ATREME 2 LFFT 5 7 — 2 AR ENTWAP X, S51T, RKED S/ LT A N
Freo 206 HBIREBICEES 2 B/E 22 0F%y NT—I BREESNTWD, BENIC, Fv hT
— JRRATIZE D 5 ODOFAEAER R Yy MU= BERINTZN, THUHDOFRy hT—27IZv vy B TS
NBHEGEER 4 RBIIFERB R ORIEICHET L L0 ThHo72 %, £/, BES—F v hRY F—
Ya KT oS AT T —FIC kY BER TR 2 AT 5 GLP-1 ZFERD 5 B rbiREIRYE L
PREZMEIT 5t b GLP-1 ZARERAENRFRE SN TWEY, £~ VF ROFEFKERBRT — 2056,
77 v — AEEIREEALIE &K ORIEOIHI N RENTEBY, ZOZ LN, B~ 7T ROLMERT ¥
h 7 AERER (3744 3BR) CEIE SN EERLME A X b (MACE) @ U A 7 {KBICB T 517 &
LTEZLNT,

CAETEBYVEENL L OV U 7 AT % XV RIET B~ 7V TF RORBEEZMRHT-OICKE LTz in
vitro ZAEMIRELEBR Tl B~ VT RBA 40 F v 3L K OVUBRE R & OB AER 27795t
RIZWTNHRD Hehotz, REBRIEEIL, | mglHOBARARKERARETD CpqedP72 &b
221 5L BICHY L7,

in vivo ZAMESEHERER ) O . AR AN KEERHE TO Ch @ 13 {55 WIRFERICHY T2 114.3 nmol/kg
(0.47 mghkg) FTOHETE~YINANT KOH =7 A FIZxHT 2 ZRMENRRD Hiv, AEWHEZ H
727 LA MY =R BTk, LERICKTIAEREEIRO N >T, TXTOT7 v MNllg%
WU T, BB L7 fe &0 23.1 nmol/kg (0.095 mg/kg) TH Y, BARANRKEERHAETD Cpg kY
L3fERWVIREE Ch o7z, 7 v M T, MRaGRICKIETREITEO bR o7, 7 MO Irwin
CNS ikBR Ci%, B SN E (23.1 nmolkg (0.095 mg/kg) ] (2B WT, —fBeiRBER L & LT
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T8 ZEE, IR, JERBEEOHEMME OSNLENRD bz, 51, IHFEIMHEOK TRRED bivl-,
Z DY GLP-1 SR AEEEROIKBER EBE L CBY ., BRKBEEZ L6750 THY, 2D
AT AR S L= F DD GLP-1 ZAREEIEE CHLEEZ I TS 'S,

<~ 7 VF RiL, 5.6 LT 21.6 nmolkg (0.023 mg/kg K& T 0.089 mg/kg) DHETT v MIFRIEH%Z
BT D ERHALMNE RS, JRETFT U U LOEIMMEIREOH I, 7> MIBIT D GLP-1 %%
RIEEROBEMOEETH S BT, LrLAaNs, E~ZAF K2 1 B 1RRERGT S L. ERROE
BT AT TS5 1, 1 KON 10 pg ONEME GLP-1 #MENE ST 5 L. Ty FTIRBEERF Y ¥
SRR OFIRERD S5 2 EMEFEIN TN D, AEEIL, GLP-1 ZFKHEKLTH S
exendin 9-39 IC L WPHES NS Z L . AEEIT GLP-1 ZAEKIC L il x5 v Tk, WA
P GLP-1 137 b U o AFR B OFIRZ M E T2 Z LRSI N TS, GLP-1 A REBHKE O K
BERBRTIE. OB BITRE Sh it 2,

t T, GLP-1 ZAMIEEESRIIEARE 2K T S, LM E 1 0H72 0 2~3mENs w5 Z &R
WESNLTWEE, 1=V TiE, B~ F Fid, HER FHRS%ICRE L-BIIRE, Ol
1% BCG TR FTRE 2R BB 2 RIE S 72 o 7o, 52 M KAE# 52 MEBR D ECG 3l 5. 87.5
nmol/kg (0.36 mgikg) D~ 7 NVF Raixh Lo HEREOMO T Mz W T, Bt Ll 7 v v 7
WD BV, 552l THRKICHRD vz, YaZEi Cld. BCG IR L7z — iR A b2 R &
T WA AR A TS T D 2 RITERD i o T, DIEZ v v 71X L ke RO ECG
THHTRR® S 8 KEFZ OMORARN R DEBORERLE LTELD DO THD 1, ub:uma
ARERICZ LN EIT L2 Z & D, G EOMEENREZSETERroTle, Lo T, 52 HEHEMER
BRIZIS1T % NOAEL X, AUCIZHESL &, BARARKERHAZETH S 1 mg/lHlD 3.6 (FOEEIZHT-5
14.6 nmol/kg (0.06 mg/kg) TH o LBz Hiiz,

fiame LT, B2 F M, mpEsE TIER R OMERERED & oo PRI A EBEER 27 Lz,
EbIz, B ZAF RICL Y WD FERMT 7 o — A PEEREELIE 2 30 L. KEWRKELRE o 285 2 #1761
T5ZENRENT, BREMEHERBR TR LB, o GLP-1 ZFEEBFEK T HRE ST
WABEFNID GLP-1 ZHFEE I LI BETH D, 7 v MIB T 2ITE RISk 25872 b N IREK
ORI IRE STz, AETEOMYHRERE I 1T ENRD bR oTe, B 7 VT RiZ
vitro R R ST REEIE R 1 = 7 A LIz W T lL\E[L”%%% WCHEREELE R I 2o f:o 1=
7 A P& EMEOMETM L2, AEREZ AT 2 HEROY V18 (T72b5, YL TR
DONDLEMT vy 7)) EHERE . GMEECSUL ECGIZ R REITFE SN o T,
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Test Article: Semaglutide

Type of Study Test System Adl:lnirll::tgatlion Testing Facility Study ID Loccafl{(l))n in
Primary Pharmacodynamics Cloned human receptor activation In vitro Novo Nordisk, DK Alal15468-086 4.2.1.1-1
Rat pancreas/insulin secretion In vitro Novo Nordisk, DK JStu050701 4.2.1.1-2
Rat/potency Subcutaneous Novo Nordisk, DK JStu051101 4.2.1.1-3
Diabetic mouse/potency Subcutaneous Novo Nordisk, DK DXG050301-0113 4.2.1.1-4
Diabetic mouse/glucose Subcutaneous Novo Nordisk, DK MmLa070620 4.2.1.1-5
Pig/insulin Subcutaneous Novo Nordisk, DK BidR050301 4.2.1.1-6
Secondary Pharmacodynamics Glucagon receptor selectivity Invitro Novo Nordisk, DK Leri16090-035 42.1.2-1
Broad Receptor Profile Invitro Ricerca Biosciences LLc, Taiwan AA93698 42.1.2-2
Obese rats/body weight Subcutaneous Novo Nordisk, DK KiRa080803 42.1.2-3
Mouse/rat/brain access Subcutaneous Novo Nordisk, DK JHES151201 42.1.2-4
Obese mouse/appetite Subcutaneous Novo Nordisk, DK JCFJ151203 42.1.2-5
Mouse/aorta Subcutaneous Novo Nordisk, DK GuRal50803 42.1.2-6
Mouse/aorta Subcutaneous Novo Nordisk, DK BidR 150901 42.1.2-7
Pig/food intake Subcutaneous Novo Nordisk, DK MmLa050901 42.12-8
Safety Pharmacology Irwin’s test in the rat (CNS)* Subcutaneous Aptuit, Edinburgh, UK 206443 4.2.1.3-1
Pulmonary function in the rat* Subcutaneous Novo Nordisk, DK 206518 4.2.1.3-2
hERG ion channel patch clamp* Perfusion Aptuit, Edinburgh, UK 206446 4.2.1.33
Rabbit Purkinje fibre* Perfusion Aptuit, Edinburgh, UK 206445 4.2.1.3-4
Telemetry in primates™ Subcutaneous Aptuit, Edinburgh, UK 206442 4.2.1.3-5
Renal function in the rat* Subcutaneous Aptuit, Edinburgh, UK 206444 4.2.1.3-6

Pharmacodynamic Drug Interactions

No pharmacodynamic Drug Interaction study has been performed with semaglutide.

* Study conducted in accordance with Good Laboratory Practice.
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Test Article: Semaglutide

Tissue/Species/ Method of Duration | Doses Gender and Noteworthy Findings GLP Study ID
Strain Administration | of dosing No. per Group Compliance
In vitro potency and efficacy
BHK cells N/A N/A N/A N/A Semaglutide activated the human GLP-1 receptor No Alal15468-
expressing the measured as cAMP release with a potency [0.15+0.062 086
cloned human GLP-1 nmol/L (0.62+ 0.26 pg/L)] similar to liraglutide
receptor [0.15+0.064 nmol/L (0.56 £0.26 pg/L)], and both less
potent than GLP-1 [0.18+0.014 nmol/L (0.59+0.05
pg/L)].
Semaglutide exhibited a stronger binding to albumin
than liraglutide, measured as receptor binding in the
presence of 2% HSA (semaglutide [125+83 nmol/L
(5144341 ng/L)], liraglutide [7.1 £3.5 nmol/L (27+13
ug/L)]). Native GLP-1 did not bind to HSA.
Sprague Dawley rat, |N/A N/A 0.1-200 Male, n=2 Semaglutide dose-dependently released insulin from | No JStu050701
perfused pancreas nmol/L the pancreas in vitro. The ECs, estimated for each of
(0.41-822.7 the two pancreata was 13 nmol/L and 14.5 nmol/L
ng/kg) (53.5 pg/L and 59.6 pg/L).
In vivo efficacy
Wistar rats Subcutaneous | Single 1.0-30 Male, n=4-8 Semaglutide dose-dependently stimulated insulin No JStu051101
nmol/kg secretion at 30 nmol/kg (123.4 ng/kg) whereas the
(4.1-123.4 same dose of liraglutide had no effect.

pg/kg)
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Tissue/Species/ Method of Duration | Doses Gender and Noteworthy Findings GLP Study ID
Strain Administration | of dosing No. per Group Compliance
Diabetic db/db mice |Subcutaneous |Single 0.30-100 Male, n=6 Semaglutide lowered blood glucose dose-dependently | No DXG050301-
(blood glucose) and nmol/kg and with a higher potency than liraglutide. The ED;, at 0113
C57B1/6J mice (1.2-400 6 hours post dosing was [0.30 nmol/kg (1.2 ug/kg)
ng/kg) (95% CI: 0.12 - 0.75 nmol/kg (0.49 - 3.1 ug/kg)) ,
whereas it was 6.9 nmol/kg (25.9 ug/kg) [95% CI: 2.9
- 16.0 nmol/kg (10.9 - 60.0 pg/kg) 1 for liraglutide.
Reduction of food intake during 45 h after in C57Bl/6J
mice was induced at a lower dose for semaglutide than
for liraglutide (3.3 nmol/kg (13.6 ng/kg)vs.
45 nmol/kg (168.8 pg/kg).)
Diabetic db/db mice |Subcutaneous |4 weeks, |0.3-15 Male, n=8-10 | Semaglutide reduced blood glucose, HbAlc, insulin, |No MmLa070620
once- nmolkg body weight and fat mass, and increased beta-cell
daily (1.2-62 function in a dose-dependent manner.
dosing ng/kg)
Goettingen minipigs | Subcutaneous |1 week |2.0 nmol’kg |Male, n=6 Semaglutide at 2.0 nmol/kg (8.2 png/kg) significantly | No BidR050301
(8.2 pg/kg) increased insulin secretion on Days 1, 3 and 7 after last

dose. In a similar study with liraglutide at 3.0 nmol/kg
(11.2 pg/kg), insulin secretion was increased 1 day
after last dose, but not after 3 days.
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Test Article: Semaglutide

Tissue/Species/ Method of Duration | Doses Gender and Noteworthy Findings GLP Study ID
Strain Administration | of dosing No. per Group Compliance
In vitro selectivity
BHK cells with N/A N/A 10710 N/A Semaglutide did not activate the closely related No Leri16090-035
cloned human mol/L glucagon receptor.
glucagon receptor (0.41 ng/kg -
4.1 mg/kg)
Broad Receptor N/A N/A 10 umol/L  |N/A Semaglutide did not interact with any of the 68 tested |No AA93698
Profile (Radioligand (41.1 mg/kg) receptors (i.e., inhibition>50% was not seen in any of
Binding assays) the assays).
Obese (DIO) rats Subcutaneous |12 weeks, |0.3 and 1.0 |Female, n=5-14 | Obese rats were fed with a diet standard chow and No KiRa080803
once- nmol/kg chocolate ad libitum. Semaglutide reduced body
daily (1.2 and 4.1 weight, fat mass, food intake and plasma levels of
ug/kg) leptin, cholesterol and free fatty acids at both dose
levels compared to control. Semaglutide changed food
preference towards a diet with less chocolate
compared to controls.
Mice (C57BL/6J; Subcutaneous, |Mice: 1 to | 120 nmol/kg |Mice: Male, Semaglutide accessed the mouse brain in a GLP-1IR | No JHES151201
GLP-1R-/-), Intravenous, 4 days (494 pg/kg) |[n=13+2 dependent manner, and was found in select
rats (Sprague in vitro (Vivotag750- circumventricular organs and specific areas in the
Dawley) and Rats: 1 semaglutide) | Rats: Male, n=2 | hypothalamus and the brainstem. Semaglutide
BHK cells day activated hypothalamic POMC/CART neurons, and
expressing the 120 nmol/kg inhibited NPY/AGRP neurons.
cloned human GLP- (494 pg/kg)
1 receptor (Alexa594-

semaglutide)
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Tissue/Species/ Method of Duration | Doses Gender and Noteworthy Findings GLP Study ID
Strain Administration | of dosing No. per Group Compliance
Obese(DIO) mice Subcutaneous |18 days |36.5 nmol/kg | Male, n=12 Semaglutide increased mRNA levels of the satiety No JCFJ151203
(150 pg/kg) signal CART and decreased the hunger signals NPY
and AGRP, in the hypothalamus of diet induced obese
mice
LDLr-/- mice Subcutaneous |17 weeks |1.0-14.6 Male, n=10-23 | Semaglutide attenuated aortic atherosclerosis in LDLr |No GuRal150803
nmol/kg knock-out mice; the effect was partly independent of
(4-60 ng/kg) weight loss.
ApoE-/- mice Subcutaneous |13 weeks |1.0-14.6 Female, n=8-18 | Semaglutide attenuated aortic atherosclerosis in ApoE |No BidR150901
nmol/kg knock-out mice.
(4-60 png/kg)
Pigs Subcutaneous |1 week 5.1 nmol/kg |Female, n=3 Semaglutide was dosed until steady state was reached, | No MmLa050901
(21 pg/kg) where after dosing was stopped. Mean food intake
(every (kg/24 h) was reduced to 38% of vehicle control on
second day Day 1, 47% on Day 2, 67% on Day 6 and 80% on
for 7 days, Day 7 whereas no reduction in food intake was seen
first dose on Day 8 (96% relative to vehicle group) after last
was 10.0 dose.
nmol/kg (41 In a similar study with liraglutide food intake was
ng/kg)) reduced to around 56% of vehicle during the first day

after the last dose, 88% on Day 2, and thereafter no
reduction compared to vehicle was observed.
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Test Article: Semaglutide

Organ Systems | Species/ Method of Doses * Gender and Noteworthy Findings GLP Study ID
Evaluated Strain Administration No. per Group Compliance
Central Nervous | Sprague Subcutaneous |0, 0.24, 5.3, Male 6 23.1 nmol/kg (0.095 mg/kg): walking on toes (2/6 at | Yes 206443
System Dawley Rat 23.1 nmol/kg 4 and 8 hours and 3/6 at 2 hours post-dose), decreased
(0, 0.001, touch response (5/6 at 8 hours and 6/6 at 4 hours post-
0.022, 0.095 dose), passivity (5/6 at 4 hours and 6/6 at 2, 8 and 24
mg/kg) hours post dose), dirty muzzle (2/6 at 8 hours post-
dose), lethargic (6/6 at 8 hours post-dose) and
piloerection (2/6 at 24 hours post-dose). In treated
animals, plasma exposure, as measured by AUC q.ion)
and C.y, increased with increasing dose. T . Was
observed between 6 and 10 hours after dose
administration. C,,, was 0.7, 14 and 47.2 nmol/L
respectively. NOAEL was 0.022 mg/kg.
Respiratory Sprague Subcutaneous |0, 1.2,5.1,20.4 | Male 6 No effect of semaglutide was observed at any dose Yes 206518
system Dawley Rat nmol/kg (0, level. NOAEL was 20.4 nmol/kg (0.084 mg/kg).
0.005, 0.021
0.084 mg/kg)
Cardiovascular | HEK293 cells | Perfusion 8 umol/L 4 cells in each | No inhibition of hERG tail current was observed. Yes 206446
system expressing (0.032 mg/mL) | group
hERG
Cardiovascular | Rabbit Perfusion 8.2 pumol/L 4 Purkinje No effect on cardiac action potential parameters Yes 206445
system Purkinje Fibre (0.034 mg/mL) |fibresineach |(RMP, UA, MRD, APD60, APD90 or triangulation)

group
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Organ Systems | Species/ Method of Doses * Gender and Noteworthy Findings GLP Study ID
Evaluated Strain Administration No. per Group Compliance
Cardiovascular | Cynomolgus |Subcutaneous |0, 4.9 (Day 1), |Male 4 Arterial blood pressure, heart rate and all Lead II Yes 206442
system monkey 19.4 (Day 3), ECG parameters (RR, PR, QT, QTcF and QTcQ
114.3 (Day 5) intervals and QRS duration) was examined at fixed
nmol/kg time points from 0.5 hours prior to dosing to 46 hours
after dosing. Arterial blood pressure and heart rate
[0, 0.02 (Day appeared to decrease in semaglutide treated animals.
1), 0.08 (Day This decrease was however caused by an unexpected

3), 0.47 (Day 5)
mg/kg]

difference in pre-dose values obtained in the
semaglutide treated animals and therefore not
considered treatment related. No effect related to
semaglutide was observed on any parameter at any
dose. Exposure was confirmed in all dosed animals
and plasma concentration at 12 hours post dose was
calculated to be 23, 77 and 440 nmol/L after 0.02,
0.08 and 0.47 mg/kg respectively. No exposure was
detected in vehicle treated animals. NOAEL was
114.3 nmol/kg (0.47 mg/kg).
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Organ Systems | Species/ Method of Doses * Gender and Noteworthy Findings GLP Study ID
Evaluated Strain Administration No. per Group Compliance
Renal function Sprague Subcutaneous |0, 1.2,5.6,21.6 |Male 8 5.6 and 21.6 nmol/kg (0.023 and 0.089 mg/kg) Yes 206444
Dawley Rat nmol/kg resulted in a statistical significant increase in
(0, 0.005, parameters at 0-8 hours post-dose and a statistical
0.023, 0.089 significant decrease in parameters at 8-24 hours post-
mg/kg) dose vs vehicle group.

Urine composition and volume (treated vs vehicle):

0-8 hours post 8-24 hours post
dose dose
L M H L M H
Na' ns | 511656 ns |1.45]|1.19
(mM/kg) Vs Vs Vs Vs
1.45 | 145 3.08 | 3.08
K* 1.77 1 212 | 229 | ns | 1.54 | 1.52
(mM/kg) | vs Vs Vs Vs Vs
1.33 | 1.33 | 1.33 3.12 | 3.12
Cr ns | 341|394 | ns | 1.28 | 0.62
(mM/kg) Vs Vs Vs Vs
1.05 | 1.05 2.84 | 2.84
Vol ns | 626|840 | ns | 1.28 | 1.43
(mL) Vs Vs Vs Vs
2.33 1233 2.64 | 2.64

L =0.005, M =0.023 and H = 0.089 mg/kg, ns= not

significant

The NOAEL was 1.2 nmol/kg (0.005 mg/kg).

* Single dose unless specified otherwise. Doses are presented as actual doses calculated on result from test item analysis.

2.6.3.5 ENFHEYHEIERGER

No pharmacodynamic drug interaction studies have been performed with semaglutide.



