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= —E R F{#0.5mg SD 73— R FE0.5mg > 2.0MD
= —E R 1.0mg SD 73— R L O0mg Y 4.0MD
= —E R L. Tmg SD T —E R L Tmg Y 6.8MD
73— FE2.4mg SD 73—t FE2.4mg 3 9.6MD
(%4

Wegovy® Subcutaneous Injection SD
Wegovy® Subcutaneous Injection MD

B FD R
LN

2. — {4
(MF% (%)
T~/ VFRGEE L) (JAN)

D% (th%iE)
Semaglutide (Genetical Recombination) (JAN)

QAT L
ARTFR G ORESRT TR ~tide

3. BEAXERERX

HyC_ CHy

Hls_u )QH—GN-Giy-Tm-Phe-Thr»Sef-As&VBl-Se(-

o]
HO,C /
o B S
O
O NH
HN Jl\/ \/\o/\/
O (0]
\/\o

N
Ser-Tyr-Leu-Glu-Gly-Gin-Ala-Ala-Lys-Glu-Phe-

lle-Ala-Trp-Lou-Val-Arg-Gly-Arg-Gly

4. RFRRUHTFE
ﬁ%fﬁ 1 CigrH291N45059
S8 : 4113. 58

5. b2 A (MBE)RIEAE
ENZE T NF R, BRI N N T RS T F R-1(GLP- DR A THY . b hGLP-107~37%F H D
TR L, 23 H OAla)e 283 B OLyslt, ZNEN2-TI/-2-AF N7 /U g ORArg | ZE LS
. 1,184 24 F J1 RS EDGlu K O2ME 08— 73 /) -3,6— A%V A o 4 e CHER SN DU —%
L T20%E H DOLysITHE A LTS, B~ L FRIiZ, SUED T I RN DR HEM T F R Th D,

6. BR%, A4, BE, &S
BB YRS @ NN9535
FuYx/hE S+ NN9536, NN9931



II. HRAS IR HIRE
1. PRI E
QU REDS
B ATFRITAGE~ZEACOBRERTHD,

(AR
B~ NTFROKR~OEHNEIZ1T8mg/mLAE 2 TVD,

pH3.0~5.51Z BV TR IEF IR T L, ApHEIFH DK ~DEAEM:130.15me/mLAK M TH D,

T~ I NTFRITEZ ) — TR TEFIZO (190.3mg/mL) .

QWRE %
WA TH D,

WRA (R B BB
UL

(5)B 1 R ARBEE
AL

OFJES -
%G E R Rl

(NZEDHD ELRMEE
AR BRI CHIE 958945 (M) | £95.4 GEE MR THD,

2. ENHEDDBEBERTICEITIREMN

B PRAESRIE PRAF ] RAFHE

FUBRIH H

LS

—20+5C, 72— R FASD: 4815 H
Bl 73— FEMD: 6064 A

e

R R A7 R

RY=F L R

PEIR
R
SRR

HeiE

B (ERIR)

BN

e

i UES RIS

R 513°C, Y,

=T

PEIR

LIRESL R
HeiE

o (EEE)

72l

3. AMM S DIERARRE. EEE
HERRBRORBRTE: ~TF R~ 7 K u~ b T7 44—
ERIEORBRIE © R <77 0—




V. ®AICEISEE
1. #R

(WFIF DX F
b il WA o X b | HEH A oK 4 iz He
0.25mg EEERN T E U DR IEALS
0.5mg Wy NUTZHEER O3 B
7 — B FVESD 1.0mg —varfliThs,
1.7mg
2.4mg - e e
0.25mg A Al " e 4R B 5.5y DR A ST DI —
0.5mg Ny Yzt y LS &E E .
72—t R FHEMD 1.0mg BEEE R Oz v —rar il
1.7mg i Ch D,
2.4mg
(Q)BF| D R MR
SME
2 —E R FHESD U2 —E {7 FEEMD

il
ddda
ddia
dlilg

S MTLOLP 1S ERTIR (T s (t??JWh!’I’l‘dﬂ) -

MR ET T wr.ﬂ.mguq.m-u Y

o 25mg~/|oMD

1 QM‘.S'M. BAR-MASHASW
H MW < am5) | 0.25

D:‘—E i oy
05mg~aMD | 202

H [a1mias - am |

3.02ma/3mL

|
ﬂj—E wr
! 1.0mg-1sMD

D5 = A

1.7mg-5aMD

’ 6.81m:
ﬂ:}—E.n
(e s <ams | 1.7 ]

pC i U —E R T SD,/ U — R T MD
0.25mg 0.5mg 1.0mg 1.7mg 2.4mg
R (BT —HOf) FANT—> FA4—=TD T J—)VTN— | Fya— s —
s N M~ ZTMEDWTH D,
(AN —F
Y U7 (1A DAME K O | oIS D E)
(DHEE D ¥tE
pH 7.10~7.70
R %1
(EEL AR B L) "

(5)Z Dt
L L7
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2. WEIDMEMK

MAEES GEERS) DEE RV EHMA
7 —E R FYESD
A
0.25mg 0.5mg 1.0mg 1.7mg 2.4mg
RaE 118 0.5mL 0.5mL 0.5mL 0.75mL 0.75mL
FhEksy | B~ VTR BIGRERZ) 0.25mg 0.5mg 1.0mg 1.7mg 2.4mg
VU R/KSE MDA KF 0.71mg 0.71mg 0.71mg 1.07mg 1.07mg
¥ (ARl WIFN 4.13mg 4.13mg 4.13mg 6.19mg 6.19mg
A Iat] - o
IKERAL TR 2 T
s T
7 —E I EMD
A
0.25mg 0.5mg 1.0mg 1.7mg 2.4mg
RaE 118 1.5mL 1.5mL 3mL 3mL 3mL
By |2~ VTR GEGFHHZ) 1.02mg 2.01mg 4.02mg 6.81mg 9.60mg
VU EAKFEE T NT L IKFIY) 2.13mg 2.13mg 4.26mg 4.26mg 4.26mg
ar’L g a—)u 21.0mg 21.0mg 42.0mg 42.0mg 42.0mg
TRANF Jx/)—)b 8.25mg 8.2bmg 16.5mg 16.5mg 16.5mg
VN o WIS 1t
QEMEEDRE
MU BERRL
3. Iﬁ11[ﬁﬁ*l&o)%ﬂj‘jz& %
LN
4. Hif
ML
&=
FA=19A4A
5. BATHEEEMDH LMY
e AV -t
6. BFOEEELHTICETOIREN
I —E R FiESD
bR RAFSM: | RAFHIH PRAFIERE ABRIE H TS
[N
pH
543 HlL R 5B T~ NFRERBODT MR K
AR TR ‘F;% 245 A REEMERRL - [ R OB MASTRD Bz 8,
= TURREYY (BUSORFEN ThH-T-,
HIARI G | M
o (E&E)
Ptk
. 25+2°C " pH T NTFRE RO KOO
IR wr | 8] IR [RABOLRE,
o (EEE)
V2P 5 fa 1 1 B
i[é,—-—u—'a‘l\iéi%ﬁj]/‘)]\v—/r nggfé%/\ /ri:lj( ﬁ 6+ /Eﬁgi:@é‘fizgiifoﬁﬁi%ﬁ
St | SRR T o SR A B LI A A A 2
ATHECCHSE [ B AT | MR = o
LA 160) g () UUM)T . EREBRIE B I I
- DO LMY RESIL,
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&= — LB FEEMD

R PRAESAT RAFTEHE AREH i R
‘rﬁﬁ T~ I AFRE RINTE - ETHY,
%W%% R DT HIREINNRTRD DT,
- 5+3C P g T~/ LV FR0.68mg/mLELA Tlk, R
RORAERR | e I T e Ty T
R ROPEEN R BT AR, B OREPE P
HT AL L o
A B (e ELY ‘/Cj?)/)fx_o
& (ERlk)
PEIR L 1 B R T b
s 95+2°C pH VZ’,\%F ?’%mﬁiﬁjofj @
S ER K 4 e AR K ONE 5y -2 2 T DM EDH S
o (L niz,
& (ERlk)

ez EVERAER

KR EMERBRTARTA |3mLA—R) ) X
ANTHEL CE N

H—=R)wIZFET
ML~ ILFR
L F (1.5mL & O

X% vy 7 &
PDS290 AU A
I —Ry %
A AU T2 B

PR
pH

& (ERIE)

71— D I D BIH| T IIAHN 1T
Kbt REgESN e oT, —
77, PDS290~ M A ST —R) >
U HLA AT RIAN TR, ARBITTER G
PO+ ITRES N,

7. AAERVBREREOREN
A1

8. ftuFlE NEEE E L (MEILFMEAL)
PEIAN

9. B
AL

10. Ba&-A%K

(NEBNDELGRS AR NEINFRGRR ARICET HER
IXEPRFEICEE T 2HE 4. B EOEF S OESROZE

ag

V= —E B FESD

V= —E" B FEMD

<0.25mg> 0.5mL X 24, B B E % [FHA
<0.5mg> 0.5mL X 245, B i BA E % [R)HH
<1.0mg> 0.5mL X 27, Bk qn i £ % R4
<1.7mg>  0.75mL X 2%, B i A 5% (A HA
<2.4mg>  0.75mL X 2%, Bk i A =4 R

<0.25mg> 1.5mL X 24, B4l B # % G HH
<0.5mg> 1.5mL X 2A%, Hdf i BH 7% [ #A
<1.0mg> 3.0mL X 27, Bl i E% [FAH
<1.7Tmg> 3.0mL X 27, Bl i E% [FAH
<2.4mg>  3.0mL X 2A<, Htdha B % R4

P FHE=
BB
HBHJRDOME
U —E R T 1ESD
ZNIN YUY HT A
[ & T B AT UV A
Uy h=—R/L i — LR RIA T LT A R Fae’ LA
T —(FLEAN) | T T A
HEAZ RS RUAFAF L ABS fHlE. AF L ARF— /L
U —ECE T EMD
FNN e W BT A
= L N7 F)I L RIA TV T N
TV —(FAERN) | e T F LA L
LR ARVT e’y RIAF VAT L R —HRFR—h, ABS fiflg, AF—/1
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11.

12.

ABRHSNOEME
AL

Z Dt
AL
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V. ;aICRE95EE
1. PEEXITHE
JIERE
712U, LT, TRE R HE XIZ2BRE R IE OV una B L, B EEE EBREEIT o Th a7/ A EL T, LU g
Y DEFAICRD,
. BMI2327kg/m*LL ETHY | 2-0 LA 1D R 12 B DR A 35,
. BMI7335kg/m?LL I

JIFRE S 2 0 70 M BE e 75 BRI DA T 4
122U, PREESUTSE O L e A D55 ICRD,

(FREBLH)
AR DR ATRR )T, LTICE S ERE LT,

<ETHE>

AITICB T DIEFGRE DB 2 1T/ ERAE THY | Adipyk, mERIE L OITERIEN DA EIE BB O FEL3~6 1 A% A
WU EN D HESES L, EIHE IO % E CTH BRI A THEO W EN AL RN A, EpEErEE T
=Y (NQAYN

H AR F 2 RAT OIS IEZ IR AT AR T A2 (LLF, JASSOHARTAL) ATBNWT, EZICE L L EETHRETHD I
FE DB W FEHREIT BMI2325kg/m?LL C, > OIERICE R 2V UBEL &2 295 GREIC L0 ek E 35 X R 2] <
o) R EEZATH0, IO EEZ LT WVEVAZ B (7 AN EIC LD A7) — =0 7 CHIEIR I E R
SebiL, IEEICT (2 B o — 2 Wi B IR %) AL > Che E 2 IS = BB I BLIERS) LS Qund, E7-, BMIEINE, fERG B
BT A OHES R UBE SR BT A A5 CRY ., IR BE T2 A OHE D EU K USE 1 2RIIBMIN 2Tke/m* %8 2 5 L HEN
FTHMEMDFEDHNS 52, DLE RVAZRF N ELRDIEDNRIBIN TS ST, INZ T, BARANZZ L ALNLNIEIEN;
RUAETE G, MPEREREE . & ifE, J8E BEREDOVAZ R FNEEL D EREBOECIHETYAIBENEE B, 228
LDV RFOEEICIY, OISR BROIET DAY R P32 25 IG5 DMERHHS, LLELD ., IERIEREFEDL,

BOHEZA L. 2> OBMI27kg/m*LL_EOEH TIXEMIEEDO N ADBEEMENIDE W EEZ BN,

I B B HE U 2B PRI 2 T D IEE R AR R E L, JASSOHART A2 (2016) *CEFHZIIL TODIEHIE DZ W

FEHEITRB N TUEESIND L OB 2 IR 12 B 3 AR ) S U Tt R A AR E Lin, B [E B HE () 55 LAH 3R
THLRT VT HIFRRER (NN9536-438258058) 123317 58 Zh i e O D AR IZ IS &EFRE LI,

72, BARNEE Te2-00 [E BRI R IIHEFER (NN9536-4373 J (NNN9536-4374788%) CTlk, MEA DI iRR O FEReA B £ % |

NNO536-43825 Bk D *f G2 35 LV A<, NN9536-437373 8k Tld, OBMIA27.0kg/m?LL BT, 2> D@ LT, NRE FL e, BAZEM:ME
A PR A D R R L < VD I A SRR R A % T @BMIAS30.0kg/m?BL_ LD HRF | 43747888 TIZBMIZNN27.0kg/m2LA | T2
FERIR 2 A T HBEEZ x4l NN9536-4373 K& TINN9536-43743RE: Dt L EM DI L | JASSOHART A2 (2016) I fE~7-H
1L BDRNHE TN R A BTN BIT 5 7 VN — T T A EREL . Z ORI S EFRE LT,

AR RERE E R E AR AT 28>

A SAE L. MASHD Z W K BRI @ L= AT D F T, NASH CRNZYHEIC B S<HRHE(L AT — U F2 IIF3E 2 & -
FrEAFHELTND,

HARNZE T [E BE 36 R S IIAH 35 (NN9931-455355k) Dt G B 1IF4% BR<, F2 R ORI T L 72 MR ME L 2 3 ANASHE S
THY, AMISEDRI G BT L—EL TD, 202498 712 H AT L2972 I OV H ARIFI 22 3NAFLD & O'NASHIZ DWW T
AR TIEGERED D — A 7= T A1 . FNFENMASLD & UMASHE MR 5 5 2283 LT-. MASHOJR BRAHL AL F 89
W UE | T 1 37e< . NAFLDEMASLD O B #1398 ~99.8% THHZ EMNE BRI FEIC LA S TNL 0L 12 AR
IZBWTIIRE R DONAFLD B E D97 % EMASLD BB D99 % 23— E L CUWVD I EMHETRS LTS 13, F72, NN9931-45537K 5k D/ <
—MOAEFMIZ BT DT/ DY B | MASHD E K20 /- 78032 7o B IMNF LT 7B REED 1B D . Th o7 Z e
5. NN9931-455338BR 0D 6 A5 [ L A E DRI R BF T — B L TWAHEEZ HZENTED,

Fiz, BITEONAFLD/NASHZ AT AR T AL (20204F) 14Tk, F#HELFEMDOGold StandardiIFAEMR THDHEFLHL TH—F
T, IFAERICRERHHZELEH L THBY, NASHOBBOBIZIL, Mg A4 ~—h—Aa TV 7 VAT A BEE T AN
TTT 45T LTS IR WS O IR B R A ZIE T 5282 HEEL T, Lo T, RIS CIE, FFAERICE SRR
HAL AT — D FH TIE72< . NASHNAFLDDFSIRA A (2021) "> DR H A B E1T, 5T IGT AL OFRRE TRHEL TV 5,
NN9931-45537 5k CIIBMUI B DR AN ZEAREIZFR EL TEH T, Lean MASH (BMIZSFET 7 A C25 kg/m* i, 77 AT
23 kg/m*Kiili) DEBEGE FN D, 2IREM ELean MASHEFE O/ E ORI T, HME R V2 2RI BRI
BRODOBHDE\NPIRD T2 b & | A EE R E LT,
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2. EERIEHRICEEET HEE

<HBEAE>

5. MEEXIHMRICEET LHERE

5.1 AFNDEMAIZHTe- T, HOEUDIEEIETGREO AR THLBFFE - HEEEIELIToTh, +aRRnELN
RWEA T, EMIEROR S EL CHET RIS BE OB E R THIE, MBI ¢ IR R E 1, FEERBR
WA ANONTBE Y mESZ BT 528, [17.1.1 ]

(fig#n)

REGETE R O EEAR TR, JHE), ITEESEOATE BIEUERIE THY . kL, Rd - EBRIELE o 1To72icbhdb
T ENRDLNRNVGEICRES TS,

JASSO HARTA L AT HIRYpRIE O s LT, TOBMI 28 25kg/m? LA_E TN IEGIE D2 W7 11 O E DS
BATOOREFEREED 2 SLL EA(F42, @BMI 3 35kg/m? LL_ETHO D RERIE D WHIMZER 11 OREFEE DI LTSN
TR EN 1 Sl ESPET 2, B0 b NI EAE 100cm? PL ETHAZENEELL, | ESFLTIY, PRI D2 W HvE
WA 11 OREREREE T, (1) TithERERE S (2 BB IR - A AE S 70 L) (2) B S HE (3) M E (4) /& PR s « 9 & (5)
TEENIRSE B (6) A 2 « — @ PEAM AR MR 18 (7) FET L — AV PERR MR B (8) A RIS « ARAT: (9) PR ZE M HEE AR Ay I PP 08 i fie

T - ARG SORE (B (10) SEBEh 2R £ (11) R REE B gt Th B,

HAR ARSI Z5 11 FE3ER (NN9536-4382 #ER) Tid., JASSO HTART A2 (2016) * TEFRSN TV DIEMIE D W L Y23
WTHZAEEND 11 O RS A TR B E 9 RS | L L CHEIMEL Tz, ZORBRISHAANLN RS O 5 I T
DBV THH-T=,

(1) TiTHERERESE (2 TUBE PR P - MBS RE B R 72 8) « 2 TUBE R 24.7%, 2 TUBEFRIG LLAL 41.6%, (2) J6/E 540 : 86.3%, (3) i I /E -
74.6%, (4) = JREE MAE - 978 JBL  35.2%, (5) FREBNIRYE FE : 2.5%, (6) AMAEZE : 1.5%, (7) FE7 /L — LYERERIMEFR MR 44.6%, (8) A#R
S AT 2.5%, (9) P ZEM: RTEAR IRF A I R (B « I s (R4 SR (B - 10.0%,, (10) SEEh R £ 10.2%, (1) JIE it B e B ey «
0.2%

B EEEE R ERR IRAT 2>
5.2 ARFIOFFEEERET T M AOUCEENRITRFES TR, [17.1.5 ]

(fiFEs)

] B F [ 5 11LAH BBk (NN9931-455338058%) D/ X— M Tk, FHEFEAGE B THA [ 7218 I R O TR HME LD A LA fE 72V 'NASHD
HROEIS | L O T2 IR R ONASHO AL 2 D72 WIFR M L OUEEDE A 109G | D tb E BN D THEHEMIICE R
RENED LN ZEEH > T, A E L 7=,

NASHDIRIE B AZIINTF T OUETH DAY, NASHBITFARHE(L 2R E L, TR L O R ASITAEZS IR I8 25 O JiT BasE A~
FOFEBILEHEL TNDEE X HNAHTEND, 2O EEFAGHE B OERIZIT— EDHRKRNERPHLEE LN,
LsL72id s AT R 17202 (FFRHE(L D AL A PE 72V WASHD 1 2 B OINASHD FEAL A R 72 TR L D e 3) LT
PRBEET T N A (PR A 2R D72 OVAETE) OB, RS TSI QU WIS ARTEE R ELT,

728 AFREBRIL, 24008 RF RO ITER B BET 7 M A (L 2 LD VAETE) O EN RO Z B EL T, ke Tho (R
ThRED GRS o

5.3 AANZ. FHHERE RS E BRI D2 W K ORI B L 7= ERI D T T, NASH Clinical Research Network
(CRN)ZMBEIZFE D<A AT — F2 3T F3 OBFICE 59528, B LAT = OHEICHIZY, FFEROEREN
)T RV RIS LD E A T, FFRBENREIRICE STHETHIEN TED,

(fiFEs)

AFNDOBRE NN RAT TR 2 P72 IS RERE E RE RN T 28 72720 P& U R EE O L2 A 355512
%, |ELTHD . NASH CRNASHE I HS<ERHEL AT — VTl F2 XUFF383% % 5,

NAFLD/NASHZHEA AR T AL (20204F) "BV C, FAEMROBR RO BEINERMIN TOAZ LSRN EX | W R ORI
K@ LI ERIO T T, # % OBREICBIIDIAERICHEI VAV S EZN U252 T FFAERO ERESEY) TIIan LS55
AT, R BRI SEBM T,

5.4 FERBEAZRMRMEIRICE SESRHEL AT — U2 HET DA, 2 DU EOREILEOMERGICHSEREHET D
TEMNBELW, £z, IHREARMAIEICE S ERHEL AT — D OHENARD R MR REDVARZIZHONWT, BT
P9 2IL, [17.3.1 ZH]

(fi#E0)

] B 3 [ 25 11LAH BB (NN993 1455338058 O it i M FL Y TR E SN T- & R BRI R A L P A N S B SRR ME L AT —
DU RS R, B G — O IR BRI I SR EAT — Y DB LB AR H L2 L0 D, 208 Ok
HIEOR RS SERAHNCHETDHIENEELNELT,

5.5 A, RHEEREREEEEIFRIBIRORATHAIR T SEBEIELIFHL TR 53528, |
(fiE#t)

R B P B BB AT 26 12V L B ER L GER IR E YRR L L TALE ST B TW5, EFRS RIS IR R
(NN9931-45535858) IZH W Th ML EFH T2 2 L2 HESEL QU720 E LT,
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5.6 [17.FEREE | OTEOWNEZBIL, BRRBRIZHAANDNTZBEZE O BMI Z03 5l ONIAHKI O F 2hk K OV
VA ERE - BT IR IR T AL, [17.1.5 ]

(fiF#n)

AHNOFe HAZBEEL TiE, BRRBR O R EE Y 5. AR OF MR NR &2+ AL LT, BN EEERINT 2 LE
L7,

3. ARUME
(WARRUAEDORE
AT, B~ 7 TR GG THLIZ) £LT0.26men D F 54 BkAL B LRI E F I 3%, 2% 34RO RKET,
#1[H]0.5mg, 1.0mg, 1.7mglk O2.4mgDMAIZIE S L, LLRIT2.4mg% @ 1Bl TS 92, 7eds, BFE ORREIZSC Cll BB
T2

QRERUVHEDRTERE- RN
<AEIED>
FIEIZOUWNT, 2B R IR BB A kP B L L= VS S TAH ERBR (NN9535-419138 8k . 1 H 1[A1#%5) K OV HTFE 3 ER (NN9535-3623
Bk, NN9535-36265 5k %, I8 11014 5-) 725 ONZ B B E &6t S L LTZNN9536-4 1537 BR DOFE RS, AFKD1 R 1A% 5L
LA 5T AT P RIR R A RIFLE Ch A% 6. BRGSO RERD IR, BBEER OB G R IEICE ST
BHEFGORILRIUS, ARIEOHE a3 521 B 1[0l 5 CRE 2R IRRD SN o7e 8500 | BAE O# HAH 1
TELHWI R EELE,
FHEIZ O T, NN9536-41535 R it 2 5 Lol R & — S RMT ORGSR G | RIROBREE B OB B G E OFRBE S
NEL otz l20  BEEH Ry B EE (PPK) &5 VT 5. 0.4mgD1 A 1A 5 TOEFIREEIZBIT B C ol AR DIRFE I
RABZENHEESNIZ, 2.4meZ B UHFHERBR OMERE BT E LTz, £72, H AN B (e AR HER A a5
728, NN9536-438278k TlX 1. TmgEb R E LT, 728, W TN OFBIHHRERIZI W TH, B 150.25mgZz s H =L L -
OFFET0.5mg, 1.0mg. 1.7mg. 2.4mgF CHIET A 7 iEE L,

AR RERE S B AR A 20>

JEHE O 5« B4 FRICARSE0.25me %@ 1Al f7 T 4% 5 CBIAAL . 4 Z2122.4mgF TAIR AW (0.5mg, 1.0mg, 1.7mgk O
2.4mg) U, M 1[E1 52 T #5972 FHiE - S35 8 S 7 [E B L R BB IR U (NN9931-45535UR) 1238 VT, RIEDH 2 K )
LBRMEPNRSNIZZENG, RREBRORE IS HIE HE%3E U, MM HEITFEFRER (NN9931-429678k) Cik, B~/ v
FR0.4mgD1 H 1[E % 58 THAHE L O BEALZ LR DR WONASHO WS A TR LT- B INEH OEIE R Rb & -T2 28 KUY %
BCOLEET a7 7 ALNEBEELZ SO TR Thol-2 oMb, AR%0.4mg 1 B 1EH GO EHIRIE I B 1T 5 A
DC oy FIFEEE D C oy & 72 21 1 B3 E-HE D B ZHE T L . AEE2.4mg D 1014 5-2NN9931-4553FBR O HERF I o0 - &L
L CEIRL7z, F72. NN9931-42965 BRI 2T, 4l Z LT 32 k- HEEZR E LR, AROABFEIXRE TH-T-
TEEEEEZ NN9931-4553FRBRIZ BN ThH, 4T LITHIE L T, 168 % ICHERFH EICBIE T DMk HEE2REL,

4. RERUVRAEICEET HFE

7. BERUVAEICEETSEE

71 AFNGE 1 B S5T23KTHY, [ B ICEEIERTL,
(fig#n)

AENT I EL BRI G- TN Z IR CEHIREDHERF CXDIEHITH S, VILIEYBREIZEE2HE 1L iRED
HR QKRR ORI R RE 1) MRS 12 D TG #%OIEMENE OEBROZL,

T 1A% 5% e U7 E R R S TIAE 3R (NN9536-4382, NN9536-4373 K TANN9536-43743888) D Rl S AK D A 0 K
O EER RSN TR E LT,

7.2 BIBREESEOIBIC LY AEMENELIL WA TR U I O 2 a5k,
(fi#E)

A oD [E] R L[] B TITFH 2R (NN9536-4382, NNO536-4373 &% TANNO536-4374358) Tlx. BB ES DB LD2.4mg TAR
PAIRERNSTARE I LT IEL TR G L, ilBREike T 22N TR OREL,
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7.3 BHEASNIZEAE. KER G ETOSIEA 2 B 48 FE) BLETHUE, KOV ETEBICRE L, Z0%
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ay aro— (101451) (199431) (101451)
Mumg/dL) 5 68 AFET -6.016.1 -7.8%£12.3 1.2+12.2
DEALHE%) (98451) (193131) (100431)
LDL 2b%5 Ry 124.89+33.53 | 120.60+31.77 | 126.96+31.50
b (101431) (199¢3) (10141)
(mg/dL) Beh5 68 WRFET|  -7.1+28.8 -11.8+20.3 -2.8+18.5
DIEALE(%) (98431)) (193451 (99451))
- N 51.7+12.3 52.2+12.3 49.8+10.9
R I (101f30) (199 (s1) (101451)
(ng/dL) 5 68 HFET 8.0+18.3 9.5+15.9 7.1+13.2
DIEALF(%) (98431 (193431) (100451))
- Yy 163.65+120.06 | 140.83+68.20 |154.70=+108.98
NZAIN (101451) (199451 (101451)
(mg/dL) Beh 68 FRFET | -12.2£54.7 -13.6£39.0 13.3£42.4
DIALHE%) (9831)) (193431) (9951))

Pl = A e 22 G B0

-
[
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BIERIE ., A2, 4mghE10841 (54.3%) . ZA#1. TmghE68H (68.0%) . 7 FEAREE20M (19.8%) TS
iz, EREIWER FEELL -8B E OFIA5%LL 1) 13, AF2. AmgFECIIAHFR24. 1%, HE0015.6%, T
13.1%. MEM-7.5%, AARIBIE6.5%, NEERASPLE6.0%, AHI L. TmghE TIL T H#119.0%., fHFL18.0%, Hls
15.0%, JEHBAPRLIER9. 0%, MEH:S.0%, ME SR T7.0%, /LR E6.0%, BAKIEGRE.0% Th o7, TR RE
TlE, FEHRUTERE OEIE 5%, _EORITERIZRD B -T2,
2MIBE PRI 2 S/ OB CIMRIMAE (2B 328 F R GUTM E SN h o7z, 2BIEIRBEH T2
R CILE A7 T B E (56mg/dLATE) SR M2 1T @ s Siv/ed o 7=,
D) EEIEZEH ART AL 2016 TERSNAIEEIEOZWILAEIZMNIED 11 OERLEN FHAANDNTHERE OB SITROLEY,
(1) Tt BERERESE (2 TBE PR P - ARS8 70 L) < 2 TOBEPRIPT 24.7%, 2 TUBEFRIG LIS 41.6%. (2) IRE L HHE:86.3%. (3) iillLiE : 74.6%, (4) &
PRI ILAE - 95 B - 35.2%, (5) TEBIIRIE £ 1 2.5%, (6) AHZE: 1.5%, (7) FET /b — L VEREIPEIT IR 5 44.6%, (8) A RS Hr - A4 2.5%, (9) B
S AR A0 I 7 A T » A T G ST A £ 10.0%, (10) SEBHBRSEHE - 10.2%, (11) AEists BESHL R s - 0.2%,
VE 2) B/ MLHE CRIEE RG22 M 1) SUTAR ML BHE R 2 5 I (i) 23 56mg/dL A A% MLpE,

QE IR+ F HUIHE A ER (NN9536-43735ER) 2

*f 4 : BMIN27.0kg/m*LL ECEIMTE, BB R AE, PAZEM: MERRINF MM AE GRS LI O A SRR B AR
5 XIIBMIZA330.0kg/m?LL_EOHERFE 196141 (A #12.4mg: 1306451 (H AN :6741) . "7 &7 : 6554
(HA AN :3351))

R GE - BERELOCEISRERIT F CORFOFEIMNER V2R 5, 78RR, —EHER
AT b a5

B FE - AF24Amg XX T TR E#E 1A, 68 M TG Uiz, A&, W 1F0.25mg THE-ZBAAL | 408 [H
T B PERY120.5mg, 1.0mg. 1.7mg, 2.4mg~Hi & L7,

x* B RTS8 E TORE AL O 5683 IF 12 5% LA D E k% 2k L= 925

FEANE H FOEE

* 7p o BeH6SHEIRFIC10% L LR ERRA R LIRS OEIS

Bl % B ¢ 5-681 RF 12 15% L, _E O R EED & s Rk L= kB E OFI &

B E H NR—=2AFA B G-68H FFETOMBE, Il E M OHRE /ST A—Z D21l

it R EEFMEE THHN—RTA DD G681 FFE TOMREZEALFE L O 5681 IRFIZ5% L EOKRE
WD EZERLUIZREDEIGICEL T, 778Nk THARF 2.4AmgDEHME N RN (p<
0.0001, FRZMDZL),

ARAN 2.4mg B TR
(1306 1) (655 i)
R 105.4722.1 105.2+£21.5
N2 O Eke) (1306 {3i) (655 1)
. 89.0+22.7 101.922.0
B3 68 MO HEKe) (1212 1) (577 431)
#h 68 MFETD -15.6+10.1 -2.8+6.5
REZE LR (%) (1212 #i) (577 f51)
7R BEE ORERE Y -12.44 B
[95%(= fE X ] [-13.37;-11.51]
. b g b A ) 86.4 31.5
5%LL AR R B E A (1047/1212) (182/577)
T TR REE DAY AL O 11.22 -
[95%(=5 fE X [#] [8.88;14.19]

Y = AR e 22 REABIRO) | 816 % % 4 15/ R 51450

a) ZEMEEZ MO TREMEZ SR R8T IR

b) ¢ H-68MINFIZN—AT AL HDEREL_ DR Z =R LT R E DFEIS
o ZEAMTEEL MO TRMEZMTER, ROAT 4 Z7REIZ IV 1

REICBT 22 OMOFEE B | b, fE & OEE T A—2ZB 3 25FHfI2E B Of e FRIZ
T,

HEICE D% O OFFHETE H

- AH) 2.4mg BE | T TEAHE
P 5 68 W (1306 f3) (655 i)
— N 69.1 12.0
IOA)U\J:MSQ{@Z} ]%Ek%ljl/j\ (838/1212) (69/577)
o 7 v A\ b) 80.5 4.9
15/01J\J:M§§?W} J%EJZ%IJ{:I\ b (612/1212) (28/577)

FE% G 24 1%/ FHAE 51450
a) R—ZFAL D100 LD ERD 2R LI E OFIS
b) R—=ZFAIpH 159 LD K H I ZERRL LIRS OB
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Mt iE R ONEE ST A= SB35l E B

A 2.4mg FF TR
(1306 f31)) (655 f51)

SO 5.740.3 5.7+0.3
HbAlc (1306 1)) (655 f51)
%) ¥ 5. 68 JHHE -0.5+0.3 -0.24+0.3
FTOELE (1197 1) (563 f31)

e O, 95.4+10.7 94.7+10.5
iﬂ"?fml A (1291 ) (649 1)
(mg;'dL) P 5. 68 I -9.210.9 -0.4412.7
FTHOLEE (1175 1) (557 #1))

N2 126+ 14 127+14
gl (1306 i) (655 141)
JE(mmHg) ¥ 5. 68 I -7+14 -1%13
FTHOLEE (1210 i) (574 1)
A5 A 8010 8010
PR 1. (1306 1) (655 1))
JE(mmHg) 5. 68 THHF -3+9 -1%9
FTOLEE (1210 #1) (574 )

AT 193.4+38.7 195.8+39.0
ay Aarn— (1301 1) (649 1)
Mmg/dL) 5. 68 JH -2.6+14.8 1.3+15.0
FTOELE%) (1196 1) (561 f1)

- N 115.30+33.23 117.14+33.33
LDL 2vA7 N (1300 f51) (648 1)
a—)b N

(mg/dL) 5 68 R 0.0+28.1 4.4+25.9
FETOLELFE®) (1192 i) (558 14

- R 51.0+=13.2 51.0+12.7
HDE_j:XT N (1300 f51) (648 f3i)
(mg/dL) e H 68 A 6.6+17.2 3.0=15.5
FTOZEALHE%) (1192 f31) (558 )

‘ , AT 140.99+80.54 | 146.36131.68

NZAk4IN (1300 f51)) (649 1)

(mg/dL) ¥ 5 68 A -17.5%£32.1 -2.8+33.9
FTOEAE%) (1194 f51) (561 i)

P AR A 2 R 51550

BIVER X, AA12.4mgfE92651 (70.9%) . 7" 7 &AREE29541 (45.0%) THE Iz, EARFIEH G8BiL
T BRE DEIE 5% B) 1%, ARFN2.AmgBE CILE 0 42.1%, TH127.5%, IEH-21.7%., FEF419.8%., Tk
RE9.A%, BAIHIRI.2%, 33<T8.3%, IEI#8.0%, AR T.9%, MEFRET6.6%, B9/ 6.6%, 774
BECIEE5.3%, THI12.5%, (EFAT.5%, MEH5.0%Tdh -7,

R B Z B 2 EFEIL, AKI2.4mghET8H (0.6%) 1545, 77 REETHH (0.8%) TH-HE X
77

QEI & £ R HHE K ER (NN9536-437458ER) 22

pS) G 2RUMEIRIE A AT 9 ABMIAN27.0kg/m* LA O #EER 1210051 (A #12.4mg : 40445 (H AN - 42451) | AH
1.0mg: 40341 (H AR N :3641) . 7" Z&R 140361 (H AN :ATH) ), $E PRI MEIE X BEBEAE O IRFED
R TELIRD AR B D LIRS - B IIBRAb s Tz,

B« RIEREROSEIFIEGTT T TORBIOFIER O ZEEE2BRFTT5, 77 8R5 R, —HEHegMH
A ATRER b iR

B 0 AKHF2.4mg, AFI.0mg T 7 TR %E 1A, 68 &L T 5Lz, AANL, B 1[E0.25mg TH 5%
BRAEL . A 1.0mg ¥ TIE4ME R LI B PSR 120.5mg. 1.0mg~, AHN2.4mghf TII4 i = LI B pig
FJ120.5mg. 1.0mg. 1.7mg. 2.4mg~HEEL/~,

B T R=RTAUNLEG68RFE T OREL LR K O 5-688 RFIZ5% L _EOIR TR 2 2R L 795k

FFAT I FOHIE

x* 720 BEHESMEEMREIZI0%A LR ERAD AR L IR E 0BG

Bl By B 5681 RFIZ15% LA EDO RV &R LT- 8 8RE OFI &

FFAT I R—2FA S E-681A B £ TOMME, MM K& OIEE ST A—ZDZEAL,
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i B FEFHMIEB THOAIRN—RZATA LB 5681 £ TOMREZLL R K O 568 12 5% L _E ik

D 2 R LT R E OFIEG I LT, 77 2RI 3 AR A 2. 4mg DEBAMED /RS2 (p<

0.0001, FT&RZROIL),

AFK1.0mg B | AK| 2.4mg #E | T RARRE
(403 f1) (404 1) (403 f1))
N 99.0+21.1 99.9+22.5 100.5+20.9
Ny DRk (403 f5i) (404 {51) (403 f3i)
. 92.3+20.7 89.6+21.0 96.8+20.3
B 68 kO Eke) (380() (388 f) (376 f)
¥ 5. 68 WIFETOD -7.2+6.6 -9.9+8.0 -3.3+5.5
IR AL (%) (380 1)) (388 f3) (376 1))
7 TURBEE ORER 2 Y - -6.21 -
[95%15 fH X [#] [-7.28;-5.15]
AH 1.0mg HELORER 7 ¥ B -2.65 -
[95%(3 T X [#]] [-3.66;-1.64]
. e A 57.1 68.8 28.5
SHEL LR ELID EPRL D (217/380) (267/388) (107/376)
TR L DAY L O ~ 4.88 -
[95%(5 #E X [#] [3.58; 6.64]
AF| 1.0mg BEL DAy AL © - 1.62 -
[95%(E T X [#]] [1.21; 2.18]

ST = AR e 22 REARBIRO) | H16 % % X4 15/ R B1450)
a) ZEMEEZ MO TREMEZ SR BT IR

b) ¢ H-68MIFITAN—AT AL DB, DT A R LT R E DEIS
o) ZEMEEL MO TRIMEZ MR, n AT 1y 7RI R H

REIZBIF 22 OMOFAGE H | fofE, fE & ONEE /ST A =223 25l B Of§ Rx FRIZ

R~
IR T D2 OO AR E B
. AHK1.0mg BE | AK| 2.4mg #E | T RAREE
B3 68 B (103 i) (104 1) (103 i)
. PR X 28.7 45.6 8.2
1WA L AR TR R & (109/380) (177/388) (31/376)
. e e A 13.7 25.8 3.2
1L LR R & (52/380) (100/388) (12/376)
FA% (3% 24 1%/ R 5130
a) N—RAT7AUPH10%LL EORERDEZZR LI HERE OFIE
b) R—=RTA B 15%A EOR TR Z =R L TR OB
B, ) R OWEE 8T A—2 2 B9 5 37 TE H
AKI1.0mg B | AHK| 2.4mg BE 75Kt
(403 1) (404 1) (403 #il)
IOy 8.1+0.8 8.1+0.8 8.1+0.8
HbAlc (403 f51) (404 f51)) (403 1)
%) 5. 68 -1.5%1.1 -1.7£1.2 -0.3£1.3
EAQRY (A= (376 f51)) (381 1)) (374 1))
NS A 155.7+41.5 152.7+40.9 157.9+42.1
2 65 PR I A (395 f41) (396 1) (400 f51)
(mg/dL) ¥ 5. 68 1R -36.5+45.1 -37.9445.9 -2.3+53.1
FCTOE{bE (367 f31) (375 ) (370 f)
Y 130+ 14 13013 13013
WS, 190 1, (403 1) (404 1) (403 1))
(mmHg) 5. 68 M@ -3+15 -4+14 0+15
FTOE{LE (379 ) (387 #3il) (376 Hil)
IOy 80+9 80+9 80+9
PEEEH .+ (403 f51) (404 f51)) (403 1)
(mmHg) 5. 68 I HF -1%9 -2+9 -1+9
FTOLEE (379 f51) (387 1)) (376 1))
fav aFa—\ ATy 177.0+42.5 175.1+38.8 175.4-40.8
(mg/dL) (399 f51)) (402 1) (402 1))
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B 5 68 MR -1.2+19.6 0.2+18.4 1.8+19.0
FTOE/ZR%) (372 f51)) (380 1)) (373 1))
ATy 96.60+235.90 95.87+33.23 95.87+33.35
LDL avaFa—n (399 1) (402 H) (402 #i)
(mg/dL) ¥ H 68 M@ 11.2+170.1 4.84+32.5 4.5+28.5
FTOE/ER%) (372 f51)) (376 f51) (369 1)
25 Ay 44.2+10.9 46.0+10.8 45.1+11.4
HDL ab A7a— (399 f1)) (402 1)) (402 1))
Mumg/dL) B 5 68 MHEF 7.1+18.2 8.2+17.0 5.1+16.3
FTOEALZF®) (372 ) (375 i) (369 #i)

‘ \ ATy 196.74+136.93 | 177.67+111.72 |181.70+105.21
NZAADIN (399 1) (402 f51) (402 1)
(mg/dL) B 5 68 FH -12.3+35.6 -14.0+40.5 1.7+57.3

FTOE/LZR%) (372 f51)) (380 1)) (373 i)

I AR AR 2 R 14%0)

BIVEFL ., AH12.4mglE257151] (63.8%) . AA1.0mghE22241 (55.2%) . 7°FBAREEL2961 (32.1%) TS
Sz, ERRIER RELWERE OFEIE5%LL ) 1%, AFI2.4mglt I 33.3%, MEt19.1%,
FI16.9%, [HEA13.9%, AAKIBERI. 4%, AL B5.7%, I8 ERIEAM5.5%, ASHKI1.0mght TIiIE:31.8%,
FIL7.9%, WEH:12.2%, (HEA10.0%, BAKJHGET.0%, E{LRE5.5%, 7 FERBECILTHIT. 7%, FE06.7%
ThHo7,

RGN L, AKI2.4mghE T U E STz, TR LM EAE E (56mg/dLAH) JiE B AKX
MAEI, AH2.4mgRET2341 (5.7%) 5114, A<HI1.0mehe T2241 (5.5%) 294k, 7' RAREET1261 (3.0%)
18 S ST,

R RE R BIE AR T 9>
DE £ F FE A S ER (NN9931-45535KER) 2°

it g

FRRAE( L AT — P F2SUEF3ONASHIEH 1200612 6 R EL | HREHI (/S —h) R TIE, 7 —4
cut-off date (202449 A 5 H ) FCIZIEAE L FID TS 7= 119761 (AA12.4mg : 802451 (H A A 9541) .
TR 39561 (B AR N46H) ) ZFEMAT R L LT, 728 MAANDIVZ B ERFH OBMIH JfE X
33.6kg/m*>THY, 19.0kg/m* Kl OPIRFE 1L ANDIR T2,

mEBRTIE

RENOA R VL2 ERFTT 5, 77 0RRHR, B E R TR HLiGABR

AFBRIT1GEMORZ)— = 7 Hif] | 24018 [ O TR BREE R 511 & OV [ 00 18 B FR A B i

FRSITz, 7288 ARRBUIILL T 0200/ =SSR E S, (R RERE S BRI T 5 D 2hhE 1%

R OBIMAGBEGRHZ W TS — M ORE R AR LT,

o NPT RO (1) R L O FBALZ D722V WASHO W K & OF(2) NASHOFE b A7
WITRRHE LD SEORHfA T B IE T 53 —F

o N—R2: 240K R ONFEEZ DRV OFHEAZ EH AL T D/ —]

&Gk

AFN2.4mg X7 T R ZW 1 T 5 Uiz, AANE, @ 1[50.25mg TR G2 L , 4 I LI B
MER120.5mg. 1.0mg. 1.7mg. 2.4mg~¥ &L 7~

AT F

ES L

IN—hk1

o T2HEE R DOIFERHE L O EALZ LR \WASHDO T I R L= 9B B D E &

o T2 ONASHOEALZ D WAL O U B2 R LT bR s O EIS

/3—h2

24038 B S ORI 2B WA A R LT R B D E A

A Z b WAETFIL, LT OB FERO VT NHIAEL TN EEE R TS kAT ISP 2~ ik
B HHWDFRIC AT AP BRI EE % model for end-stage liver disease (MELD) 227 =15, JFRAE ST IEAE MEATAEZS
ARURFIR I, 2RI R ST SE TR IRAO T PN P AR B B AR AT I L D104 B 28K IR D HTIC KR E ST Reé it
Tl PERE RS (REK o D 2 8% A i EREL = 250/ mm? X135 ACH B 55 2% B ) SRR 38 MR B ME R RSEJ% & — B3 2 R IR A T4
West HavenZEHE T/ L —R2LL EOIFPERNAE, X3 H Al R HH 2 o ABE]

Rk
BRlIENE

S A

/X—h1
o R_ATAUHBLTEETOREDOLELF

o T2EME S DR OSER PEONASHO W K4 Rk LT 5 & 04

o NR—RFALMBT2FETDShort Form 367 F =— MK 2.00R A DFE 7 | DAL &
78—h2

NR=ATAL D240 ETORBDEILHE
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/N—]1
FEFGE B 1%, 728 RSO TR L O EALZ D72 NASHO T K 358 DL 7=t oF &
K ONNASHO AL Z D22 R HE L O ) B3RO LI HEBRE OFIG THY, DialtbEbhoh
LOOFHE B CREBHES RSV BR R B S A Z L e Sz, BAEARIVAT SR D
80011 [AHKIAE:534451 (H AN :78%1) J N7 T AR EE:26641 ( H A A :38%1) ) &% Gr& L7 H M fiAT O
FESR, 5O EERIANIE B 7RIk T AARANOEEMEN RSN (FREBOZL),

KKl 2.4mg B | TTRAEE

(534 ) (266 f51))

62.9 34.3

IR (A N g =y oYM
NASH O KDZEREIE (%)
T TR REEDORERM ZE
[95%{Z #E X [#]], p fiE P>
NASH O EEAL &L 7aw TR
{LDUEDERKEIE (%)

T TR EEE DR 2
[95%{Z 4E X [#]], p fiE »» @

TIURBEOT —ZE LS EMBICI RAMEZ i 5E LT, T2l LA IFEE SR GE T a5 Te) ZRBIL

TR I, FEERE L TR -T2,

a) TNASH®DIH 2 11%. NASH CRN(NASH Clinical Research Network) D F:#ETNASH/ NEPIKIEO~1 ., JFFHHNE
JEAMEEZEMEZR L (0) BB E DRI IR o7 LEFR LT, THFRRME(L D BEAL 2 £EH 720 ) 1X, NASH CRNOD
HHEILATE (FO~F4) D AT — RN L E ST,

b) NR—2F AL D2RWE IR IR DA M ONFRRHE L 2T — (2 X133) 28 Bl K & L7-Mantel-Haenszel 512 &0
HeE, 720 D220 FFEFHAM A H O H R FEAM (IEVE 2510 AT S =i ) 0800#1) Tik, 2N En A&
K #E0.0022553 FV b7,

o) HEKUEIZHIG T HE XM (99.55%C1) : [17.7,39.6]

d) THFRME(L D8 1%, NASH CRNO#RMEL S HH (FO~F4) TLAT— VUL LD L E SNz, TNASHD
LA DR 1E NASO IR EARERZE  /NENRAE SUTNRIF L D A TIZ_R =T A NEOHEN
MIHLNIRNEEETSINT,

e) A EKUEICT T AEHE X M (99.55%C1) : [4.4,24.4]

28.7 [21.1;36.2], p<0.0001

36.8 22.4

14.4 [7.5;21.3], p<0.0001

Lean NASH (BMIAFET U7 A T25kg/m* At 77 A T23kg/m*A385) DA HER| D L E A E H 0
WERIITEROLBYTHT,

| AFIE [ Fourm
FFRRAEAL D IEAL A R 72 W WNASHOD 1 28 D 2R E A (%) 2
Lean NASHD 4 4 e 59.3(304/513) 29.3(75/256)
H 35.7(5/14) 25.0(2/8)
NASHO AL AL D7 WL OB O E KB A (%)
Lean NASHD A 4 b5 34.9(179/513) 19.1(49/256)
H 14.3(2/14) 12.5(1/8)

a) % CERRBIEL R BIE)
FEAT G5 7238 DIF A 7 — 4 DA BB T, Lean NASHORE M PEARER CEHT — 44T 5T < TD
B BT BT,

22 B9 AL, TR ISR DT — 2 v b AT B ETICAFI UL T TR O 52517
T T N TOWERE (119561]) DF —Z I FESWTWD, BIERILZ. AFIEE54901 (68.6%) . TR EE
161451 (40.8%) THE S 7Z, ERFEIVER CERELLI- B E OBIE %L, 1) 1%, ARAIFECIEEL34.1%,
THI120.3%, {BFE17.3%, MEA15.9%, BAKIBER13.6%, LA FE6.9%, BEERAZIH6. 5%, JK 556.4%, B &l
WM R HR5.9%, IER5.6%, 7T BN BECITELL0.9%, FHT10.4%, {HH45.3%, IER5.1% CTHh-o7z,
Lean NASH (BMIZNFET 27 A T25kg/m* Rt 77 AN T23kg/m*RKits) 24+ DR E (AHIRE: 23
B, 7 ZRREE 1201) K OVE SRR A RAIEE : 76961, 7" 7B RE: 38041 128\ T, BIFERIE,
AFIREL84 (78.3%) Fx U244 (68.1%) . 7T EARRE6H] (50.0%) K V15241 (40.0%) TG ST,
2RIBE PRI 2 A ST ERE 123N T ARKIRE T 141 (0.3%) 14, 7" 7R HE T 141 (0.6%) 14D i
BT AR EREENWME SN, 2B R 28 T A [T\ T, AAIRETL061 (2.2%) 114F,
TR BET L (0.5%) 1 OB R RIMBE (L~03) AN S iz, E7o, AREIRE 33651 (7.4%) 62
PR 7 Z B AREETL241 (5.4%) 431F 0 B R AR MU SUXERRAIC IR E &7 DA fLbE (L ~L 33T~
V2) BEENT,

$—h2
BIE S

2)% AR

TDAIERREERER ) OHB MO L,
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(5)BF& - JRAE RIS ER
MU ERRL

(6);aFRAafE A

DA A i AT (— e AL R o ) Pl AT o P P PR ) | RO RTEIR 7 — 2~ — A A, i

RERDONE

r]&
FC?
*

FERAE A A ek G & U7 R I U B 3 e 0 FH e A (S )

H H i 29 FICB U DARI ORI 50022 20k O a2 a4 5,

GEECWsRES rp B G 5 2K

KREE JETAE R

Ble i 24F

T ESE B 100041

TR H AR Kﬁmﬁﬁmﬂ OF 3L OF L, BRFHE - EERIEONE, ZaME il (5 E
4 (R, B AFEEE . SERES . FERFRIBUE ., DI RY A7, SVENLE RIRBE) | AR
MAES) A @J‘fﬁ%ﬁ (HbAlc\ IRE%)

JFREZS 270\ M Lean MASHERFE 25 G & U 7= 45 130 FH i R 2L (i )

H H 20 T CHFEEZ % 72V \ean MASHERE 231 A AKI D22 2T 5,

GEECWsRES rp B G 5 2K

KGR FFEEZE A £ 72\ \Lean MASHHER

BIE 7238

T RENE B 60131

TR H BEE R BML R E, RS | AR O G R, OF RO 500, OF AL O IR

Ul iR A ERR HRE B ITRAE LT ATIENG &, ALT, AST, /M5

KGR L LTI T IE DA SUTFEME L 7= 2 - RO R 2

=194

(MZDH
<HETRAE>

[EIBR A R S LA EABR (O L 7 B 2388k : EX9536-438835R) 24

O A SRR (O REZE ik

R T ARAS B B OBEEEE VAL BMI 28 27.0kg/m? BL E2>D 45 #% LA Fo#kERE 17604

B D% ARHK 2.4mg BEXUT T TR ARREICIEAE L B0 ML (RA] 2.4mg:8803 5l (B AN : 177 Bi) . 777 &R :8801 il (A A A :
180 f41) ) . A&l 2.4mg X7 T vRER G- HA X MFEERERERZ 6 LT, 7235, 1 AR ST 2 RO R IR OBEF A S

LEE IR S,

HEREI R B9 EEEERC | B E O T ARFA AT SRS O L IV R BT DI ATL T Tz, K
FNZE 1 [8] 0.24mg FICTEEZBIAAL . 4 BRIZ LITBEFEAYIC 0.5mg, 1.0mg. 1.7mg, 2.4mg ~HE L=,

BRI (in—trial BIEIHIR) O P RAEIT 41.8 1 A THoTz, FEFAMIE H THHMIEL BT 255 F B2 0 MmAE R ES (L
1M FE ., FEBFEME DA ZE SUTIEBSEMENN 25 FF DWW 00) DI D FE B E TOREEIZOWT, 7RIS 3245 2.4mg
DI RS2 (p<0.0001, F A FEAKHE 0.02281, TREVTRSH),

AH 2.4mg BE TSR NP =R
(8803 13)) (8801 1)) [95%15 45 X [#]]
AU (/100 A -4F)
IR
FTEALMERESR? | 56902.00 [ 70125 [0.807[0.72; 0.90]
FERLNME R FSOW TSR
D LB BE 223 (0.8) 262 (0.9) 0.85 [0.71; 1.01]
FEESEIE DR ZE © 234 (0.8) 322 (1.1) 0.72 [0.61; 0.85]
FEESEVEM2E 154 (0.5) 165 (0.6) 0.93 [0.74; 1.15]

in-trial BLERHIMOT —5, FFHEE A OELERE NI OIEBECTORI DY —F R OMEHHIXH

T IREEEEMNRET D Cox HBINF—FE

TINCTOHEE LT, 3% T oAU MFEBLLAR ) > TR 1, in—trial BRI TREAITHHEIME LT, EEFMIE B IOV T, | p % Cox Fuff
ANPF=RET /I DA T BOEIC LD G L T IEAT & AT O F R B K 2 o 2 BIEE IV CGIREEL . SR RO 55— R OB R L 2.5% HIEL

7
a) in—trial BZLIRHE I

BILHEIOFBEETHRELTZ,
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BREBAR T vy h— IR FIOAHT 0 E 220 M R FROIEH ETORH

Iouke o

AF| 2 4meEt

HR: 0.80
95%CI1[0.72 - 0.90]

RIS AN
E=3

0 6 12 18 24 30 36 42 48 54
S AZIM D EOERA)
Patients at risk

FHIE 8803 8695 8561 8427 8254 7229 5777 4126 1734 7
FoEAE 8801 8652 8487 8326 8164 7101 5660 4015 1672 59

REIZBE 3 LR EH B Off R e FRITRT,

K2 4mght TR

(8803431) (8801431)

e 96.5+17.5 96.8+17.8
N OEEke) (8803451 (8801451
. 87.4+17.7 95.5+18.1

Be 5104 FF O (R E (kg) (474451 (737881
BE1046AFETD -9.4+8.6 -0.9+6.1
IREZEALE%) (7474450 (7378451)

SR AR e 2 (RAT150

HERBIEAIL, AA| 2.4mg BET 253 1] (2.87%) . 7T BREET 214 41 (2.43%) (Z3RO BT, TAREERBIWER (BHL-15
HOEIE 0.15%LL 1) 1%, AH 2.4mg BETITAAIE 0.18%, 2MEARFESR 0.15%, FHT 0.15%, 7T RREECIZAMEEZER 0.18%T
bolme Fio. BEMRMAEIT, AH 2.4mg BET 34 3. F*FRAREET 1 # 1 IR DONTZ,

B AR TIL, T X TCOERERAEFR, KOFRHELFFEOAEFEZ(EREOR G FILICEST-HEES,
COVID-19 |2 HE T AR EFR, [EDEH TREAEFEFR, AUV MNIEOXM G LR FHG N OMIRICEE T 26 EHS) ©
FEIELT,

TE 1) 11906 151 (67.6%) S Lo AT ZEDREIED Fr | 3134 5] (17.8%) 2SUZE TR DEEFED Ix . 777 1] (4.4%) SRS BNRE B OBEIED I KON 1437 15
(8.2%) 23 2 DL LD i E RIRBROBEREEZAL TV,

1 2) R—=ATAUHHIB W TR ILEZ AP T2 BT 14392 41 (81.8%) | EE FHIEZ A OFL QU2 HBE 1T 5157 #1(29.3%) TH-o7-,

1 3) AFTERBINIZ AL HEOYIEIFG-81X 0.25mg THH, KRR THAL B~ 7 L F RFORUTRE AZROHERD T8 | 1=
5 B3GR A ED 0.25mg 75 0.01mg D720 0.24mg &7 o7z,

B REREE BE R IT 28>
17.3.1 FZEER) 723 (NIT)
FET Na— PEREIIF 2 (NASH) BB 2t R L U7z [EBR L RS IURFER [17. 1.5 ] o FRT#EK MR ETH E SN =&
FERBEAY 72 A 1 (NIT) OBIE #E 5L K O AN O 72D I T ST AE RIS B SR L AT — PO MIZ T ROLE
N TIh-7= (Visit 1ZY AN AERIZEYF2 XIFF3DONASHEZ WS LTS IERE 2 5R<)

ARRICEE SR AT —

AT HE k- % (51550
FO F1 F2 F3 F4
0, 0 0 0 0,
ELF29.8 45 15.6% | 26.7% 24.4% 24.4% 8.9%

(7) (12) (11) (11) (4)
14.4% 19.4% 28.3% 27.6% 10.3%
(394) (531) (775) (757) (283)
4.4% 17.6% 20.6% 38.2% 19.1%

VCTE=9.1kPa 2740

>
MRE=3.2kPa 08 (3) (12) (14) (26) (13)
115% | 269% | 7.7% 38.5% | 15.4%
FAST=0.67 2
(3) (7) (2) (10) (4)

AR SERHELAT —UMFL, F2UIF3ThDHZE DR SITZNASHEE 320011 2 % G & L 7= AHK| D [E R L[R5
BRI ZIB T DNITORFERIZLL T OL BV ThH T,

s N ZFAAZBWONITORE A A L, TR TR EAT — D F2 XUIR3E W SN R E DI h |, N—RTF A2
BWTIVCTE 8kPall b, FIB-4 1.3 (665% A _ET1E2.0) LA B2 i/ IMrE2075/ u LR 1 1Z3% 24 4 D98 BR 41323, 1%
(34/147H1)) TIH-71=,

R 2T A NTBWTNITOREREZG L, AR TRHE(EAT — U RF1LER SRS D9 D, XR—ATA 12BN T
[VCTE 8kPall L=, FIB-4 1.3 (66%LA L TI1%2.0) BL_EA> M/ MRER2075 / 1 LA 1 155 24 L7V VR4 13.90.0% (54/60
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#il) Tz,

FARIZIESERHAL AT — V0 F2, F3XIIF4THDZ EDMERSIVIZNASH L 69841 2 % G L L 7= B NFGR21 52 B A E
YK (zalfermin, [EPNAARR) O E R R B IHFHFRERIZIB T DNITOMRFHERITILL T O LB Th o1z,
R 2FAATBWTONITOREREF L, FAER TRME(EAT — U BF2 IR SN IR T DI 6 | X—RAT7 1T
BWTIVCTE 15kPaAiiin D ML/ M3 1575/ n LEL B 1IC3% 249 A9 5R & 13:64.2% (230/35841) Tdh 7=,
s N 2T A AZBUWTNITORE B2 A L, AR TR L AT — DS FAL BB SR E DO D, R—ZFA NN T
[VCTE 15kPaAiifimn 2 M/ IMRER 1575/ w LLL_E IZE2 24 L7\ v BRE 1375.6% (204/270f1) Tdh-7-, [5.35 ]
(fig#n)
Z IR BEA 7RSS (NIT) O ERE T & O AN O 7= DI RS S = AE RIS b AT —
NASH H#F 45t %L U= ERSILFE 11 AH3ER (NN9931-4553 #ER) Tl BRTFIEL L TR A Efi-+ 20812
AY) == 7 Rk B OB G 2R T 522 HRIEL T, FRUIORTHIME YL | DUl B3 22 0EEL, &
77,600 Bl BEF EZ X GUAI) — =0 T EER LTz, FRESIEREEIL FARBIOARZY) — =0 F BRI BT, #RE )
WEHMEDOW T 1 DU EETTZL QOS2 RT3 HEL TGERIN TRY, X COHEFESME LIBT3 5K
T e T —ZINRITERL TR, Fiz, 1 DU EOFEFTE MR EZ 7 LIRS ThoTh | IR e Ag M
eI N Ol LI B B IO R TIRE U CFAERE L L 7228050, T X COWBRE BPIFAREREZAL TWDEDIT
IX78hoTz,
I A R AL
a. KBt 1 ORI 180 HUMICHAERNFERIN TRY, FERE P REFHB OO THZ LN TESD
b. LUTFOYBWTNNICHEYTD
i. ELF>98
ii. VCTE > 9.1kPa
iii. MRE®™V > 3.2kPa
iv. FAST™? >0.67
v, JFAERRS B8 NASH KON F2 X% F3
c. KBE1o FIB-4 %9 > 1.3
D MRIZHWT, RO E 2 E RIICHE T 2R E
1£2)  VCTE (ZXWilE U7 P E K OB &F ONS AST % AW CHRL 3 DR b O FaE
TE3)  AST i, ALT 6, ifi/INBEk R OV i FIO TR B T RRAE L O 42

AHIDOEER BRI T, BHE(LAT —208 F2 T F3 OBREZRINT BICh-> T EREZERL-H D0, ITERIC

PES B BHEDY A (B EE A BHIE 9.5%, BIEAYA HHIE 0.01% (Dig Dis Sci.2022;67:3366-94) ) M UM EEME D S5, BE DA

HRKREW, £z, MY AZ 2358 W BMI 40 kg/m? BBO B EE LTI, FHITFER DV A RENEEN TG 2626,

NIT DOEMREEL I EZ . TE, EWNADOBIETARTA LB TCL EARICES T, NIT 20T F2 L)L@ﬁ@%&{tx—?~
VI Y T2 BEE TR T ESRESNC0D,

FFAERIC S EHRHEL AT — U D FL, F2 XUE F3 THAZ LM MERSITZ NASH B 320 B4 5t 5L U7 ARKI 00 [E BRI F 5
1 ABRRBRIZI1T D NIT OfiF:
NN9931-4553 FRERODO xR FBE ZRINTHBED NIT (ZLDAZY—=0 7 OIEMEEFL A G DB T LU OE#: (B4 1) %, Fl~
F3 OBEERGELTARKIOZE 11 FHEER (NN9931-4296 3RER) DS INFE 12 F UMRFLTZ, NIT 2 AW Ef: 1 2@A95
ZET, B EAT — U0 F2 R D B DR E BRIV AN TEHEE 25 (FRELEE 90.0%, B 23.1%) .

it 1:VCTE 8kPa LA b, FIB-4 1.3(66 LA i 2.0) LI B2/ ME$k 20 75 /ul K

BRHE(L AT — VRO EAE 1 O AR (NN9931-4296 78R )

RIS EAT —Y
F1 F2 F3
FEE LA 6 7 27
TR A 54 40 73
el 30 24 58

T 1:VCTE 8kPa LA L, FIB-4 1.3 (66 &Ll _ETid 2.0) LA I/ ML 20 5/ u L A

FFAERICHESEERHELAT — 28 F2, F3 X FA4 THHZ LRS- NASH #3698 fflaxt4 & L7-th FGF21 &1k
VEBEZE (zalfermin, [EPNARKFR) O EEEILFEE 11 AR (NN9500-4656 UHR) :

F4 B %2 & T NIT OBGHIOW T, SN—AF 2B W T VCTE BNElES, x> ERM A Thbi-eh FGF21 Z & IAE
B3 zalfermin OO[EBALR S 11 HHFBR TH D NNI500-4656 kR (D7 —H (2 H S TR/, NN9500-4656 #RER Tl T
ARITIESFRME(LAT — F2, F3 X% F4 @ NASH 3 698 filZxiges L, # 1 [\l T 50 zalfermin L&~ /LFR
DO RREA G L7,

RERRERIZISIT D NIT O

FFRZE D B2k B CTh D MNRE TTHEIE A BRI -5 H4E 27 F3 K O\ F4 D BRF 2T I/ M il 28554 532 2%
ELTZLL F OB (T 2) & F2, F3 XX F4 OBFEExFG4E LT NN9500-4656 FAEROSINE (2 A UBF L=, NIT 2H
W 2 BT DAL T MMM EAT — U0 P4 OREDORKEDERINTDHIENTEDEEZD (R RE 75.6%, KL
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64.2%) ,

B 2:VCTE 15kPa Aiin> o1/ 15 /L PLE

BHEH L AT =R DB 2 O AR (NN9500-4656 F45R)

ERRIZEE SR AT —

F2 F3 F4
ER25E A 118 112 66
B2 S 25 103 204
R 16 23 31

il 2:VCTE 15kPa A1/ Mk 15 75/ u L YLk
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VI. EshEB(ICEET HIEB
1. EEZPMICEEH I LEMRIZLE YR
GLP-15 K EE) 3R
—W& VT NTFR, X FFR VX FR, T 2T FR
DPP—4 (DT F N LT F 2 —F-4) JLEFH|
KA BTN TF VR KT, BTV ST Tl VTR BERE VIV T TRV VT TF o BAkEE
R KT, 7T VT T XTIV KF), N T TV T T anT iR A~V VT T
GIP (7 Vv — 2 KA A L AV 3 WS ARY X7 FR) /CGLP-1 32 R AR Bh 38
— {4 F IV STFR
EE: BEDOSH LA DRNE DT L, B ORI S/ B FIRCESRT 528,

2. EB/ER
(IEFRERLL - YEFRER '2°

<=7 )VF RIZERGLP-1£94%D 7 2 /BRI O AR [R M2 9 AL RGLP-17 71 ThHY . NIKMEGLP-12MER) &9 ACLP-1%2 &
REBIIITHE AL cAMPHUH B A IS AGLP- 1S HRMEBIZRE L CTER 975, B Z VTR, 77 I EFEE L TREE
WD RDOBIE V&7V T T ADIKR Famd EE 256N TRY, £27 3/ BREHICIYDPP-UI LD R R L CH bt %
IRTZECID, TERD RS 5,
— R BRI R R GLP- 12 BE 2SR IN 5, ERMCGLP-1%2 1 AT A L8R iR s, T3 — BB E N5
ZEMB, GLP-1OAFI72EA LT, =X —FEBUR K OMEREOFATIEA VRIS TS, GLP- IS A RT3/ ¥ —
EEGRENCRE 53 2B O MBEIRIC A L CQODBIED, IS 7 T VB R 2 D EMRE THLRRO LD, RAEMRIZEITS
GLP-1ZFEDOEAIZEAL T, 2O X — B EUZK T 2/EHZ S RICE B TR ChHL OO, EHIOREFHIL,
MIZ BT DCLP-1Z B RDIEANIVEELEZ BN,
FEERR B D, B~ VT RIZGLP- 15 A& 4 L TR FHEHOE R B 5 2 Xk CHATIR T K UK |2 B
BERT2LDEEZOLND, T, TR, 11K &K ORHAE & To Mk 231 DEHEA0 M ORIEERE A 2 L ¢ 3R 1
YER$HTREMEL 85, ZHDDIALOTENMALZ L T, B~ /L F FIIMD EITHEREZ (1D 15 5 A0 TR SRS M OVHR 38 B FH Bk
HIZERL, =R —1 0, B8R, Wik OB EIREFIHE T2 2 LIV R EZ D S HEE 20 T0D,
R RE = B AT 2 1BV T, B~ L F RIZGLP- 1% FIAATEMAL L . AR 2 oo O AU, (R E R, I
JEAR T JSE il M QWA ) 375281280, FFicxt U CRBMICERL, i RERETEE 2015,

(QFEDEE(T T EREERAE

DGLP-1Z BRI 2B ET T I AE S EBAE (n vitro)®®
ERGLP-15Z B R % & L2 BN RS Y -BHK MR % W €L B~ L F ROGCGLP-152 F R %2 GLP-1 (7-37) OH & 0N
FUNFREHHR LT, GLP-1Z AR I L AMPHUH B AR L Uiz, $7-, EMMIE T /L7 (HSA, 0.005% E72132%) &1
L7=&EDGLP- 155 A D50%HE B (IC5) Z#H L7,

GLP-1Z &I 250 5 GLP-1%Z F K5 G HE
ECso(nmol/L, Y¥)£SD) [Cs (nmol/L, #J£SD)
HSA 7L 0.005%HSA 2%HSA
v LFR 0.15 = 0.062 (n=7) 0.95 = 0.71 (n=12) 125 =+ 83 (n=12)
GLP-1(7-37) OH 0.018 * 0.014 (n=6) 0.44 = 0.18 (n=11) 0.20 = 0.064 (n=11)
VS LFR 0.15 &= 0.064 (n=3) 0.25 % 0.058 (n=4) 7.1 £ 3.5 (n=4)

)MAERE T AREZRDNT B MR ARL R ORIk A1E A (B RIFET L~ R) 3
BEFRIFE T /Ldb/db~7 AR T~ 7 LR (1.2, 4.1, 8.2, 20.6. 61.7 u g/kg) 1 H1[H], 26~28 H SRz T 5. L7-, £
7o B VTFR(61.7 1 g/kg) &2 HIZ1EI26~28 H I IE K T #5950 B & SRR E LT, EbIZ, B~vZ VT R61.7
g/keFFIC BT A ELZE B HIEL., B IS Z B RLFROEEZ 52577 0 —K FIRAEE) B2 EL, B2 101
[F126~28 H I K T 5- L7z,
TORER, B~ VT R EERECTIIMAE A A R BE O HEME A 23588 B, % 5-5% SrEd R O S M R T b E
IMETU. ISR GREL i LT, _R—RATA A IELTZHbALeME FUT=, F72. B~/ NV FREERE T, IRER SR L i L
B HIAEFERE D U E D FRO DAL, BB FTREZR IS HUL, IR SR LB L T~/ VT R G THEIZE< (p<0.01) , 7L
—ATHIE LA AV WG~ VT RS EECHEICH LT,
BHREIZOWTIRBRIIHA B T/ VT N EICLAH B BITRO LI -T2 h, KRBT G- L gL TF
BEAZIRA U -, HIRAGEERE L O~ 7 LT R61.7 1 g/kgD iR B #% G- R AR ER I, B2 B T~/ /LT R61.7
wg/kg?®D1 H 1B 5-HELFFREE ThoTo, ATt~/ L F RO H 1R 55 CrRES 5 L i L T ZICH LT
23, HIRRAGERRE K N~ 7 VF R61.7 1 g/kgDIR B B 58 T3 A BERE TR D bR oT,

3) I a—AGEMEA L AN A3 (T, 3= 4) 8238
— WA R 1% OHEMETE R T b (n=2) MO H LR S - Eigz VT 7 v a—RFE FTe~<Z /LR (0.1, 0.5, 2.0, 10, 50
K 1U200nmol/L) AR EADHHEHNIRINL . A RV M ER MG LT, Fi2, =7 ZIc=aF 73R (6Tmg/ke) HL
FIEIRNE 5% 1650 ARN- T NV (125me/kg) 2 HEIFRIRINIE 5-L. B MR A A S 7z, 2~ 4%~ v T
RE22BIZIEIREL THRE5 LU HH 2.1 pg/kg. 3HE 4.1 ug/kg. 5HH,THH:8.2 ng/kg) . & 5-BALART, Rk 5141, 3
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KOTH BICE L7 7 232Uz,

ZORER, TN T, BERFINIA L RV 3 E IS £ MIBITAECHEITZNE 13X V4.5 nmol /L Toh -7z,
=T F T, I a—ZREHET RN 5-BE0 D 1205 M D7 va— 23k A&, K TG RAE~ VFROEKE 5% 1L
3H BT W TR GBIATTE LR L CTHBEITHEMUIZ), i 5% 7TH B CIXABRZLITRBO LN oTe, Fba— Rk
FERRARIN B¢ 5B 1A 14 15043 T 00 M A AU AR (AUCo- 150mn) 1. BRI 5127 H B ECHREBRLARTE LR L TR BN
L7,

4) IRTE, AR L OVRAERE AR L6 DB (BTG5 LT k) 2934
FEVER e T aaL — 90 A BT S W7o MEM S BRI (DIO) 7y M, ¥ XX~/ L F R (1.2 M. 1 u g/kg) 1
H1[EI78~79 H M FiEL,
ZOFER, BETTH BOERBER PR —ATANODEBTEN, B~/ VT NG CR R GREL I L CH B L.
RERAIZTIIEIAICH ETDEL D ThoT, EBIT, B N F RIS FEICEEE KT, Ty MITFazl — A YA
BHEBIRS -G, Faal —MERE OB 2B ROV VRSN, Fio, =/ VT REERETIL, & 578
~T79H B OfaLzxro—/L iEEEIRRGEE X OV 7 F R EE DS A SRR L L TR IR F LT,

5) I ~DFZE N (=17 %) 2038
MM~ A EOE Rt~ 7 VT R Ba i T4 5 (494 1 g/kg) . XIT4 B EIER F#5-(1. 2. 3. 4B H TENEN123.4,
246.8, 494 % UM94 11 g/kg 1 H2[E]) L, i OMEITIZBIT 5~ VT RO RTEEZTHEIL T,
FORER 1M#E IR P DMFAE LRV e B B SR B (BUR TR SR 7- IE A, ISR O I 2 B M) TR e
MAFZE) O, M MBI GRS L PIREE & OIUREZ IS B~ L F RSN, F72, GLP-1Z B IE K B~T AT
WA~ 7 VT RE BB TG U2, BRSO K CHttid s g, B~2 L F RO~ DEVIAAIZGLP-1
ZREPVETHHIEITRINT=,
Mt~ AR T~ VT R &5 H BE R T 5-(1, 2, 3~5H B TENLN40, 70K 150 1 g/kegZ1 H1E]) L, figH
BOMKIZBIT 28~ 7 VT RO RIEE N — NS L D3R TeA A= I K 0FEM L 7=,
ZORER, IEHFEE ., PR T (DR, I IIEL, 567 . BB, AL, EMR T MEEENZ, iR (A%, SMIldiE
B MER) ST~/ VF RSN,

6) IR PO RERS 7 F /KT BIER (b, ~ T A, BT T L~ R) 209536
HEPET o MO U HOAE R &~ 7 VTR (494 u g/kg) Z HUBIFFIRINEEG-L ., % OO T icisiT 5~ 7 L F R e
FFREOIELFEEZ MU R, BIRBEICB W T~ 7 L F RERHINHEIM R CHDah A T 7 =2 R EREY
(CART) [tk L o 2 RTE S TR ST~
EBIT, BHINHEIERER THH T A A AT /2L F o (POMC) PR RS ISRk (L e 7 R B 2 BT D~ R &
BARHENEMR THD=2— T FRY (NPY) BPERTRIZEMERenillaff d Yo 20 RV B a2 R B DI~ 205, 212
NEREEE LR A 2B, BXRAFLARIEICLY B~ 2L FR100 nmol/LCHlli##% O &AKMHIEPOMC/CART &
OB EKAEHENENPY/ (77 —F B8~ 7 FR) AgRPAFFR DIE AL Z R L 755 R B~ 27 /LT RIZPOMC/CARTHR#R & 1E AL
L. NPY/AgRPHIfEAPLE A LA /RENTZ,
HEMEDIO~ 7 AT T~ 2 L F R (100 1 g/kg) 1 B 1EI18 B MIRAE R F#5-Liz, £7=. B~ N F RGBT DR
TP RHE T A I BA TR EE U [RASEERE A3 B L, I A1 H 1E18 H I R T 5 LT,
ZORER, v/ VFREERECIE, REIZRBRIMEZE . COREHE SRR L CHECED L, ST TR 5
BT BRBD O, IO, B/ NV F RRERETIEL, SIREICBIT A REINHIECART mRNAFEBLE SRR 5t s
U CAH BN Uz, — 5., HIRIGEERE T, BRI BIT D BAMEEMEAGRP & UINPY mRNAFS LB N R ML 5-8F L Y
T~ NFREEREL R LA BN,

BT D=2 —ar OFEMAL (BT T L~ R) 20
HEMEDIO~ AZVEBE X 3B~ /L F R (100 1 g/kg) ZHEIRZ TEG-L, & 547 ICIME R L . cRosZ s ik b 521k
FoYeta L, Y —FEEEIC L D3R TEAA— VU Z I I EHE L=,
ZOREF. B NVTF REGRECIL, L. R BRI GRS, BB, 5 G, RO, B3/ MM . 25 IR
PRIE FRERESE CcFosv 7 v i Sz,
HEMEDIO~ T ATV X Xt~ L F R (100 1 g/kg) ZHEIE THG-L, & 54RFIZ IR L . cFos& Ly b= BI5 T
BE L7 F R (CGRP) L& B LE MR L YA L. cFos & O'"CGRPIE MR O M JREAFI L 7=, ZDfE 8, B~ L F R
HREECIE/ NMEEE T RENRD LN,

8) B~/ LT RIL, FFRIE~—h—% L FFHELIC BT B35 7L~V R OFFIRORE I & R AR TS5 KL EY AL
IR ZRAR(DLr) 7 T h~ry A 37:38
LDLr-/> 770 b= 2% H W e 3B CIINASHBS D = RARA U RN L T, IFIRORE NI & 270 5 NI L K OV
AT B B L~ 7 T RIC RO RIS FLIE,
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9) FAFRARHE L9 DRI 72 B TNINAFLD activity score (NAS) M O ST A—H |2 %t9 285G L= R(NASHE T /L~
) 39

ERRIZ LR L7-GAN DIO-NASH<= A (15~16JC/8E) 12, B~2Z AV FRE1H1EA], 8, 16 XTI T 5 L7, 54T
O FFIEHURHE F VO Ol B R 200 étﬂ:scaﬁ&oRNA/—y:n///y (RNA-seq) fEHTAAT\V, B~ L F ROLN At
L7,

TOFER, RERLONTHET K O (R E CTHIEL72) IFE &8 A Uiz, S (ALT R UAST) DL~ IR R L
L TRIBIAR T L, £-, R ML ORIE~—5— (TNF o  OMCP-1) bI& F L=, &512, FHEVIE (FZURVR K=
A7 a— /LM U CEBRICREM, BRI LI F R AR R e A= T I 30 TE ERICREAN) K OVl & E
(91 F O Gal-3 4% Z X ADIHC TR 232~ 7 L F Rz Xvimfil S iz, Aa7 LIz XA RIED - E BRI T, B~/
FRD16 M V24 R % 5 THIMENR RO ST, NASH RIS B~ 7 L F RO G IR F LI, Bk D~—h— R OfT &
ARTEEA LS 7 VT RIZEOAD Ui, B~ VT ROBMACICRT 220 R G IR O R ALV LT, F7o, B~
VT RISRIEFH R IEDOTENME (RIEL T FV 7 BEROENE K A 7T~ —2) b NZaT—7 v OFR B R WS —F—N
— (Mgt~ N7 227V 7)) IZBE T 2B s T O FEBLAIHI LT,

10) RAE K& OFRHEIL D= RARA LM% T D8 F(NASHE T /L ~17 R)40

CDAA-HFDZ B S| SR LA E S T-NASHAE R E L 7o~ T AL, B~ VT RE20 1 g/kg® A ECLH 18], 630X 125E M
TG LT (12~15PC/8%) , $e 548 Tt ORFigEURH OO ERRLR R0 . ZE(LF0 I ORNA-seq il T 21TV, B~ LT R
DI FRAERFILT,

FORER REITE GATE U TR L, #axt ) O (RECHIEL) IFEEL R U, TSR (ALT K TNAST) 1618 it
B HBIART LD, 1218 E% CIHME TIERBO bNRh o, 2 BIOR M CIXZDET LV CHRFBESNDIOIC {'“izi
HECH PSR 1L I FL QW e, fRER ML ORIE~— I —CTHDHTNF a br~Z L FRICEVE FL 0z, FFIEE X

< I NTFRICL DI LN 2T, CDAA-HFDETF /L TIIEEET OV N R Z L TBYAT A= G BBMEW-9D ., Hﬂﬁ
DORFEDIVT 7 APMEFLTCNDIENG, ZOFRERIZTHENDL O Th o7z, FEL (Coll OIHCYL (2 X IFXPSRYL 4 CFEAM)
-6 % I B A2 QR o 73, 1218 %% TR L OISR Sz, IS b S i 2 a0 %3
5.6 [ 1% IR LT3, 120 85 TR B3RO B o7z, Fio, B~ I VT RIIRAES BIEOTEME (RIAEHT 7
Vo7 BEROENE K A 7T~ — 1) e NaF—F L OF— A —— Glash~ ) v 7 2V TV 7)) (I BE T 5185 1O
FE T ENRENTZ,

(3)1E AR IR R - 4545 A5 R
<HE>

DT RO N5 A1EH & OER Rl (774) %
HEMELYD 7 Z IR X 3~ VTR (4.1, 12.330341.1 p g/kg) ZHFEI L FEGLT-, ZORER, #51~48 B OB EIX
TRIEREL UL T~ VT R 58 CH BRI T2 AR ST,
ERRIZ, MEMELYD 7 2\ PRI 3~V F R (1H B :41.1 pg/kg, 3H H :20.6 u g/kg, 5H B XU H H :23.9 u g/kg) & H X
BTG U, ZOME, B~ VF N R CITR R 54T B BITh 2B B8 LTz,
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VI. Y EhEICRE$ 51
1. MAREDHR
(MBELEMNEOLFRE
MY ERRL

(QBRREAER CHEE SN - R E

DAEHERE 12 31T D E B T 5 5-1% O T B RE (NN9536-459078 8k | FME A TORLAT) !
RS R  kE BUCAH 28 1B, 21 S T 5-1% OIEMENRE 7 07 7 A VERRET LT, KL, # 170.25mg TR 5%
BHAAL . 4R T0.5mg, 1.0mg, 1.7mgMk O’2.4mg~HEE L 7=, EFIREIZBITHAHN.0mg M O2.4mg % H-BF D I Eh e <
FTA=E R OIS RIREHERS A LI TR T,

);HE N AUCO*IGSh Cmax tmalx ) t1/2 CL/F VSS/F
= (nmol+h/L) (nmol/L) (h) (h) (L/h) (L)
5783 46.8 18 0.042
1.0me 33 (20.7) (29.1) (6-42) (20.7)
5 i 29 14698 119 24 155 0.040 9.8
e (22.6) (26.3) (3-48) (9.8) (22.6) (23.4)

Sl - ) (ZEEh R EK%)
CL/F: RONFDRIVT T A Voo/F 1 ADNT D3 AR K4
) A (e IMIE e K AIED

st

120

—o— FA 2.4mg (N=29)
—— F#) 1.0mg (N=33)

= 100
i 80 —
= 60 =

40 -

204"

0

T T T T T T 1T T 1
0 12 24 36 48 60 72 84 120 168
#EEZEEREE h)

GBI BN TR MR RIEL AR DT I, REMEIT R ChHI LD RENT,

AWM RS

= —ECR FHESD

O  HAEAIEREEERE6861E XI5, WUF B2 D 8E DA FEI RIS G570 BIEAE T IEE I TREM
R A S LT, RIAIAY UIAAIZ I LE], 2180 TG Uiz, BRAA A 8130.25mel L, 4RI RFE C0.5mg, 1.0mg,
1.7mg K O2.4mg~HEE LU 7=, THFIAIZH T DAAFNDC has, 2 AUC 168 1, D20 EEMED L (AFA]/BUAIA) &7 DI0%(EHEX
RillZ. 1.0mgT1.10[1.02, 1.19] % T*1.04[0.99, 1.09]. 2.4mgC1.16[1.08, 1.24]1 % (r1.05[1.00, 1.11] T 74,

VED) ¥EAE1.03033.0mg/mLAS FebE X 7 Fern B R G- ATHEZ R~ U BB AZRORIA,  1.0mg/mLEH] % FV 1 C0.25 % U0.5mg,
3.0mg/mLAYA & AV TLO, LTRU2Amghsi - Sj-, BIFEIE LT, UV UMkFE T MY UL TR, FaeLr 7=
—, Tx /=, KEMET B U A ROV K ST GREZLISNIA Y vy 7 B FiE2me & Rl .

@  HAEAEEEERE68HI A )R, AU DA O A EI RIS RETT 570 BIEAEATIEERIE TR
WA L7, TUAIB™ SUIAAIZ M LIE, TR F U, BRAGHT30.25mel L, 4HIHI#I20.5mg, 2 D23l %I
1.0mg~H L7, 0.25mgf GHRFORFIBIZ 692 AFUD C o e DRAUC,- 165,00 Lo FIHED B (A /BEFIB) &2 DIOB{EAF
XEI%1.1001.05, 1.15] % T*1.08[1.03, 1.13] TH o722,

1E2) FEIE1.34mg/mLANFEHE S N7 T 7 B WEDI R G ATRE /RS R AR ORIAL, WIS LT, U UERKE T N v ATk
iy, 7merr s ) a—, T /b KT NI UL EEEOHERAKE ST (B By 7 K N E2mg & R
) .

U —E R FEMD

@ fERHEERE 286X G, B IV TR GBS L) ORRIEN 702 | 2RO SR F o0 5 (£ 1.0mg/mL K& UV
J£0.68mg/mL) & FV ., 1 H0.25me% Hialf T 5-L72 &AM RISEMEE iU, 1 1.0mg/mLORAEN 54
B EE0.68mg/mL o> B O NREE T2 0D B FHIE D LLoD SSHEE I K O0% S HE X EI1E, e EE—RERT AR T il (AUC) Bt
Cuna CEIEHLL.02[1.01; 1.04] ] T'.02[1.00; 1.041THY, MBLAN T AW FHNC R THHZ LD RSz OMEAT —
)43,
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QLE
A LRI

WEE-FFRECZE
TVIL 22 A= (B _EovEE ) ISR 25 A 7 EER ) OBHSROZL

2. EWRERII/NTA—S
(BN A&
N BR | T 31T A A T T 55 DI BN EE /X5 A— 22O\ TI, AFIA 1, 208K E K FHE5L, A%I1.0mg (33
i) B ON2.4mg (29451) $% -5 oD . TP BE I E 7 — ZANEE L . /o s 7R — AV NER AW TR LT, FHAE A SR B REARAT 1
OUNVTIE, 13, FHEM R 2l — a0 ) fiftT ] DB RO L,

(QRIGERE LR
L

QUHKEEEH
TH IR B FE £ IO T A3 Ln(2) /T R B E H e LTRSS, MEmERE (R 1T DR R T RG % O, A
Fil2.4mg (291) #2515 TIX 1550 Thoo7o, (TVIL ZEMENRRICBI DA 1. M REOHER ()RR MER CHed S/t
BE DI PR 2B DR R T G5 DI EN R | | LR OB RE T A— 2 2B DL, )

WDOIVTFTIUR
JEGE IR A (2T B E T %55 DM EhRe T A—H 1T AFKI1.0mg (3341) K 12.4mg (2941) # G Cl3ZnEhn
0.042L/h % 0*0.040L/h T o7z, (IVI. FpEhREIZ R 2IHE 1. M EEOH QKRR CHEERSNZIMTIEE DIE
TR E \C B T DB B T G-t DY BN EE || RO B IE T A—F 2SO L, )

GC)YRHETE
IR B BRI (31T AR R T 8 5-1% D3R/ ST A— 2% AH2.4mg (2941 & 55 C139.8LThH -7z, ([VI. ZipHhRE|
B42TEE 1. M RECHE QKRR CHERSZMPHEE DIRMEERE ICBIDNE KL T 5% 0Ky EhE 250
OB EE T A— LB BOZL, )

(@}

©)Z DAt
B L

3. BEHE(REaL—ay)
(DERF A&
— IR O — R KRR E) 1 - A= hA BT L

QINFGA—EEBHER

DB
NSRS E S5 D PRBRA %6t B2 & L C i S 7= B B[R] S5 TR R B 33 Bk (NN9536-438220 NN9536-43732! J (NNN9536-437478 5k
22) 0236641 (FHE889f, £etE14T7H) 2>HAFHATZ13676 8 DI F AR FE 7 — &% T, RHERI SR B REMRAT 2 S L
72
FHE [ R B REARNT S R LS RE O K RH B CERMELEPE ], LT RER) (X, Fin2349.8[18, 86]i% . {AEA3101.2
[54.4, 245.6]kg. BMIA336.4[26.5, 83]kg/m?, ~X— 25 AL CTOHbALcH6.6[4.1, 10.6]% T -7=,
RN OEE 7T 7 A(CL/F)ICkT 548 8L MR A (18~645%, 65~T4mk, Tomlh B) AR (A AL BA-T7Y
HRTAVHIN, TAVBFAER - T IADFER, RN, BRANLAOT T N) . BiE (A= 7-F7 BiRtLb) | (K,
eGFR (HER AR ERIA A E) h (mL/min/1.73m?) (90LL_E, 60~89, 30~59, 15~29) , 53007 (FEHE. KEESS. B . B
TR (IEH . ATRERRIR . BEIRIR) . ERPREAER (NN9536-4382, NN9536-4373 K (NNN9536-43743KER) 73, AT D457 55 (V/F)
W2 DB R L TRBEEZMINAATE 7 VT ADERSNTZ, FILE BRI HOWNTEEB D IEICLOBRILIZ#E S, CL/RIZ
SUCHERI, ANFR, (RE, FEMCHETO0FEDS, V/RICRT L TR EDN KT T VIS AIA TN,
TIET INLELNI I RO O R (KENARKRORY B EL LT TEEBER THEEE 25, (KEA100kg
DHIRE VKL, T2kg B DN142kg D HRERE TIL LI MAE HARSEIR B 231.33(F K R0 THUH LR DT HEES T,

)T RE R R E R A T 2%
NASHBE % G & U7 B AR BB (NN9931-4296, NN9931-4492 F TINN9931-4553585%) BG5S - M P AR NT 7 IR E DT
— & (FF81141], 5450 ERE ) & T, RHER SR B REMRNT 2 FEhE L 7= (1> 7 b7 =7 : NONMEM version 7.5.1),
AFEDONASHIBE (2B 1T ppEhfeId, — RN KL OV B & ) 1-m0 =AU MET M & EiR L7z, CL/FICk4 54k
LT, MR, A (18~445% ., 45~645%. 65k |) . AFE (BN BAXIT 7 HRT AVH N, 7 AV A SER LT FA
HEFER, BARN, BRANDSNOT T N) | Bt (CAR=y 72 XITTTR) | EE, BHEEORE (EF  eGFR2
90mL/min/1.73m*EL b, 8 1 eGFRAY60~89mL/min/1.73m?, H155 8 : cGFRAY30~59mL/min/1.73m?, FIhE : eGFRAN 15~
29mL/min/1.73m?) | $5-54K1 CRAIA, AIB, WAIC) | FEIRFOA M (EH 280 IRIE) . IFHE(LOFEE (F1, F2, F3, F4) .
Be 530N (BEHE, KBBES, e 28, V/FICx 2 AR L TREEZMRFIL-, HEBORFIOM R, AFIOCL/FIRLTE
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H, BHREEORREE | %584 BEIRIFOA L OTFHH L ORREE | V/FIZH U TIREZBIRUTZ, BT NI ES N2
FHE W BN EE T A— %, CL/F:0.0493L/h, V/F:13.7L, ka:0.167h " Cdr-o7=, A D IMyEhRe |- H B /2 8% KT K

FIIEETHY  AKEH100kgD FBE TR LT, 62kg}z N 140kgD B TITFIE AL, 48 M A BE 23 15345 J UR0. T44%
EIRBTENMEES NI, FOMDRKR T IIAZEOIEYEREIC K E 7B EE ISR EE 2 LT,

4. RN
A E R EE R LOBASA0.5meZ B [0 7 R 3 5-LT- L & DRI/ XA AT _ATE YT £1389% THo7-44,
RETHESEOPLERF 2366651 (H A N408H1) &3t G b U T RHERISEMBIREMRAT OFE R, ARIE B0 5B 5580 (REHEE, KRB O Ei
PG LT L& | R~ 52563 D RIEER Ky O iR ~D 3 5- T i Hr R AE D ZASFINE 78 0D E O HETE A K URI0%(E i X ]
1. 0.99[0.96; 1.01] % 1X0.99[0.95; 1.03] T 7=,

5. o
(1) 11 % — i BE P s

MU ERRL
<HE>
B NVFROGAIE, "THTT AL LTAE ikt~ VT RO BEIE 55217727 v e VW TRERS IV TS, Ty he HVZE
BHNEHA— 7047 T7 0— (QWBA) RER ClE, T~V F RIZR I ORGE L EHICKE S ORI L, MRS 0N
Biti, R, o e OV D ISR ML DL BRI e =i L~V OFESTREDS RO AL, MK E Ml LT i B O BE I KL~
IVOTEETBELDMFAER T, B[R G4 ik — IMBIM 2@ U=~ 7 AV F R OS5 DR ER ThDZENIRENTZ, A53H 7%
—UNE TNT IV DR Hi G = =T HHLDOTHD,
T, WHNEH -~ VT R e~ A LI RENG, B~ T ROMEER ML P HCLP- 152 R IKAN R B I DR T35, AiX
7, TRRE OZNOOMESEN T DN EFE IR E 25 o, PRI EERE T AZENBIEIN T,

(2)I % — R BEEE P @
MRl
<HE>
IR Y MIBWT, PHTT LU AEi# e~ 7V F RO Hi i, FEEREIMIC BT A0 LRI Tholz, B~/ VT RO
VRARRR ~D AT, Bl L 7- 2 S CREEM O E L DB KL UL (4%A31) THAHZEDRENTZ, ZDOZENG | REA B LT
SRR E B THAHZLENRIREND,

@R ~OBITHE
AR L

<BE>

HTT VUL e~ 7 VT R 5 a7 v Tl D BO B~V F R ROt~ 0 F B E O kit 237071t
PSRBT (RHEPILIEE HBeL CL/3~1/12f) . BRI~/ N FRREAL ChoT,

(DREBRA~DIBITIE
%G E R L

(52 DHOEBADBITHE
UL

GMBFELHEEER
AFNDMIFEF OT VT AR B in vitrofili & RITINIE T o 724047,

6. X3
(MR BIER AL R U BHR IR
SHTT AL LT A H0.5meZ S E A BEEE B MM BRE TR H B TR G- LRI RANIATFREE DX E 3 fiF K O
NENAER IS D B BRI KRS a L HEES =18,

QORBIZEEE5 I 2BEER(CYPH)DHFE. BFEHE
AHNT, CYPH FHREICK L CHaR FRIEE 255538 (CYPLA2, CYP2B6 & TNCYP3A4/5) AU EBHEEH (CYP1A2, CYP2B6,
CYP2C8, CYP2C9, CYP2C19, CYP2D6 }; (RCYP3A4/5) RS 72 -1= (in vitroskBR) 4950,

@NEBEHROERRVTOHE
A TDRL

ORBMDOEFEOFERVEMEL., FELE
MU BERIRL
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7. Bt

(DB AR AL K UHEER
T~ VT REEYE O T EYRIR IR K O TH T,
<BAE>

SHTT UL AF I ZNE N T SR O L120.3 mg/kg M 10M0.03 mg/kgd B CHAI K R UI-f5 5 R K& O iR
BIFENENT YN TI7.3% M UB4.5% (FG1£7H) . P/LT30.3% K% TV20.7% (#5414 H) Th-o7=°15%

()HFit =

SHTT~ABLTEAHN0.5meZ S+ E A FE B EGURA THNZ BRI B T4 G- LIl R FoR66 A ETORB G REIT3 T DR
1 K O O REHRIER1T53.0% % TN8.6% Tivo Tz, #I G- IETREDD B | AHIRZALIRD R S R =133, 12% Th

D 7:480

() Bttt E B

HE R L

8. SV RAR—E—IZT B1ETR

AHFNZ. ERRT o AR —%— (P-gp. BCRP, OATP1B1. OATP1B3, OAT1, OAT3}) NOCT2) IZxf L TlaAR R9E L7 BEEEH

TR &I o1 (in vitroakBR) °°,

0. B EI-LHBREE

A TPRL

10. HEDEREZATHEE
(WEHEEEFHRBRE CRTLEMBE G E A TORKIE) *°

BB DR E DR DYERE (VLT F =0 7V T T A (Cor) IZE D53 80) [IZB T D454 0.5mg HLIE K T i 514 D IEW B HE

%, BHERES IE R 72983 (Cer 80mL/min ) LR ET L2/ RELL ISR T,

AUCq-in Coax

T LD HEEfE e E Al

[95%f(5 X [ ] [90%{5 X [#]]

B/ 0.99 0.90

(8¢ - Cer 50 #~80mL/min) [0.85;1.16] [0.73:1.11]
R Y YA 1.07 0.79

(P& : Cer 30 #~50mL/min) [0.91;1.27] [0.64;0.99]
HE/ER 1.13 0.86

(FJE : Cer 30mL/min LA F) [0.97;1.32] [0.70;1.06]
KW/ EH 1.10 0.82

R BT 2 LB T AR ) [0.94;1.28] [0.66;1.01]

BB B 14 B, B 10 B, FPEREE 11 B, EEEE 10 B, R 9 B

T2 FRODHE TE 1B K OF 95%(5 M DR 31 90%(Z R DT IZ, Filn, M K OMAEE TR L 7= S AT IR 5<,

PRI S5 O HERE 2366 51 (A AN 408 B1) 25k G LU 7o RESE SR B RBARAT ORE R BFEREDS IE 1 22 BRE | 2xf 4 DI
BRRERE S 2 A 3 DR K O P A5 B R R RE RS 5 27 D R O JE AR B OO AHNR R 8D L O HEE K OF 90% /3 48 XTI,

1.04 [1.02; 1.06] &% TX 1.07 [1.02; 1.11]TH -7z,

(QFF REFEFWERE (SR (THEYMBRE L E A TORHE) Y

PR RE MR 5 OFRE D FR D4R (Child-Pugh scores (235 5%) (2351 DA 0.5mg BRI FZ T 43¢ 54 OFEM B REZ | ITHE

REZN IEH 72 BB LIRS L7 R DL R ISR T,

AUCgint Cnax
& RE FEDHEEE HeoHEEE
[90% {5 #E X [ ] [90%{Z A X A1 ]
R /TE 0.95 0.99
(#8JEE - Child-Pugh 2348 A) [0.77;1.16] [0.80;1.23]
HRAERE /IR 1.02 1.02
(FP4& £ : Child-Pugh 4348 B) [0.93;1.12] [0.88;1.18]
Y/ IER 0.97 1.15
(EE ¥ : Child-Pugh 43% C) [0.84;1.12] [0.89;1.48]

B H IE R 18 {1l TR 8 {3, AR 10 fi), EEE 7 451
T L DHETE B K O 90%( S HE K [RII | 4F i, PRI & OV TR L 72,
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11.

R)EREIIBIT5EYEEE
JEHHEE 22 O #E 5RE 2366 51 (B AN 408H1) 2%t G b U 7= REAR [ 3R B REAR AT 20202 DA B | 185% LA _E ~ 6558 AT D PR E 12 %)
F%655% LA b~ T55% Al S Q755 LA_E D REERTE O 78 IR AE O AN 8 B D e OHEEAE M UN90%/F 45 X [#]1%. 0.98 [0.96;
1.01]1% 1%0.96 [0.89; 1.02] Tdro7~,

Z 0t
A TDRL
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I. 224 (EALDOZIES)ICRATSIER
1. BERNREFDIER
LN

2. ZEEABLTDER

2. BR(ROEEFIZIFBELAENIE)

2.1 ARAHN ORI RT UEBUE OB B OH 5 B
(fi#Es)

ARFND R UIBBUE OBEEIE D& 5 BF TR A 2 5 LIz A . BEMBBIER NI T HTREM N E 25N A0, %
H2RET DV NHD,

7B ARBNOMSE, TIV. JANZRIT2EE 2. 8FIOMAL (DA (RS O B R ORINA L OEZEOZLE,

2.2 BERFHE T VR — A RIS RSO IRTEME, 1| BUBEIRIB O BE [ AV RIENC L D30 R IR IR DS A2
ERDOT, REN PG _&ETHRN, ]

(fiFER)

ZDEHRRED B ITH L TUE, A AV AN L D30 IR NS A L2 DO, = hr— Lt s B E L TRAID
PHETRETIERN,

2.3 2 RUMERIR 2 AR BT A EIERIWE . FIFE0BRADRE [ AV AN LA MBFE RN LEENDHD T,
AFI O G 1L S 720, ]

(fiFEs)

ZOIIGETE, AV AV BN LA MBEE BN BENDLD T, RAER G LN,

3. MRERITHRICEET HERELZDEMH
VARKRIZEE42THE 2SI RACBIE§ 51 EF ] OEHB MO L

4. RERUVAEICEET 2 IR EZDER
VARRIZE T 2 E 4 ER O EICEE T DEE I 0HESROZL

5. EELERMEELZDER

hREFLE>

8. EELREARNEE

8.1 ARANIFFHMERAFITHY , AFIH LRI FHGE T2 W REMENH D728 BIWER T84, BIVEFA RSB OALE IS
WCHSRETHIE, [16.1 SR (U —E K FESD), 16.1.1 2 (Y= — K T MD) ]

(fiEz)

Hrge AN kAR,

AFNO VI RHNTFOHER THY . AFN O FIESRSZ OIS BT D AIREE 355720 . BWER 7B, BIVERAR T RO AL
WZOWTHEETLHIE,

8.2 SWMEESR ORI IR (R 2L FRG A LR ) bbb 5a0%, fAE R IEL, o0 CE RO
T HIOfRET AL, [9.1.1, 11.1.2 BR]

(fiFEs)

GLP-1Z R EEB RO ENER LU CarEER S lE S g™,

H A N & o [E B 2 [ 4 TITFA AR (NN9536-4382, NNO536-4373 K TINNO536-4374385R , NS SR E 61 42) 12BN T, BHARA
BRI OARANCEDEL 7= SR OB X720, B AR AL OHEERENDLOHRE1TH D, BEITIE, BMEER OYIHIE R
(EM:2 LR SRR B U IR SE) 23 L JER DS RSN EAI T et ik L, EEiOBEZ2Z 5158528,

HAR NG TeE R I R HITFEIFER (NN9931-4553508k . NASHERE %15) 128175, BMMROGERFREREL-BINH OE|
BlL, T EAREETO0.5% (2/395651) K OAAIHET0.4% (3/800141) . BNl 7= DI BT, 77 2AREE: 0.344:/100 A - 4
OKHIEE: 0.21F/100 N 4E Thr o7, THERAPERER 1T T BREET0.3% (1/39541) & OAKITET0.3%(2/80041)) (23D S, \
FHLRIER SN0, iRIfEEE Th-o7z,

8.3 HBEENRILIG A, BWEHEROFREMAEEL, LEIEL THEMRESICILFRNE AL EE T 5%, 1
BRI THIE, [9.1.1, 11.1.2 ]

(fig#n)

GLP-1 ZRAAEEN R ORIMERA L C, BIBRENESAIIGRD NI ENH D, SPERESR OB IR E U ClE M- 25 Ft
7R LW RSN HHONAE AN DD, BIGEENER LGS AR DO FREMELHVH D LD, BE LV ZDLIZE
RERESNIGAEIEL, LEISUTHEGRASZEZHL , EEICHIS 528,
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84 I, MBI KARFEL . BHEBREEICELBEZNRHLHOT, BEDRBITETR 5L,

(f#RL)
HRRAER TIE, B~ VT PRI AR IES (BPEE AR E) OUAZEINITRSITORNAS, TR IZIS W THErM:, T
AT INS BB R FE 2 TG N HDHZEMbRELT,

85 AKX, BIRIRBEDIEEOA AL, BFEPFROONIEAICT, EMEEAZZ2 510852,
[15.2 2]

(fiEz0)

T NVFRTIE, TP RN~ A28 D28 M 23 AR RRER I 3T BRR 2% T2 3T, HARIRCH IR o 5%
AEBEFE DO MABFROH B TND,

ENCTOHE T2, AF O G I H IR #E - IE RN B b8 id, EMELZ 2420 E 4528 (12,
ZOMDIERE (IR RRICIESIE®R 15.2/ DR EBROIL),

8.6 NEfE, NEFES . NHE & SUTNEH I > EEE N R BT 2B N0RHDHOT, B EOETER N ALNIZGAEIC
13, HEISU CTHBRESICLD RIS EEZE 5708 MUICHIa 528, [11.1.3 &[]

(fiFEs)

A A N % & ToE B[R B IR AR ER (NN9536-4382, NN9536-4373 J TNNN9536-43 747808k | IHIE B8 %) 12k W T, B~ v
FREDEEM A E TERWVLATESE NG SN TWAI L, GLP-152 FAEBN K I\ CALSEIGHE I I/ T S5 0 S PRk T
STESING | IRAFEAIMESI, MR SN ERIEND ATREMERNH L8, IRRBR S E CERWAPERRE R B (g%,
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ez 1 0.1) 1
B & 9% 1 0.1) 1
FSERI% 1 0.1) 1
I N 1 0.1) 1
UL 1 0.1) 1
HERRBIOEARERESE 19 (2.4) 22
77 P 6 (0.8) 6
TR 4 (0.5) 4
BA i 3 0.4) 3
KT 2 (0.3) 2
eSS 1 0.1) 1
i 4 % Mg 1 0.1) 1
DU s 1 0.1) 2
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HEBIRSE Bil%k %) LG8
EAGE
TIRE S 1 (0.1) 1
SR 1 0.1) 2
BEE. PERBIUNESHHE 16 @) 16
WUEZ XA EEL 3 (0.4) 3
it B - 2 0.3) 2
BRI B 5 2 0.3) 2
P45 2 (0.3) 2
BRI RE 2 0.3) 2
XL LR 1 0.1) 1
TRpeas 1 (0.1) 1
WUE 2L DE T 1 0.1) 1
WLiE % T 1 0.1) 1
G 1 0.1) 1
ErhEEE 15 1.9) 16
ENid 8 (1 8
5% 2 0.3) 2
>R 2 0.3) 2
Bt 1 0.1) 1
FER R 1 0.1) 1
RIEE I Pz 1 (0.1) 1
ok 1 (0.1) 1
RRYLRE B OV AR B 12 (1.5) 16
Bl 3 0.4) 3
FHE A% 2 (0.3) 2
PR B R G 2 0.3) 2
AL R Y 1 0.1) 1
NHEE S 1 0.1) 1
RE XLk 1 (0.1) 1
FEE M 1 0.1) 1
2w A0 1 0.1) 1
_EnEgAS 1 0.1) 1
B Ik 2% 1 0.1) 3
1 B R 10 1.3) 10
LNTIINES 5 (0.6) 5
beifan 2 0.3) 2
FTY 1 0.1) 1
FEE TR 1 0.1) 1
& I 1 (0.1) 1
BERIOREEE 10 (1.3) 13
A 2 0.3) 2
JREREAE 2 (0.3) 2
A REE 1 0.1) 1
B 2 S L 1 0.1) 1
B PR A AT, 1 (0.1) 1
KB 1 (0.1) 1
EA=lS 1 0.1) 1
HR 1 0.1) 1
JRIER 1 0.1) 1
HBER 1 0.1) 1
TEPE R NP 1 (0.1) 1
FER 25, BRI L ORI 2 7 0.9) 9
MK 3 0.4) 3
Loo<b 2 (0.3) 3
[ PR BE s 1 0.1) 1
11 2R R A PR 1 (0.1) 1
P 1 (0.1) 1
DB E 7 0.9) 9
By 4 (0.5) 6
iR 2 0.3) 2
EMEAREER 1 0.1) 1
FFREIE R R 5 (0.6) 6




BERSE BilEk %) %
EEAGE
R E 3 0.4) 3
APl 1 0.1 1
Ak AR g% 1 (0.1) 1
REEAL 8 1 (0.1) 1
ERBLURKRES 4 (0.5) 4
[El#RME D F 3 (0.4 3
g 1 (0.1) 1
IR REEE 3 (0.4) 3
it L 1 0.1) 1
i 1 (0.1) 1
F 1 (0.1) 1
BB LORNEHLE 1 (0.1) 1
ST 18 T ok 1 0.1) 1
MARB LY REE 1 0.1) 1
IS E 1 0.1) 1
AR BIUILERE 1 0.1) 1
hERE 1 (0.1) 1
TR, FEEBIOEEEEE 1 (0.1) 1
(k3 1 0.1) 1
TR, BRI X OVEE DIREE 1 (0.1) 1
BT AT IR 1 0.1) 1
B, BB IO HOBAE ) o .
M (BRBIORY—T25 1) ’
FROPR LB 1 (0.1) 1
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15.1 ESERERICEDOER
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15.2 JERGERRERICE DIER
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TR =T ACET D2 MDA FERBRI BV CL R EE T2 A& T, FIRRCHIREREARDHIL TN,
IR VT A AT FETERE LA =R LGRS TSR LD . ~ T AL T MW TARAIR 55 12 B S = CHl AR5
ITFERBEHEMEICLAZTHY, ~UAR Ty NIRRT ED B O, VR DR N TS PEAME O CRIFZ O GLP-1
ZREEN LA =X LNTRA T HZEIRINTND,
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FHIIARAN OB RN SRS TEY, AR OREMEITHESLL TURW,
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(DEMFEEHER

X. JFEREREABRICREIHIHE
1. REHER

IVILHZH LB BT D H | OB

QRZEREFHER

s 5 o .
uit%ﬁlﬁ H @]%*ﬁ ;f%f‘t% 4&5‘% /\D%
FRAR AR R Irwini SD%&Zvh T |0,0.001,0.022, | 0.001, 0.022mg/kg: #2721
0.095mg/kg 0.095mg/kg: $% 5-1%2, 4RFH]IZ 5
FHAT (DO FEIHT) | B D K
TSR, B, BEIRAEEE D
m, BFOBI, HBIR K ONLEN
OO, B 51424 R T HE
PR E D BEIN K OS2 Bl D 38 5,
HEE D MDFED BN,
o _ 0. 0.005, 0.021, | £
PP SD&Z>k BT 0 084me/ke MEFZPEE © 0.084mg/ke
TN KEA LAV 2
FrxVRHE | HEK293Mf2 | in vitro | 7.8 u mol/L BT
TRENEENLFF AR - aa R
BbEERIZRIE | o | invitro | 5 K8.2 umol/L WAL
TR e
TLAN = | A= APL BT | #1H0.02mg/kg | FERL
#3H0.08mg/kg | MEFHMER:0.47Tmg/ kg
#5H0.47Tmg/ke
LFEM H=sAF | BF | 0.01, 0.06, DB TS B A
(ECG) 34 0.36mg/kg (2 L
[B]) %, b2l | 0.36mg/kehf:MEIBH T, $% 55513
5. HEIZ2Bl DOk =LY — R &R~
(G2E M E =M | Bk (bigeminy rhythm) 23, Z®
HEBRO—ETHl | #2608 IITER M T Ty
7E) IR RD B, 520 THIA
RIZEROONT,
HEFEME R 0.06mg/kg GA2[E])
e JRHpH, JK& SD%Zvh BT ]0,0.005,0.023, | &E5%O~SKEHIZEMEOHE
& R ER 0.089mg/kg TRRIPRIZEAE T HENTDH LN
= 7
SRR A U LR O
T R B %0~ 8RRl #E N L 72
23, LUK (% 5158~ 24 ) 13381
YLz,
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@)Dt D EIFEAER ™

<HE>
R B 5 5 R s
[/ e =4 & B =]
FRI
SRR BHK e in vitro | # K1 u mol/L TN T AR T DGR TR
L
6SFHSZ AR in vitro | 10 u mol/L FMEERRL
Trr—h | 77— AVEE) | MEMELDLEZA | KT | 0,0.97. 2.9, MBS REIRIC I RPN m SIS
PEEIREEAL | IRAEALPE T — | Koo T o 14.6nmol/kg XD T T — g A R
WCRIETHE | 7 RICK T2 | ~TA(Ehna 1 IEN7HEBE | 0.97nmol/kg A LD FETH BT
il £ V— e EH) (e DT, BRI THRHICB I 56 H
1%, B~ 2L F R 14.6nmol/kght T
DIHA B AL, MR TGHE
PED /Do TUNZ,
KEBAROBAR T-FRBFEHT 1D, &
~ T IWVFREETIIA AT A RAF
FOAZ—aA% -6 (IL-6)
mRNADFEBUL T 203558 57,
HEPE T AR YR KT 0,097, 2.9, it RENRIZ IS 1 DR PN R G
a7 A E/ 14.6nmol/kg X7 TR EmMALIL, &
I ITURYY 1H1ENSEM K | ~Z/VFR0.97Tnmol/kgbh _ EDRET
Z (Ehay— (el HREICED L, BBk TRRCB T
BAGER) HIEEL <27 /L FF0.97nmol/kg

Pl EORECTHBIZEA L, i
PTG E X, E~Z L FFK
0.97nmol/kg BECH EIZIK TFL
7
KEWROB AR TR BUENT 2D, &
<~ VFREECII A MEREN B | B2
HEOEEICEETBETIC
RO LI,
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2. HMHHER

MEREE5EMHHER
('\7'7;(\ :7‘/}\) 74,75,76,77
S Be G RR # 5.5 (mg/kg) e K A& (me/kg)
<A Ay 0.1,0.3, 0.6, 2.4, 12 12
~UA FEARP 6.9 9
Zvh KT 0.1,0.3.0.6, 1.2, 7.5 7.5
Zvh ERRAY 3.75.5 5
QREERESEEHER
(,\7,7;(‘ ?“/]\\ ﬁ:ﬁ/l)"j-/l/) 78,79,80,81,82,83,84,85
. 5 MR
B gﬁi (nf/fja) W | (me/ke/ F) EARTR
e (") LR PRI R Lt ]
0 WIMERZ N U7 B R T | iR A b 37
0.03 A—EDZAL, FFEEORED
Ay 0.09 2 <0.03
0.45 AR G FLR AR CHIIE OO R Rl K OV RN R85 i s
2.25 TR O R
~UA SRR 2 U7 R B B il K OME AR = O
0 D MIRAEALFER T A2 DB, IFEEDH
B ; 13 1 ;L;&UHWU:H—E‘/?@W\ ANHE R R
10 FODR AR CRIARAE I 5, 8% AR D PLBR . CRlinsE
L MR S b= PR EE DB
0 SRR 2 U7 R B B il K OME AR = O
0.01 D MR ZERT A— 4 K DVigae RO L
AN 0.05 2 0.86
0.21
0.86
0 FEERVE A2 U7 R TR B I i) X OB & DI
Zvh o 00.011 " 0.86 D MR AEAG R T A4 K OVidde RO AL
0.86
0 PR 2 U7 R S B N 1] & OB & DI
. 0.03 o 0.6 A MR K R B L F I R T A—F DI
0.13 [21] b, IREKL QIR AT NID LJREOBN, fss =
0.6 mOEAb, + HEET v —ROEKR
0 R4 &R
0.01
0.06 0.75
BT 0.21 2 (E2[A)
0.75
(3 2[A])
0 WEMERZ N LT R P BB IR E K O3 3 &
H=AW 0.01 01 DEAL
L - 0.1 13 (i@élﬁl)
1.0/0.5 1.0/0.5 mg/kgff KR Kk OMEABEH £ (2B L
(3 2[a]) ToBIAKIERA D 2 RS BE AL
0 IHUE R A LT AR E K OB RO | ik
0.01 0.06 ) R ONLIR AL 8T 2A— 2 Db, JRPE
A 0.06 52 (E2[A]) fREIREDOEAL, IEarE&EOEL
0.36 [3.6]
(E2[E]) 0.36 mg/kght : DD 27 o VBRI
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QrEEEAER

(F b, in vitro) 86-5788,89.90

VYRR D Eschericia coli % JA\NT- 18 Ia 225878 Bk B

B ATE DO AT B SRMRR D Salmonella typhimurium K ORFEDRN) 7 w7 7 B3R

e

En A2 5L AFE D AT BRIYERR D Salmonella typhimurium  J O2FEDR) 7k =X
T 7 BERMERRD Eschericia coli % FA\ =18 17 225K 28 B3R

AR BN Y 2 SER A T Y 0 (R B AR =48
EEFHHHA 2 S e RS LY > RER B F N T Ge o A B g 3R =3
T Bl AT NG R R G
(DDA RTERER
(FTA, Th)o098
PR | B A #5307 s
(mg/kg/ H) ’
FRR ARCAM RS N 2 H & TRl bz,
H 0.0.3.1.0. 3.0 MEFEME R IMET0. 1mg/ke/ H (B PR R &
<A ey i 0. 0103 1o 104 | FeLUTRI13R5) A, £ T0.3mg/kg/ H
YT Ty (B ARPR T B & LTS 7%) R Tdho
7
FRBRC PR S 3 2 & CRRO BT,
Zwh BT 0. 0.0025. 0.01, 0.025, 0.1 104 | EEFMERIE0.0025me/ke/ B (FEPRIRE B L
ELTRI0.3M%) Kl Th o7z,
(B)EFEH EF A ER
(Tvh, UHX | =7 A1) 06:66.67.68
— 5 58 . A
EuL7Ei ARBR s (mg/kg/ ) #5191/ FEH -
0.03mg/kg/ B L EOHET, IE-JBIED
i - 55123 P~ B, B RIE, B/ ERAEK KO
=i he N 0 .Am— Wﬂﬁ,ﬁsﬁ%é\@ﬂﬁﬁ‘@%%@%bto
Zhaae ;Y ﬁfﬁ)ﬁ%%17 H e o S KT A ] - P =
Sk - i 5 2 e 0.01 e - A2 B0 AT P T~ BIEBE N O REEI SR T A i &
(BFD) 0.03 e S 6i0.39mg/kg/ A (BRARMEEE RS L TR
0091 Gemamoo ) 0.5%8).
EFDIZx%f 9% MEE M 5130.01mg/kg/ H
(B RmEE B e & U THRI0.14%)
SREVER 2 U= R DBRE 7oK
0 P K OFE R 14 IR B OB 7 i VR S
R 0.001 . DR A B HEN530.0025mg/kg/ H BL_E
%X | EFD BT 0.0025 IR6~19 H D BRI BT
0.0075 MEFEMERX0.001mg/ke/ B (FF PRI &
HELTHI0.0365)
0 AEMERE N LT BB O IR E D &
0.015 OB 72 6 W oD #5 530.075me kg (3
H=rA 0.075 . HIZ1E) L EORETRO LNz,
HL EFD KT 0.15 HLIRH20~50H T M E130.015me/kg (3 H 12 11E]) (&
(3HICI PRBRFE B & L THI0.86%)
[=1)
0 0.075mg/kg (3 HIZ1[E]) BL_EDRETHRFR
0.015 EH %ﬁbf:%ﬁ%@ﬂﬁ%@z@ﬁd)
Sy EFD725TNZ 0‘075 &U%ﬁ;ﬁﬁﬂ)ﬁﬁﬁe@f@buﬁ?%w YN
% HAERT L O KT O’ 15 IEIREE20~140 H B LHRRNESWFHAE R HHPEL
HAZOFA 3 é =1 7o
) HEFEMEE30.015mg/kg (3 A 12 1[A]) (g
FRIETE R LU TRI0.56%) ,
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OB FRIBIEAR
(4, 720)

i PR BHE R
J— 1.35mg/mLAAIZ | B G-I RS IR DIV TR £ 13 R ED T
& 0.06mL/JC ML DL DEE 2 BB NRD BT,
. - 1.35mg/mLEUAI%
VAR RN 0.05mL /T
1.35mg/mLEHI%
BARPY 0.06mlL./ Pt
Sy . 10mg/mL A4 % KRR IS AN TR DAL D, ET- I3 P 5 C ORI~
0.2mL/PC IR DIIENE IS DT D INEFRD BT,
NZF DD TSN
A BRIRL
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X. EEMPIAICEHI HIEE

1. HHERH
A —E O FYESD,/ U — e T HEMD
i) Ao BIEE ATEEES EE-EAISEOL T EICIVER T
By o B

2. BEEAR

U= —E Rz 1 0.25mg SD
73 —E Rz F40.5mg SD
U= —E R F{£1.0mg SD 24 # H
73—t R F1.7mg SD
73—/ FE2.4mg SD

U= —E R T 0.25mg 3 1.0MD
72— R FE0.5mg < 2.0MD
A —E i F L Omg 2 4.0MD 36 » H
U —E K F L Tmg < 6.8MD
A —E R F1E2.4mg < 9.6MD

3. BENRETOIE
B A BET | 2~8 CITIRAF

4. BFVWEDEER
<DI—E"ETESD>

20. BIRLVEDFE

AR S S 0L | SRS ARET | VR ERJEE (2~8 C) BT HIL,
AANTHESARATTH D, AANEEIEFENOLH LTS ITHERERE Sy DD IV TR,

<HI—E"ETEMD>

20. RV EDEE
i B AA R 3G CRIE (A E 2~8C) b g o) ICRE L, 6 BRILINICE A58,

AFNTHSCRAF TH D,

5. BFRMITEM
BEMERGLTAR: HY
<ThoLBY: HY
ZOMO B FITER
o UI—EURVEZBHILICET 2ISHEY N (RMPOY A e MUIEBID 780 |\ ERRES U T-B4)
(1. 2B+ 2IEE 4. #E A F%LTH%DT/\%%E@J&UFXIH % 2. ZOMOBEEER OBESMMOZL
o HUuRERAAE/ A AR OrE
[XII. % 2. ZOMOBREEE DEBROTL
o  UA—ECHATY—
XL 4 2. ZOMOBREL R OEB RO
o UA—EIAvIHAR
[XII. % 2. ZOfoBEEkR OESROZE
o I —E IR AR
[XII. % 2. ZOMMOBhEER DEBROTL
o I —ECL—LE—HAR
XL % 2. ZOMOBREL R OEB RO
o UA—ETHEHEHAAR
[XI. % 2. 0o BHEEE OIESROZE

6. R—mk5 - RxhE
A1

7. ERAEERA
20174£12 5 H CKE)
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8. %ﬁgﬁﬁ%muﬂiﬁ E&U%u:b\g—’?, %1ﬁg—ﬁ‘qiﬁﬂiﬁ E

9.

10.

11.

12.

13.

14.

ARFERARE A R

RIEIR5E R FEA AU W 7EBA 4R
A B " FHA FAHH
U —E"R TiE0.25mg SD 30500AMX00105000
7= —ECH F£0.5mg SD 30500AMX00106000
72 —E R L Omg SD 20234E3 4 27H | 30500AMX00107000 | 20234117 22H 202442 H 22 H
= —E K T Tmg SD 30500AMX00108000
7= —E R F{E2.4mg SD 30500AMX00109000
U2 —E T E0.25mg 2 1.0MD 30700AMX00001000
72— FE0.5mg < 2.0MD 30700AMX00002000
A —E R FHELOmg 2 4.0MD | 20254E1H 15H | 30700AMX00003000 | 20254E5H 21 H 202547 18 H
U —E R T Tmg < 6.8MD 30700AMX00004000
U —E R FiE2.4mg < 9.6MD 30700AMX00005000
SEERIEHREM, AZERUVRAEEFENENDFABRVZOAE
fLERFEAREA H g E
202646 H 19 H DR 2 b7 MG se R B AR I T 2% 1 2 RE SU I SR 0

BREGRR, BMERRLARFABRVEORNRE
AL

BEEYM

<PEAE >

7 —E R FHESD: 202343 A 27 H 25202743 H 26 A
v —E YR FEMD : 20254E 1 H 15 H 2>520274E3 H 26 H

ARAHERE R B AT 28>
U —E T (SD-MD3E5E) : 2026476 A 19 H 35203046 H 18 A

S EEHARHIRR IZRE T B 1FE R
T~ NTF R GEIET-HH %) B O Few il A HEE T AR T (IEE) Tk, BARAZ R EUTZEERRBRIC I T, AFK]
D68 % 2 D HRRBRITIR NI &0 D, AFIOE G I3k K68HE T H LN TN,

£EI—F
B4, EE%@%\%@%@ {@%'J[%%u”u:f—k‘ HOT(9#7) vtz“%%'é%&&&
’ AR FHa—R (YJ=2—F) Fr VAT A —R
7= —E R T {#0.25mg SD 2499418G5023 2499418G5023 199271701 629927101
7= —E R T{£0.5mg SD 2499418G6020 2499418G6020 199272401 629927201
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W7e4 | WEGOVY® HIFHHFS | Injection: clear, colorless solution supplied in
prefilled, single—dose pens in the following
strengths:

+ 0.25 mg/ 0.5 mL

+ 0.5 mg/ 0.5 mL

+ 1 mg/ 0.5 mL

+ 1.7 mg/ 0.75 mL

+ 2.4 mg/ 0.75 mL

- 7.2 mg/ 0.75 mL (WEGOVY HD)

#hHE | 1 INDICATIONS AND USAGE

IEEIE S WEGOVY injection is indicated in combination with a reduced calorie diet and increased physical activity :

- To reduce the risk of major adverse cardiovascular (CV) events (CV death, non—fatal myocardial

infarction, or non—fatal stroke) in adults with established CV disease and either obesity or overweight.

- To reduce excess body weight and maintain weight reduction long term in:

- Adults and pediatric patients aged 12 years and older with obesity.
-+ Adults with overweight in the presence of at least one weight-related comorbid condition.

- For the treatment of noncirrhotic metabolic dysfunction—associated steatohepatitis (MASH), formerly
known as nonalcoholic steatohepatitis (NASH), with moderate to advanced liver fibrosis (consistent with
stages F2 to F3 fibrosis) in adults. The indication is approved under accelerated approval based on
improvement of MASH and fibrosis /see Clinical Studies (14.4)]. Continued approval for this indication
may be contingent upon the verification and description of clinical benefit in a confirmatory trial.

WEGOVY tablets are indicated in combination with a reduced calorie diet and increased physical activity :

- To reduce the risk of major adverse CV events (CV death, non—fatal myocardial infarction, or non—fatal
stroke) in adults with established CV disease and either obesity or overweight.

- To reduce excess body weight and maintain weight reduction long term in adults with obesity, or in adults
with overweight in the presence of at least one weight-related comorbid condition.

Limitations of Use

Concomitant use of WEGOVY (semaglutide) tablets or WEGOVY (semaglutide) injection with other
semaglutide—containing products or with any other GLP-1 receptor agonist is not recommended.

FEK 2 DOSAGE AND ADMINISTRATION

OH&E 2.1 Important Monitoring and Administration Instructions

In patients with diabetes mellitus, monitor blood glucose prior to starting WEGOVY and during WEGOVY
treatment /see Warnings and Precautions (5.4)].

Administer WEGOVY in combination with a reduced—calorie diet and increased physical activity.

WEGOVY Injection

- Prior to initiation of WEGOVY injection, train patients on proper injection technique. Refer to the
accompanying Instructions for Use for complete administration instructions with illustrations.

- Visually inspect the WEGOVY injection prior to each administration. Only use if the solution is clear,
colorless, and contains no particles.

- Administer WEGOVY injection once weekly, on the same day each week, at any time of day, with or

without meals.
- Inject WEGOVY subcutaneously in the abdomen, thigh, or upper arm. The time of day and the injection
site can be changed without the need for a dosage modification.

WEGOVY Tablets

- Take one WEGOVY tablet orally once daily on an empty stomach in the morning with water (up to 4
ounces). Do not take WEGOVY tablets with other liquids besides water /see Clinical Pharmacology (12.3)].
- Do not take more than one tablet per day.

- Swallow tablets whole. Do not split, crush, chew or dissolve in any solution.
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- After taking a WEGOVY tablet, wait at least 30 minutes before eating food, drinking beverages or taking
other oral medications /see Clinical Pharmacology (12.5)].

2.2 Recommended Dosage for WEGOVY Injection
Recommended Starting Dosage and Dosage Escalation of WEGOVY Injection for All Approved Indications
- The recommended starting dosage of WEGOVY injection is 0.25 mg administered subcutaneously once

weekly.

- Follow the dosage escalation in Table 1 to reduce the risk of gastrointestinal adverse reactions /see
Warnings and Precautions (5.6), Adverse Reactions (6.1)).

- If patients do not tolerate a dose during dosage escalation, consider delaying dosage escalation for 4
weeks.

Table 1. Recommended Starting Dosage and Dosage Escalation of WEGOVY Injection for All Approved
Indications in Adults and Pediatric Patients Aged 12 Years and Older

Weeks Once—weekly
Subcutaneous Injection Dosage
Starting Dosage 1 through 4 0.25 mg
D 5 through 8 0.5 mg
osage 9 through 12 1 mg
Escalation
13 through 16 1.7 mg
Maintenance See the indication below for the recommended
17 and onward .
Dosage maintenance dosage(s)

Recommended Maintenance Dosage of WEGOVY Injection for All Approved Indications
Cardiovascular Risk Reduction in Adults
- The maintenance dosage of WEGOVY injection for cardiovascular risk reduction in adults is either 2.4

mg (recommended) or 1.7 mg once weekly.
- Consider treatment response and tolerability when selecting the maintenance dosage /see Adverse
Reactions (6.1), Clinical Studies (14.1)].

Weight Reduction in Adults
- The maintenance dosage of WEGOVY for weight reduction in adults is either 1.7 mg or 2.4 mg
(recommended) injected subcutaneously once weekly.
- For patients who tolerate the 2.4 mg dosage for at least 4 weeks and additional weight reduction is
clinically indicated, the dosage may be increased to a maximum dosage of 7.2 mg subcutaneously once
weekly.
- Consider treatment response and tolerability when selecting the maintenance dosage /see Adverse
Reactions (6.1), Clinical Studies (14.2)].

Weight Reduction in Pediatric Patients Aged 12 Years and Older
- The maintenance dosage of WEGOVY injection for weight reduction in pediatric patients aged 12
years and older is either 2.4 mg (recommended) or 1.7 mg once weekly
- Consider treatment response and tolerability when selecting the maintenance dosage /see Adverse
Reactions (6.1), Clinical Studies (14.3)].

Noncirrhotic MASH with Moderate to Advanced Liver Fibrosis in Adults

+ The recommended maintenance dosage of WEGOVY injection for the treatment of noncirrhotic MASH
with moderate to advanced liver fibrosis in adults is 2.4 mg injected subcutaneously once weekly. If
patients do not tolerate the maintenance dosage of 2.4 mg once weekly, the dosage can be decreased to
1.7 mg once weekly. Consider reescalation to 2.4 mg once weekly /see Adverse Reactions (6.1), Clinical
Studies (14.4)].

2.3 Recommended Dosage for WEGOVY Tablets

Recommended Dosage of WEGOVY Tablets for Cardiovascular Risk Reduction or Weight Reduction in
Adults

- The recommended starting dosage of WEGOVY tablets is 1.5 mg taken orally once daily. Follow the

dosage escalation in Table 2 to reduce the risk of gastrointestinal adverse reactions /see Warnings and
Precautions (5.6), Adverse Reactions (6.1)].

- If patients do not tolerate a dose during dosage escalation, consider delaying dosage escalation.

- The recommended maintenance dosage of WEGOVY tablets is 25 mg orally once daily.
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- If patients do not tolerate the 25 mg once daily maintenance dosage, consider switching to WEGOVY
injection 1.7 mg once weekly /see Dosage and Administration (2.5)].

Table 2. Recommended Dosage of WEGOVY Tablets for Cardiovascular Risk Reduction or Weight
Reduction in Adults

Days Once Daily Tablet Dosage
Starting Dosage 1 through 30 1.5 mg
. 31 through 60 4 mg
D Escalat
osage Bscaation 61 through 90 9 mg
Maintenance Dosage 91 and onward 25 mg

2.4 Recommendations Regarding Missed Dose(s)
WEGOVY Injection
- If one dose of WEGOVY injection is missed and the next scheduled dose is:
- More than 2 days away, administer WEGOVY injection as soon as possible.
- Less than 2 days away do not administer the WEGOVY injection dose. Resume dosing on the regularly

scheduled day of the week.

- If 2 or more consecutive doses of WEGOVY injection are missed, resume dosing as scheduled or, if
needed, reinitiate WEGOVY injection and follow the dose escalation schedule, which may reduce the
occurrence of gastrointestinal adverse reactions associated with reinitiation of treatment /see Dosage and
Administration (2.2)].

WEGOVY Tablets
If a dose of WEGOVY tablets is missed, skip the missed dose and take the next dose the following day.

2.5 Switching Between WEGOVY Injection and WEGOVY Tablets

Switching from WEGOVY Injection to WEGOVY Tablets

- Patients taking WEGOVY 2.4 mg injection for cardiovascular risk reduction or weight reduction in adults
may switch to WEGOVY 25 mg tablets.

- One week after discontinuing WEGOVY 2.4 mg injection, initiate 25 mg of WEGOVY tablets orally once
daily.

Switching from WEGOVY Tablets to WEGOVY Injection

- Patients may switch from WEGOVY 25 mg tablets to WEGOVY injection.

- The day after discontinuing WEGOVY tablets 25 mg once daily, initiate WEGOVY 2.4 mg subcutaneous
injection once weekly. For patients who do not tolerate WEGOVY 25 mg tablets, consider switching to
WEGOVY 1.7 mg injection.

- If additional weight reduction is needed in patients with type 2 diabetes mellitus treated with WEGOVY
25 mg tablets, consider switching to WEGOVY 1.7 mg injection and follow the recommended dosage
escalation for WEGOVY injection /see Dosage and Administration (2.2), Use in Specific Populations (8.6),
Clinical Pharmacology (12.3)].

(BRI O R A+ E(SPC)(2026 & 3 A)

< IS >

2#4 | Novo Nordisk A/S FEIEF 20224

WR5E4 | Wegovy 0.25 mg solution for injection in pre—filled pen A | Pre—filled pen, single—dose
Wegovy 0.5 mg solution for injection in pre—filled pen 0.25 mg/0.5 mL
Wegovy 1 mg solution for injection in pre—filled pen 0.5 mg/0.5 mL
Wegovy 1.7 mg solution for injection in pre—filled pen 1 mg/0.5 mL
Wegovy 2.4 mg solution for injection in pre—filled pen 1.7 mg/0.75 mL
Wegovy 0.25 mg FlexTouch solution for injection in pre—filled 2.4 mg/0.75 mL
pen Pre—filled pen, FlexTouch
Wegovy 0.5 mg FlexTouch solution for injection in pre—filled 1 mg/1.5 mL
pen 2 mg/1.5 mL, 2 mg/3 mL
Wegovy 1 mg FlexTouch solution for injection in pre—filled pen 4 mg/3 mL
Wegovy 1.7 mg FlexTouch solution for injection in pre—filled 6.8 mg/3 mL
pen 9.6 mg/3 mL
Wegovy 2.4 mg FlexTouch solution for injection in pre—filled
pen
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4.1 Therapeutic indications

135 | Adults
Wegovy is indicated as an adjunct to a reduced—calorie diet and increased physical activity for weight
management, including weight loss and weight maintenance, in adults with an initial Body Mass Index (BMI)
of
+ >30 kg/m?® (obesity), or
« 227 kg/m® to <30 kg/m? (overweight) in the presence of at least one weight-related comorbidity
e.g. dysglycaemia (prediabetes or type 2 diabetes mellitus), hypertension, dyslipidaemia, obstructive
sleep apnoea or cardiovascular disease.
For trial results with respect to cardiovascular risk reduction, obesity-related heart failure, and
populations studied, see section 5.1.
Adolescents (>12 years)
Wegovy is indicated as an adjunct to a reduced—calorie diet and increased physical activity for weight
management in adolescents ages 12 years and above with
+ obesity” and
+ body weight above 60 kg.
Treatment with Wegovy should be discontinued and re—evaluated if adolescent patients have not reduced
their BMI by at least 5% after 12 weeks on the 2.4 mg or maximum tolerated dose.
*Obesity (BMI >95th percentile) as defined on sex— and age—specific BMI growth charts (CDC.gov) (see Table 1).
Table 1 BMI cut—off points for obesity (>95% percentile) by sex and age for paediatric patients aged 12
and older (CDC criteria)
BMI (kg/m?) at 95% Percentile
Age (years)
Males Females
12 24.2 25.2
12.5 24.7 25.7
13 25.1 26.3
13.5 25.6 26.8
14 26.0 27.2
14.5 26.4 27.7
15 26.8 28.1
15.5 27.2 28.5
16 27.5 28.9
16.5 27.9 29.3
17 28.2 29.6
17.5 28.6 30
K | 4.2 Posology and method of administration
& | Posology
Adults

The maintenance dose of semaglutide 2.4 mg once—weekly is reached by starting with a dose of 0.25 mg.
To reduce the likelihood of gastrointestinal symptoms, the dose should be escalated over a 16-week period
to a maintenance dose of 2.4 mg once weekly (see Table 2).

If needed, the dose can be increased to 7.2 mg once weekly after a minimum of 4 weeks on the 2.4 mg dose
in adults with BMI > 30 kg/m?® at treatment initiation.

If no additional clinical improvement in body weight is observed with the 7.2 mg, lower the dose to 2.4 mg
once weekly.

In case of significant gastrointestinal symptoms, consider delaying dose escalation or lowering to the
previous dose until symptoms have improved.

Table 2 Dose escalation schedule

Dose escalation Weekly dose
Week 1-4 0.25 mg
Week 5-8 0.5 mg
Week 9-12 1 mg

Week 13-16 1.7 mg
Maintenance dose 2.4 mg
Maintenance dose 7.2 mg
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Adolescents

For adolescents ages 12 years and above, the same dose escalation schedule as for adults should be
applied (see Table 2). The dose should be increased until 2.4 mg (maintenance dose) or maximum tolerated
dose has been reached. Weekly doses higher than 2.4 mg are not recommended.

Patients with type 2 diabetes

When initiating semaglutide in patients with type 2 diabetes, consider reducing the dose of concomitantly
administered insulin or insulin secretagogues (such as sulfonylureas) to reduce the risk of hypoglycaemia,
see section 4.4.

Missed dose

If a dose is missed, it should be administered as soon as possible and within 5 days after the missed dose. If
more than 5 days have passed, the missed dose should be skipped, and the next dose should be
administered on the regularly scheduled day. In each case, patients can then resume their regular once
weekly dosing schedule. If more doses are missed, reducing the starting dose for re—initiation should be
considered.

Special populations

Elderly (>65 years old)

No dose adjustment is required based on age. Therapeutic experience in patients >85 years of age is
limited.

Patients with renal impairment

No dose adjustment is required for patients with mild or moderate renal impairment. Experience with the
use of semaglutide in patients with severe renal impairment is limited. Semaglutide is not recommended for
use in patients with severe renal impairment (eGFR <30 mL/min/1.73m?) including patients with end-stage
renal disease (see sections 4.4, 4.8 and 5.2).

Patients with hepatic impairment

No dose adjustment is required for patients with mild or moderate hepatic impairment. Experience with the
use of semaglutide in patients with severe hepatic impairment is limited. Semaglutide is not recommended
for use in patients with severe hepatic impairment and should be used cautiously in patients with mild or
moderate hepatic impairment (see sections 4.4 and 5.2).

Paediatric population

No dose adjustment is required for adolescents ages 12 years and above. Doses above 2.4 mg are not
recommended.

The safety and efficacy of semaglutide in children below 12 years of age have not been established.

Method of administration
Subcutaneous use.

Wegovy is administered once weekly at any time of the day, with or without meals.

It is to be injected subcutaneously in the abdomen, in the thigh or in the upper arm. The injection site can
be changed. It should not be administered intravenously or intramuscularly.

For the 7.2 mg dose, inject three doses of 2.4 mg one after each other. The injections can be administered
in the same body area but should be at least 5 cm apart.

The day of weekly administration can be changed if necessary, as long as the time between doses is at least
3 days (072 hours). After selecting a new dosing day, once-weekly dosing should be continued.

When administering Wegovy pre—filled pen for single use, the pen should be pressed firmly against the skin
until the yellow bar has stopped moving. The injection takes about 5-10 seconds.

Patients should be advised to read the instruction for use included in the package leaflet carefully before
administering the medicinal product.

For further information before administration see section 6.6.

AR E R E PRI R A T 2>

2t4 | Novo Nordisk A/S IR RFTE

W74 Kayshild 0.25 mg solution for injection in pre—filled pen | FIFERE | 1 mg/1.5 mL
Kayshild 0.5 mg solution for injection in pre—filled pen 2 mg/3 mL
Kayshild 1 mg solution for injection in pre—filled pen 4 mg/3 mL
Kayshild 1.7 mg solution for injection in pre—filled pen 6.8 mg/3 mL
Kayshild 2.4 mg solution for injection in pre—filled pen 9.6 mg/3 mL
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4.1 Therapeutic indications

3R Kayshild is indicated in conjunction with diet and exercise for the treatment of adults with noncirrhotic
metabolic dysfunction—associated steatohepatitis (MASH) with moderate to advanced liver fibrosis (fibrosis
stages F2 to F3).

F:M | 4.2 Posology and method of administration

OH& | Posology

The maintenance dose of semaglutide 2.4 mg once weekly is reached by starting with a dose of 0.25 mg. To
reduce the likelihood of gastrointestinal symptoms, the dose should be escalated over a 16-week period to
a maintenance dose of 2.4 mg once weekly (see Table 1). In case of significant gastrointestinal symptoms,
consider delaying dose escalation or lowering to the previous dose until symptoms have improved. When
symptoms have improved, attempt to re—escalate the dose.

Table 1 Dose escalation schedule

Dose escalation Weekly dose
Week 1-4 0.25 mg
Week 5-8 0.5 mg
Week 9-12 1 mg

Week 13-16 1.7 mg
Maintenance dose 2.4 mg

Weekly doses higher than 2.4 mg are not recommended.

Patients with type 2 diabetes

When initiating semaglutide in patients with type 2 diabetes, consider reducing the dose of concomitantly
administered insulin or insulin secretagogues (such as sulfonylureas) to reduce the risk of hypoglycaemia,
see section 4.4.

Missed dose

If a dose is missed, it should be administered as soon as possible and within 5 days after the missed dose. If
more than 5 days have passed, the missed dose should be skipped, and the next dose should be
administered on the regularly scheduled day. In each case, patients can then resume their regular once—
weekly dosing schedule. If more doses are missed, reducing the starting dose for re—initiation should be
considered.

Special populations
Elderly

No dose adjustment is required based on age. Therapeutic experience in patients >75 years of age is
limited.

Renal impairment

No dose adjustment is required for patients with mild or moderate renal impairment. Experience with the
use of semaglutide in patients with severe renal impairment is limited. Semaglutide is not recommended for
use in patients with severe renal impairment (eGFR <30 mL/min/1.73m? including patients with end—stage
renal disease (see sections 4.4, 4.8 and 5.2).

Hepatic impairment

No dose adjustment is required for patients with mild (Child-Pugh A) or moderate (Child—Pugh B) hepatic
impairment. Experience with the use of semaglutide in patients with severe (Child-Pugh C) hepatic
impairment is limited. Semaglutide is not recommended to be initiated for use in patients with severe
hepatic impairment and should be used cautiously in patients with mild or moderate hepatic impairment
(see sections 4.4 and 5.2). In patients with MASH and preserved hepatic function the safety profile is well
established (see section 4.8). There is limited experience in patients with MASH and F4c (Child-Pugh A),
however with similar safety results as in studies in patients with preserved hepatic function. There is no
experience in patients with MASH and moderate or severe hepatic impairment.

Paediatric population

The safety and efficacy of Kayshild in children and adolescents below 18 years of age have not yet been
established. No data are available.

Method of administration
Subcutaneous use.

Kayshild is administered once weekly at any time of the day, with or without meals.
It is to be injected subcutaneously in the abdomen, in the thigh or in the upper arm. The injection site can
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be changed. It should not be administered intravenously or intramuscularly.

The day of weekly administration can be changed if necessary, as long as the time between two doses is at
least 3 days (>72 hours). After selecting a new dosing day, once—weekly dosing should be continued.
Patients should be advised to read carefully the instruction for use included in the package leaflet before
administering the medicinal product.

For further information before administration see section 6.6.
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8.1 Pregnancy
Pregnancy Exposure Registry

There is a pregnancy exposure registry that monitors pregnancy outcomes in women exposed to
WEGOVY during pregnancy. Pregnant women exposed to WEGOVY and healthcare providers are
encouraged to contact Novo Nordisk at 1-877-390-2760 or www.wegovypregnancyregistry.com.

Risk Summary
Based on animal reproduction studies, there may be potential risks to the fetus from exposure to

semaglutide during pregnancy. Available pharmacovigilance data and data from clinical trials with
WEGOVY use in pregnant patients are insufficient to establish a drug—associated risk of major birth
defects, miscarriage or adverse maternal or fetal outcomes.

Weight loss offers no benefit to a pregnant patient and may cause fetal harm. When a pregnancy is
recognized, advise the pregnant patient of the risk to a fetus. Discontinue WEGOVY in pregnant
patients who are using it for weight reduction (see Clinical Considerations).

There may be risks to the mother and fetus related to underlying MASH with advanced liver fibrosis
(see Clinical Considerations). Whether WEGOVY treatment during pregnancy reduces these risks
is unknown. WEGOVY for the treatment of MASH with advanced liver fibrosis should be used
during pregnancy only if the potential benefit justifies the potential risk to the fetus.

In pregnant rats administered semaglutide during organogenesis, embryofetal mortality, structural
abnormalities and alterations to growth occurred at clinically relevant maternal exposures at the
maximum recommended human dose (MRHD) of WEGOVY subcutaneous injection 7.2 mg/week,
based on AUC. In pregnant rabbits and cynomolgus monkeys administered semaglutide during
organogenesis, early pregnancy losses and structural abnormalities were observed in rabbits and
monkeys at clinically relevant exposures. These findings coincided with a marked maternal body
weight loss in both animal species (see Data).

The background risk of major birth defects and miscarriage for the indicated populations are
unknown. In the U.S. general population, the estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2% to 4% and 15% to 20%, respectively.

Clinical Considerations

Disease=Associated Maternal and/or Embryo/fetal Risk: Appropriate weight gain based on pre—
pregnancy weight is currently recommended for all pregnant patients, including those who already
have overweight or obesity, because of the obligatory weight gain that occurs in maternal tissues

during pregnancy.
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There may be risks to the mother and fetus related to MASH with advanced liver fibrosis, such as
increased risks of gestational diabetes, hypertensive complications, preterm birth, and postpartum
hemorrhage. The effect of WEGOVY on these risks is unknown.

Data

Animal Data: In a combined fertility and embryofetal development study in male and female rats,
subcutaneous semaglutide doses of 0.01, 0.03, and 0.09 mg/kg/day (up to 0.1-fold the MRHD,
based on AUC) were administered to male rats for 4 weeks prior to and throughout mating and to
female rates for 2 weeks prior to mating, and throughout organogenesis to Gestation Day 17. In
parental rates, pharmacologically mediated reductions in body weight gain and food consumption
were observed at all dose levels. In the offspring, reduced growth and fetuses with visceral (heart
blood vessels) and skeletal (cranial bones, vertebra, ribs) abnormalities were observed at clinically
relevant exposures at the MRHD.

In an embryofetal development study in pregnant rabbits, subcutaneous semaglutide doses of 0.001,
0.0025, or 0.0075 mg/kg/day (up to 0.3—fold the MRHD) were administered throughout
organogenesis from Gestation Day 6 to 19. Pharmacologically mediated reductions in maternal body
weight gain and food consumption were observed at all dose levels. Early pregnancy losses and
increased incidences of minor visceral (kidney, liver) and skeletal (sternebra) fetal abnormalities
were observed at greater than or equal to 0.0025 mg/kg/day, at clinically relevant exposures at
the MRHD.

In an embryofetal development study in pregnant cynomolgus monkeys, subcutaneous semaglutide
doses of 0.015, 0.075, and 0.15 mg/kg twice weekly (up to 2-fold the MRHD) were administered
throughout organogenesis, from Gestation Day 16 to 50. Pharmacologically mediated, marked initial
maternal body weight loss and reductions in body weight gain and food consumption coincided with
the occurrence of sporadic abnormalities (vertebra, sternebra, ribs) at greater than or equal to
0.075 mg/kg twice weekly, at clinically relevant exposures at the MRHD.

In a pre— and postnatal development study in pregnant cynomolgus monkeys, subcutaneous
semaglutide doses of 0.015, 0.075, and 0.15 mg/kg twice weekly (up to 0.8—fold the MRHD) were
administered from Gestation Day 16 to 140. Pharmacologically mediated marked initial maternal
body weight loss and reductions in body weight gain and food consumption coincided with an
increase in early pregnancy losses and led to delivery of slightly smaller offspring at greater than or
equal to 0.075 mg/kg twice weekly, at clinically relevant exposures at the MRHD.

Salcaprozate sodium (SNAC), an absorption enhancer in WEGOVY tablets, crosses the placenta
and reaches fetal tissues in rats. In a pre— and postnatal development study in pregnant Sprague
Dawley rats, SNAC was administered orally at 1,000 mg/kg/day (exposure levels were not
measured) on Gestation Day 7 through lactation Day 20. An increase in gestation length, an
increase in the number of stillbirths and a decrease in pup viability were observed.

8.2 Lactation

Risk Summary

WEGOVY Oral Tablets

Data from a clinical lactation study with semaglutide oral tablet formulation reported semaglutide
concentrations below the lower limit of quantification in human milk. However, SNAC and/or its
metabolites are present in human milk. Since the activity of enzymes involved in SNAC clearance
may be lower in infants compared to adults, higher SNAC plasma levels may occur in neonates and
infants. Because of the unknown potential for serious adverse reactions in the breastfed infant due
to the possible accumulation of SNAC, and because there are alternative formulations of semaglutide
that do not contain SNAC that can be used during lactation, advise patients that breastfeeding is
not recommended during treatment with WEGOVY tablets.

WEGOVY Subcutaneous Injection

There are no data on the presence of subcutaneously administered semaglutide or its metabolites
in human milk, the effects on the breastfed infant, or the effects on milk production. WEGOVY
subcutaneous injection does not contain the SNAC metabolites.
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The developmental and health benefits of breastfeeding should be considered along with the
mother’ s clinical need for WEGOVY and any potential adverse effects on the breastfed infant from
WEGOVY or from the underlying maternal condition.

8.3 Females and Males of Reproductive Potential

Because of the potential for fetal harm, discontinue WEGOVY in patients at least 2 months before
they plan to become pregnant to account for the long half-life of semaglutide /see Use in Specific
Populations (8.1)].

SPC (Summary of
Product
characteristics)

(BRIN DIRATSCHE)

<ETEEE>
4.6 Fertility, pregnancy and lactation
Women of childbearing potential

Women of childbearing potential are recommended to use contraception when treated with

(2026453 H) semaglutide (see section 4.5).
Pregnancy
Studies in animals have shown reproductive toxicity (see section 5.3). There are limited data from
the use of semaglutide in pregnant women. Therefore, semaglutide should not be used during
pregnancy. If a patient wishes to become pregnant, or pregnancy occurs, semaglutide should be
discontinued. Semaglutide should be discontinued at least 2 months before a planned pregnancy
due to the long half-life (see section 5.2).
Breast—feeding
In lactating rats, semaglutide was excreted in milk. A risk to a breast—fed child cannot be excluded.
Semaglutide should not be used during breast—feeding.
Fertility
The effect of semaglutide on fertility in humans is unknown. Semaglutide did not affect male
fertility in rats. In female rats, an increase in oestrous length and a small reduction in number of
ovulations were observed at doses associated with maternal body weight loss.
AREHE R BEAR I 20>
4.6 Fertility, pregnancy and lactation
Women of childbearing potential
Women of childbearing potential are recommended to use contraception when treated with
semaglutide (see section 4.5).
Pregnancy
Studies in animals have shown reproductive toxicity (see section 5.3). There are limited data from
the use of semaglutide in pregnant women. Therefore, semaglutide should not be used during
pregnancy. If a patient wishes to become pregnant, or pregnancy occurs, semaglutide should be
discontinued. Semaglutide should be discontinued at least 2 months before a planned pregnancy
due to the long half-life (see section 5.2).
Breast—feeding
In lactating rats, semaglutide was excreted in milk. A risk to a breast—fed child cannot be excluded.
Semaglutide should not be used during breast—feeding.
Fertility
The effect of semaglutide on fertility in humans is unknown. Semaglutide did not affect male
fertility in rats. In female rats, an increase in oestrous length and a small reduction in number of
ovulations were observed at doses associated with maternal body weight loss (see section 5.3).
F—ARZUT OYs | 4.6 FERTILITY, PREGNANCY AND LACTATION
iy 3CE Effects on fertility
(202643 H) The effect of semaglutide on fertility in humans is unknown. Semaglutide did not affect male fertility

in rats at daily subcutaneous (s.c.) doses of 828 u g/kg, resulting in exposures approximately 4.5
times the clinical AUC. In female rats, an increase in oestrous length and a small reduction in
number of ovulations were observed at doses associated with maternal body weight loss
(>30 1 g/kg/day SC, resulting in subclinical exposures).

Use in pregnancy - Pregnancy Category D
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Semaglutide should not be used during pregnancy. Women of childbearing potential are
recommended to use contraception when treated with semaglutide. If a patient wishes to become
pregnant, or pregnancy occurs, semaglutide should be discontinued. Semaglutide should be
discontinued at least 2 months before a planned pregnancy due to the long half-life (see section 5.2
Pharmacokinetic Properties).

Studies in animals have shown reproductive toxicity when semaglutide was administered during
organogenesis. In pregnant rats, embryofetal toxicity (lethality, impaired growth and an increased
incidence of fetal abnormalities) was observed at subclinical plasma exposures. Mechanistic studies
suggest a direct GLP-1 receptor mediated role of semaglutide on some of the effects in rats (species
specific). In pregnant rabbits, pharmacologically mediated reductions in maternal body weight gain
and food consumption were observed at all dose levels. Early pregnancy losses and increased
incidences of minor visceral (kidney, liver) and skeletal (sternebra) fetal abnormalities were observed
at >0.0025 mg/kg/day, at clinically relevant exposures. In pregnant cynomolgus monkeys,
pharmacologically mediated, marked initial maternal body weight loss and reductions in body weight
gain and food consumption coincided with the occurrence of sporadic abnormalities (vertebra,
sternebra, ribs) and with an increase in early pregnancy losses at >0.075 mg/kg twice weekly (>1.4—
fold clinical exposure at 2.4 mg/week). Exposures at the NOAEL in all species were subclinical and
a direct effect of semaglutide on the fetus cannot be excluded.

Use in lactation
In lactating rats, semaglutide was excreted in milk. A risk to a breast—fed child cannot be excluded.
Semaglutide should not be used during breast—feeding.
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KEOTWRATCE | 8.4 Pediatric Use

(202643 H) The safety and effectiveness of WEGOVY injection in combination with a reduced—calorie diet and
increased physical activity to reduce excess body weight and maintain weight reduction long term
in pediatric patients aged 12 years and older with obesity have been established. Use of WEGOVY
injection for this indication is supported by a 68—week, double—blind, placebo—controlled clinical
trial in 201 pediatric patients aged 12 years and older with a BMI corresponding to >95th
percentile for age and sex [see Clinical Studies (14.3)] and from trials in adult patients with obesity
[see Clinical Studies (14.2)]. Use of the 1.7 mg once weekly maintenance dosage of WEGOVY
injection in pediatric patients is also supported by additional exposure—efficacy and safety analyses
in pooled adult and pediatric patients.

Adverse reactions with WEGOVY injection treatment in pediatric patients aged 12 years and
older were generally similar to those reported in adults. Pediatric patients aged 12 years and
older treated with WEGOVY injection had greater incidences of cholelithiasis, cholecystitis,
hypotension, rash, and urticaria compared to adults treated with WEGOVY /see Adverse
Reactions (6.1)].

Although there was an increased frequency of hypoglycemia in adults with type 2 diabetes with

87



obesity or overweight treated with WEGOVY injection, there are insufficient data to determine
if the risk of hypoglycemia is higher in WEGOVY—treated pediatric patients with type 2 diabetes
with obesity. Inform pediatric patients of the risk of hypoglycemia and educate them on the
signs and symptoms of hypoglycemia. In pediatric patients aged 12 years and older with type 2
diabetes, monitor blood glucose prior to starting WEGOVY injection and during treatment.
When initiating WEGOVY injection in pediatric patients aged 12 years and older with type 2
diabetes, consider reducing the dosage of concomitantly administered insulin secretagogue
(such as sulfonylureas) or insulin to reduce the risk of hypoglycemia /see Warnings and
Precautions (5.4)).

The safety and effectiveness of WEGOVY injection have not been established in pediatric patients:
- to reduce the risk of major adverse CV events. Clinical trials for this indication are highly
impracticable because of the low prevalence of the condition in pediatric patients.

- to reduce excess body weight and maintain weight reduction long term with the 7.2 mg once
weekly dosage.

- to reduce excess body weight and maintain weight reduction long term in those less than 12
years of age.

- for the treatment of noncirrhotic MASH.

The safety and effectiveness of WEGOVY tablets have not been established in pediatric patients.

SPC (Summary of
Product
characteristics)(FR
INDBAS L)
(202643 1)

<JIETEE>

4.1 Therapeutic indications

Adolescents (>12 years)

Wegovy is indicated as an adjunct to a reduced—calorie diet and increased physical activity for
weight management in adolescents ages 12 years and above with

+ obesity* and

* body weight above 60 kg.

Treatment with Wegovy should be discontinued and re—evaluated if adolescent patients have not
reduced their BMI by at least 5% after 12 weeks on the 2.4 mg or maximum tolerated dose.

*Obesity (BMI >95th percentile) as defined on sex— and age—specific BMI growth charts (CDC.gov) (see Table
1.

Table 1 BMI cut—off points for obesity (>95% percentile) by sex and age for paediatric patients
aged 12 and older (CDC criteria)

BMI (kg/m? at 95% Percentile
Age (years)
Males Females

12 24.2 25.2
12.5 24.7 25.7

13 25.1 26.3
13.5 25.6 26.8

14 26.0 27.2
14.5 26.4 27.7

15 26.8 28.1
15.5 27.2 28.5

16 27.5 28.9
16.5 27.9 29.3

17 28.2 29.6
17.5 28.6 30

4.2 Posology and method of administration

Special populations

Paediatric population

No dose adjustment is required for adolescents ages 12 years and above. Doses above 2.4 mg are
not recommended.

The safety and efficacy of semaglutide in children below 12 years of age have not been established.

5.1 Pharmacodynamic properties

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
Wegovy in one or more subsets of the paediatric population in the treatment of weight
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management (see section 4.2 for information on paediatric use).

STEP TEENS: Weight management in adolescent patients

In a 68-week double—blind trial 201 pubertal adolescents, ages 12 to <18 years, with obesity or
overweight and at least one weight-related comorbidity were randomised 2:1 to semaglutide or
placebo. All patients were on a reduced—calorie diet and increased physical activity throughout the

trial.

At end of treatment (week 68), the improvement in BMI with semaglutide was superior and
clinically meaningful compared with placebo (see Table 13 and Figure 10). Furthermore, a higher
proportion of patients achieved >5%, 10% and >15% weight loss with semaglutide compared with
placebo (see Table 13).

Table 13 STEP TEENS: Results at week 68

Semaglutide 2.4 mg Placebo
Full analysis set (N) 134 67
BMI
Baseline (BMI) 37.7 35.7
0
Change (%) from 161 0.6

baseline'?
Difference (%) from
placebo! [95% CIJ

-16.6 [-20.3; -13.2]* -

Baseline (BMI SDS) 3.4 3.1
Change from baseline in
BMI SDS! 1.1 0.1
Difference from placebo’
-1.0 [-1.3; 0. -
[95% CI] 0[-1.3;-0.8]
Body Weight
Baseline (kg) 109.9 102.6
0,
Change (.A)) 11°rom 147 98
baseline

Difference (%) from
placebo! [95% CI]
Change (kg) from
baseline!
Difference (kg) from
placebo! [95% CI]
Patients (%) achieving

-17.4 [-21.1; -13.8] -

-15.3 2.4

-17.7 [-21.8; -13.7] -

weight loss >5%° 725 1.7
Patients (%) achieving
weight loss >10%° 618 8.1
Patients (%) achieving
) A4 4.
weight loss >15%° 53 8
Waist circumference (cm)
Baseline 111.9 107.3
Change from baseline! -12.7 -0.6
Difference from placebo’ . S .
[95% CI] 12.1 [-15.6; -8.7]
Systolic blood pressure (mmHg)
Baseline 120 120
Change from baseline! -2.7 -0.8
Difference from placebo!
-1.9 [-5.0; 1.1 -
[95% CI] 95.0; 1.1]

* p<0.0001 (unadjusted 2-sided) for superiority.

1 Estimated using an ANCOVA model using multiple imputation based on all data irrespective of
discontinuation of randomised treatment or initiation of other anti—obesity medication or bariatric
surgery.

2 During the trial, randomised treatment was permanently discontinued by 10.4 % and 10.4 % of
patients randomised to semaglutide 2.4 mg and placebo, respectively. Assuming that all
randomised patients stayed on treatment and did not receive additional anti—obesity therapies, the
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estimated changes from randomisation to week 68 for BMI based on a Mixed Model for Repeated
Measures including all observations until first discontinuation were —17.9 % and 0.6 % for
semaglutide 2.4 mg and placebo respectively

3 Estimated from logistic regression model based on same imputation procedure as in primary
analysis.
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Figure 10 STEP TEENS: Mean change in BMI (%) from baseline to week 68

5.2 Pharmacokinetic properties

Special populations

Paediatrics

Pharmacokinetic properties for semaglutide were assessed in a clinical trial for adolescent patients
with obesity or overweight and at least one weight-related comorbidity ages 12 to <18 years (124

patients, body weight 61.6-211.9 kg). The semaglutide exposure in adolescents was similar to that
in adults with obesity or overweight.

Safety and efficacy of semaglutide in children below 12 years of age have not been studied.

<R RERE E B AR 4>

4.2 Posology and method of administration

Special populations

Paediatric population

The safety and efficacy of Kayshild in children and adolescents below 18 years of age have not yet
been established. No data are available.

5.1 Pharmacodynamic properties

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
Kayshild in one or more subsets of the paediatric population in the treatment of MASH (see
section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties
Special populations
Paediatric population

Safety and efficacy of semaglutide in children and adolescents with MASH below 18 years of age
have not been studied.

Pharmacokinetic properties for semaglutide were assessed in a clinical trial for adolescent patients
with obesity or overweight and at least one weight-related comorbidity ages 12 to < 18 years (124
patients, body weight 61.6-211.9 kg). The semaglutide exposure in adolescents was similar to that
in adults with obesity or overweight.
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