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PRI R BRI SR BN IRIR A T D ARRE B At R E L, JASSOHTART AL (2016) O CEF ST D ARTAE O 72 Wr 2k
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W7 IR (43823080) 12128 20k VR &MEOEIZE SR E L,

2. AR ARG 2B INLT22-0 D [E BE AL [R5 ITAR #BR (4373} M3T438ER) Tk, M DNETIG D ERe A £ | 438235k
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4373 R OM43T4RBR O REM DI B | JASSOHART AL (2016) N1~ T- BEEEL T ARIRE U RICE B LIZEMIC BT 77
N—T M2 IR F ORI IESEREL,

2. MEERIESRICEET HFE

5. EEXITIHRICEET ZFE
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ETHDYE, ARG E D, RERD IR, BIBEE KOS F LB H EHRORIURDUS, RFROM 1FF
H.L1 B 1A 5 CHEENEVITRO LN o122 LD, BEOR GAMAR c& 5 1R 5L LT,
FRNCOWT, 41533 BRARE 2 & Tl i — SUSIRIT OfE 5D, ABKOBREE OB INCENF B E DO FRHE SN E
o727 PPKETIVIENT S, 0.4mgD 1 B 1A 5 TOEFIREEIZIIT B Cou L AL E OIR T BICRDIENHEES T,
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B, IfE R OWEE 8T A—Z 2B 5l E B
KA L. Tmg B | KAl 2.4mg B VAVALE <3
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Ry 6.4+1.1 6.4+1.2 6.4%+1.1
HbAlc (10141 (19931) (10141)
(%) 5 68 IR -0.94+0.8 -1.0%£1.0 0.0£0.8
FTOE R (9815) (19331)) (10041)
O 111.74+26.2 111.2427.2 112.7+29.5
22 N pE (1o1%51) (19951) (10051)
(mg/dL) 5. 68 -18.3£21.9 -19.3+£22.6 1.7426.1
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LT (10190) (19971) (10150
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FFI13.1%, WE-7.5%, AARIFHER6.5%, EER R HLK6.0%, A<H1. TmghE Tl T H119.0%, {HH418.0%, H
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[95% (= fE X [H] [8.88;14.19]

Y AR NE(R 2 G EIEO | BIEG% % 2 Bl R 6150

a) ZEMTEEZNOTRIMEZ 7SR . LB mic LR

b) #5-68MMFIIN—AT AL DB, L DR TR 2 =Rk LI R E DEIE
o) ZEMTTIEZHOTREMEZAH SR VAT 4y 7RSIV R H

AREIZBTDZOMOFHNER | b, fE & ONEE ST A—ZIZB 4 2Rl TE B Of R E FRIC
T,

RE B 5 OMOFHliZH H

. KA 2.4mg BE | TTVARRE
P 5 68 M (1306 i) (655 1)
o NS AN > AN 69.1 12.0
IOAIQLJ:{A‘(E?ﬁ) éﬁk%”é (838/1212) (69/577)
o V71 v A\ b) 50.5 4.9
15% LA EARE D R EI G 612/1212) (28/577)

FI5% GE 24 1%/ F1m 1150
a) N—RATAL B 10% LA LD KRR AR LT ERE OFIE
b) N—ATA L HB15%LA_EDOIRER D Z R LI g OEIA

o) op

A, =R OEE ST A=FIZBE 3 55kl E H

A 2.4mg B WA A £
(1306 451)) (655 f41))
Ry 5.7+0.3 5.7+0.3
HbAlc (1306 51) (655 f41)
(%) #5. 68 WY -0.5+0.3 -0.2+0.3
FTOELE (1197 f51) (563 1)
s O 95.4+10.7 94.7+10.5
/Iﬁifm w1 (1291 f41) (649 i)
(mg;'du 5. 68 -9.24+10.9 -0.4+12.7
FTOLLE (1175 1) (557 #4)
AT 126+14 127+14
S (1306 15il) (655 f51)
JE(mmHg) Beh. 68 W -T+14 -1+13
FTCOE LR (1210 5) (574 f51)
FEGRA i Ay 80+ 10 80+ 10
JE(mmHg) (1306 131) (655 f41)
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5. 68 -3+9 -1+9
FTOELE (1210 51) (574 f51))
N5 193.4+38.7 195.8+39.0
ay Aro— (1301 5l) (649 f51)
Mmg/dL) 5 68 M -2.6+14.8 1.3£15.0
FTOEZFE%) (1196 1) (561 )
- N 115.30£33.23 117.14+33.33
oL ~Tot (1300 1) (648 1))
(mg/dL) 5 68 IR 0.0+28.1 4.4425.9
FTOZEE®%) (1192 #1)) (558 i)
- N 51.0+13.2 51.0+12.7
HDI[;jt” N (1300 f31) (648 141
(mg/dL) 5 68 IR 6.61+17.2 3.0=15.5
F DAL %) (1192 1) (558 1)
‘ ‘ AT 140.99+80.54 | 146.36-131.68
Nrak4IN (1300 1) (649 )
(mg/dL) ¥ 5. 68 M -17.5+32.1 -2.8+33.9
FTDOEAL%) (1194 1) (561 )

P £ AR A (R 61550)

BIERIEL, AF12.4mghE92661 (70.9%) . 7" 7 EREE29541 (45.0%) CTHE Sz, F2RIEM GEEL
TR DEIE%BLL B 1, A2 AmgfE TIEEL42.1%, THHI27.5%, NEM-21.7%, EF419.8%. M1k
ARE9.4%, BAIBGRI. 2%, J5<U8.3%, IEH8.0%, FAEHET.9%, M 6.6%, SHI#6.6%, 77 &R
FECITEL5.3%, THI12.5%, fHFA7.5%, I&EHE5.0%Th -7z,

TR BE B2 EHLIL, AKI2.4mghE T8 (0.6%) 1544, 7R EETHH] (0.8%) THEHE S
7

QE MR £ R FENHE R ER (NN9536-43745 ER) 4

*F 5 2BUERINE R T DBMIA27.0kg/m* LA L DB ERFE 12101 (474 2.4mg : 404451 ( B AN < 424]) | A
1.0mg: 40361 (A AN :3641) . 7 FR 140361 (H AR N :ATHI) ), FEIRIFHEESE XX BEAE DOIRAEAN
RRFELIDAREM DS H DTSN BE 1 XBRI STz,

REBRFE . RFERELOSEIIRIEKIT F COARFIOEFIINEL NEE2EERGFTT 5, 770N, —EHER
A ATRER] ek

BEE  AAFI2.4mg, AFI1.0mg L7 TR A 1[0, 68 F . FHELi-, AL, B10]0.25mg T 5%
BHAEL . AFI1.0mght ClI4H M LB PEAY120.5mg., 1.0mg~, AHKI2.4mghf ClI4H BT L1 B
FJ120.5mg. 1.0mg. 1.7mg. 2.4mg~MH &L 7=,

ES o R=RTAUNBE 68 RFE COMREL R L O 5-681E RHI5% L EO R E A & R L 7o g5

P H FHOEE

ES 72 BEH68HEREIZ10%LA EOKRERAD AR LI HERE OFIG

Bl v $¢ 5-68 W RFIZ15% LA EOREPRAD Z R LI #RE OFIE

R E H NR—2TA U HFH68E B ETOIMME, fiE K O ST A—Z DI

e g BEERHEEH THOHN—ATA DI 5681l I £ TORE L LR L O 5681 RFIZ5% LA O E

WD ZER LR E DB LT, IR T DARA2.4mgDEEVE DN REN T (p<
0.0001, FERZHRDZL),

AH| 1.0mg #f | KAl 2.4mg #F | T TEAR
(403 1) (404 1) (403 1)

NN 99.0+21.1 99.9+22.5 100.5%=20.9
~ AV DERk) (403 1) (404 f51) (403 151)

. 92.3+20.7 89.6t21.0 96.8+20.3
85 68 @R OFEke) (380%1) (388 1) (376 i)
5 68 HIFETO -7.21t6.6 -9.91£8.0 -3.3%t5.5
REZELZR(%) (380 f4il) (388 1) (376 14)
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7 TUR BEE OREM - -6.21 }
[95%3 HE X [H] [-7.28;-5.15]
AF 1.0mg FEEDORERH]E ¥ ~ -2.65 -
[95%{5 X [H] [-3.66;-1.64]
. e A 57.1 68.8 28.5
SNEL LR I (217/380) (267/388) (107/376)
T TR BEED AR O - 4.88 ~
[95%3 HE X [H] [3.58; 6.64]
AF| 1.0mg BEL DAy AL © 1.62
[95% {4 X 1] } [1.21; 2.18] }

TR AR AR 2 GREIEO | FI6% % 24 B/ FEAm 5140
a) ZEMEIEZ O TRAMEZ 7SR o rc IR H

b) e H-68MMFIZAN—AT AL DB, E DR TR 2 =k LI R E DEIE
o) ZEMEEE MO TRAMEZHZER , VAT 1y 7 BRI G

KEIZES T HE DD

FEAGEE A L b, T & ONRE ST A—=ZIZ B3 DR B R RE TRIZ

2N I
IREIZRE T 52 OMOFEE B
. AHKI1.0mg Bt | AK|2.4mg BE | TTRAEE
£ 68 MR (103 1) (404 1) (403 )
. e A 28.7 45.6 8.2
1055 LKL RIS (109/380) (177/388) (31/376)
. e e e A 13.7 25.8 3.2
155 LR & (52/380) (100/388) (12/376)
FIA% (G% 24 15/ AL 130
a) N—ATAUNH10%LL EORERDZER LI R E OFIE
b) R—RFA LB 15% EORERA & R LR OFIE
M, 1E M OWEE 8T A— 2 (2B 51 TE H
AKI1.0mg Bt | AKl 2.4mg B TeREE
(403 1) (404 1)) (403 1))
Oy 8.1+0.8 8.1+0.8 8.1+0.8
HbAlc (403 1) (404 f51)) (403 1)
(%) 5. 68 MH -1.5+1.1 -1.7+1.2 -0.3*1.3
EAQRYY R (376 1) (381 1)) (374 1))
Yy 155.7+41.5 152.7+40.9 157.9+42.1
25 JE W 1 (395 f31) (396 f31) (400 f51)
(mg/dL) B 5. 68 I -36.5+45.1 -37.9+45.9 -2.34+53.1
FTHOLEE (367 #) (375 1) (370 #1))
Ry 130+ 14 13013 13013
YS9 5 1fn (403 1) (404 f51)) (403 Hi))
(mmHg) #5. 68 HHAE -3+15 4414 0+15
FTOELE (379 1) (387 #i) (376 #il)
Ry 80+9 80+9 80+9
PEEEH 0+ (403 151) (404 f51)) (403 1)
(mmHg) ¥ 5. 68 FH I -1£9 -2+9 -1+9
FTOELE (379 1) (387 #il) (376 #il)
Sy 177.0+42.5 175.1+38.8 175.4+40.8
faavzFa— (399 1) (402 #) (402 1)
(mg/dL) 5. 68 -1.2+19.6 0.2+18.4 1.8+19.0
FTOELER%) (372 1) (380 7)) (373 1))
Ry 96.60+35.90 95.87+233.23 95.87+33.35
LDL abAFu—b (399 1) (402 1) (402 1))
(mg/dL) 5 68 IR 11.2+170.1 4.8+32.5 4.5+28.5
FTOLEALZE®%) (372 51)) (376 f51)) (369 #1)
N5 A 44.2+10.9 46.0+10.8 45.1+11.4
HDL alAFu— (399 1) (402 7)) (402 1))
Mmg/dL) 5. 68 7.1+18.2 8.2+17.0 5.1£16.3
FTOEER%) (372 1) (375 ) (369 1))

21




NI
(mg/dL)

N=2TAY

196.74£136.93

177.67£111.72

181.70£105.21

(399 i) (402 5 (402 1))
¥ 5. 68 TR -12.3+35.6 -14.0+40.5 1.7+57.3
FTOEAE%) (372 #4l) (380 f4il) (373 #il)

R E AR (R R 5140

BIVERIT, AHI2. 4mghE25741 (63.8%) . AF1.0mghE222451] (55.2%) . 7T wAREE12941 (32.1%) T
Sz, ERRIER GEERLIBRE OEIE5% L E) 13, AFN2. 4mght TIEE033.3%, MEMH19.1%,
F116.9%. {HF413.9%, AARIEEI. 4%, LA B5.7%, MEE AR 5.5%, AKI1.0mghE ClTH.031.8%,
FI17.9%, M@M:-12.2%, {E5410.0%, RARIFIRT.0%, HAL R E5.5%, 77 BARFECIL THIT. 7%, HE06.7%
ThHoT-,

HRAMR AR AFN2. AmghE T U IS NIz, ERZR UMM E (56mg/dLAM ) AE B K
MBI AHI2.4mgRET2341 (5.7%) 5142, ASHI1.0mghET2246 (5.5%) 2941k . 7B RFET1245] (3.0%)
18t s iz,

2) 72 R ER
(DB MERGERER) OES O L,

(5) B - FRREAIFER
U E R

(6) SERHIE A
DY A AT (— sl SRR AL R A iR 2 i Al e e ) | SRUEIRE R 7 — 2 N — A, BGE e
RERKRBRONE
e Rl R A (T2 )

EL:) B8 2H TR DAHN DKW 5B 02 0 OH a5,

A 715 B g 5

E S A R

BEZ IR 24F

T REREBIEL 1000451

FeRATEHE B R AR OF GG, OF 3K OF L, ik EERIEONE | 2Rl (5%
F5 (RS, B GRS, SRS BEIRPHEIRAE , DA RV A | G IEE RIRBE) | BRR
RRAESE) | A RWPEFFAE (HbALe, (KE%%)

KRBT L L CHEM T EONA UL TR L7 i A - RO
LA

(N ot
ERR £ E EMHEERER (D ME 7~ b LG ER  EX9536-4388545&) '°
DML SRR B OO AR AR ZE B ASHh SUS R BIREE B) OBEE. V&AL, BMI 23 27.0kg/m? LA E232 45 5 LL EOHERE 17604
B 2% AH 2.4mg BEUTT 7B R BRIV EA BV AT L (RA 2.4mg:8803 41 (H AN : 177 i) . 77K :8801 1l (H AN
180 f511) ) . &K 2.4mg UL T T v R & 59 DA hFERIRER A L L7, 7035, 1 BB IR XL 2 BUHE RIS O REAE N
HLBRE RIS,

PERHAR | B EBERIESC, BFE DT ARTA NS T2 3WEIES O DML RIE RIS T AIRENI T TiTh iz,
AFNTE 1 [\ 0.24mg P THGABIAAL ., 4 T LIZBBEAIIC 0.5me. 1.0mg. 1.7mg., 2.4mg ~HE L7,
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BRI (in—trial BIEZZWIM) O P UEIX 41.8 » H Th-otz, EEFHMIEH THLMMEL TV DEELMAE RFR (0
M 5, FEESENE O B 2E ST IEEBEME N 25 Fh DWW 9 s) DI AT D R ETOREIIZ DWW T, 7T RITHRTEARH
2.4mg OEREMEIRENTZ (p<0.0001, F{HIAEAKNE 0.02281, TER P FREBH),

AH 2.4mg BE 770 REE NP —RE
(8803 1)) (8801 15) [95%(3 #E X [# ]
AXUME (/100 A <4F)
FEFME A
FEALMERFSEY [ 569(2.00 [ 70125 [0.80[0.72; 0.90]
FERLIME R FROWMER
OB SE 223 (0.8) 262 (0.9) 0.85 [0.71; 1.01]
FERFEPE DR ZE © 234 (0.8) 322 (1.1) 0.72 [0.61; 0.85]
FERFEME R ZE T @ 154 (0.5) 165 (0.6) 0.93 [0.74; 1.15]

in—trial B DT —%, K FAGE B OMEAELEIFHT DI ETORMITHT 2V — R OEEX ML, L EESRE TS Cox A —RE
TIZEOHEE LT, 7528 T DA MR BLL R o 7o R E 1L, in—trial BRI TRERCH BEIVE Lz, BREFHEE B>\, A0 p fE% Cox
AP —=RET MZEDAAT REICLO T L, T BT & AT O R EK MR o B BIEE W CIREEL . SBR RO 5 —FE O AT R4 2.5%( Il
7

a) in-trial BRI DRI OFEBIE LR xR LT,

BRRBRT vy b — BB 0 FE0 M R FRO I E TORFH]

Fowka o

AF| 24maE

HR: 0.80
95%CI1[0.72 -0.90]

SHEEH T AN
E=3

0 6 12 18 24 30 36 42 48 54
FEEABYE T ALOERIA)

Patients at risk

FHIB 8803 8695 8561 8427 8254 7229 5777 4126 1734 7

JZERE 8801 8652 8487 8326 8164 7101 5660 4015 1672 59

IREIZ B 2R B O R FRITRT,

AHF2.4mghE TR

(880313) (8801451)

e 96.5+17.5 96.8+17.8
NI D EKe) (880344) (880144
. 87.4+17.7 95.5+18.1
BFIGERORERD |47, m) (737810)
1048 ETD -9.4+8.6 -0.9+6.1
REZEACZR(%) (7474451) (73784))

P fiE = R E (R 2 GEAf 150

EEEARRIEI. AH] 2.4mg BT 253 1] (2.87%) . 7T RAREET 214 # (2.43%) [ZZRD BV, FAREERBIVEM GEBR LI
B oEIS 0.15%00 E)1E, AH 2.4mg BETIZNEGEE 0.18%, AENEFES 0.15%. TR 0.15%, 77 B REETITAMEIHSER
0.18% Tdro7=, Fiz. EERMCMMEL, AHK| 2.4mg BET 30 3 ., 7TBREET 141 1 HHIZZRD BN,

B, ARRTIE, TRTCOERELRAERES, KOFRRELEH/EOAEER IRREOBR G ILICE-T- A ERFE,
COVID-19 (ZBH# 925 EF G FREDOE R T REFHEFG AU MIEOxI R LD HG K OUERIC B #3516 F 5 5)
DHEWELT-,

1) 11906 %1 (67.6%) 23 DM FEZEDBERED A, 3134 1 (17.8%) IAEHF OREFED I, 777 51 (4.4%) DSKEAEEARGE ROBERED A L O 1437
] (8.2%) 2% 2 D LA LD DM & R B OB AL Ve,

1 2) R=AFAUBRHIBWTEMEEZ G OFL T2 B 1E 14392 41 (81.8%) . AEE R EIEZ G OFL T2 X 5157 51 (29.3%) Th-o7z,
1 3) AFRTHERSNALL - HEOWRE G &T 0.25mg THH, ARERCff L= B~ 2 L F RREID A~ E AZROLEED 7260, ¥)
[F 4% 5- B i3&FR A £ 0.25mg 75 0.01mg D720 0.24mg E7eo77,
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VI. ENEEICEHY HIEHE
1. FEZMICEEH I LEMRITILEME
GLP-1Z AR EEh3E
—W& VT NTFR, =X FTFR IF ST FR, T2T TR
DPP-4 (dipeptidy! peptidase—4) B2
— R4 B TVTF VR KT, ENF TV TF L Tal VT F U RERE. VoV T T TRV T F Bk
st KT, 7 F VT T R TS Tk ST TV T T a TR A~V T T
GIP/GLP-15 &R ERhZE
— 4 FILEBRFR
HE BHOHL AW DORIRE S REIX, B OB CE/ BT IRESRTLHIL,

2. EEER
() VeSS - YERARERE 16

T~ VT RITERGLP-1£94%D 7 BRSO FRREIME A A T AL GLP-17 17 CTHY, NIRIMEGLP-12MERI L3 5GLP-15%
HREBPUNITHE S L. cAMPELHH A ST ACLP- 1% BAREEIRE L THER 35, B~V FRIE, 7LV T ERALT
KRNI D ROIE L OBV T T ADIK FERTEZEZLNTEY, -7 I/ BAE #IZLVDPP-4Z LD /3 fRIC K L CHEHT
MERT LY MERD RS 5,
—HRIT . BRI R R GLP- 1R EE 2B 5, EMIGLP-1%TE AT AL R RS, =R X —EBIREN DT 5
ZEDD, GLP-1OABRZRERAEL T, =3/ —E R &K OREOREIEHA SRR TS, GLP-1Z A IRIF =R/ ¥ —
TEEGHENCBE 59 2 ORI A L QDI IS 7 TV B R 2 D AR THERD BND, HAEMRICEITS
GLP-1ZEEOERIZEL T, Ao 2L X —EBEICH T AEAE TN AT i Th a0 0, BMOKRER L.
Iz 3BT HGLP- 1 FIEDERAN LV EELE 2 s,
FERRRRERD D, B~ 7 VT RIEGLP-1Z F A L TR SEE RO ME RN R 5 M EIK ChAMR T & ONKERIC
BEHEERTLOLEE 2 DD, £z, TR, TR K OVRPMAZ S Te i fEIRkIC 31T B B0 K OREEER 2 LT, W%z
HBIEAT S I HEML D, ZNEOEMNIOTEMELEBL T, B~ NV F RO EF THERE 2 REH 18 5 SR E R & OV rO g &R
BRI C/ERL . =L — 3B EL BAR, L OV BRI AT 5 LI IV REA D S A EE X DTV,

(2) ENEE(T T ZHERRIE
1) GLP-1Z FARICKI T AMERE T VT I EAE (n vitro)'” (V)
ERCLP-152 A% & B IO 2 T E AN S B 7BHK M2 W T, B~ A F R OGLP-15% BKIE M2 GLP-1 (7-37) OH K OV
FTNFREER LT, GLP-1Z FRIE L AMPIUH B AR L LTz, $72, EMIIET /L7 (HSA, 0.005% F72152%) 2 ¥s
INUT=&E DGLP- 1A D50%BE 2 B (ICs) ZH H LT,

GLP- 132 B MIT 550 7) GLP- 152 A5 A HE
ECso (nmol/L, *¥¥J=£SD) ICs0 (nmol/L, F-#J+SD)
HSA 72l 0.005%HSA 2%HSA
VTR 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)
VI NFR 0.15 + 0.064 (n=3) 0.25 + 0.058 (n=4) 7.1 = 3.5 (n=4)

() - B~ VT R OB RS O b BT S SE S 7 iR

DMAERE T | AREZRLONT B I AR I OSBRIk 3 21EH (BEIRIFET L~ R) 18 (1)

FBEPRIFE T /Ldb/db~ 7 AT T~ L F R (1.2, 4.1, 8.2, 20.6, 61.7 u g/kg) &1 H 1[H], 26~28 H [ F&E5L71=, £
7o, B VFR(61.7 1 g/kg) 22 AIZ1EI26~28 A IR K T #5288 A I 5L ELTZ, SBIZ, B~ 7 /L FR61.7 1
g/kelE IR 1B A HIEL . 2 HICY B R RREOEEE 5257 70— (HIRAGED) BE 2% EL, IWi% 11
1[a]126~28 A M F 5L,

TORER, B~ 7 VTR EERECIIIMAE A A LR EE O HEE A 23588 B, # 5-5 SER R O S M 2R T s s
METFL, IR G L R LT, N—RAT AU MHIELTZHbALeME F L7z, £z, B~V F R GRETIL, IR 5 L b
L B AR ESBE D= N RO HAL, B v RS AT IR B REL L T~ NV F R ERETH EIZZ< (p<0.01) . 7
NA—=ATHERLIA L AV 3t e~V FREGRECH BTN,

B REICOWUIRBHMEZEC T~/ VTR EEICLAH B BIIRO DN -T2 h, (KE TR B 5L i LT
HEIZRD Uz, HIRAGEERE R O~ LT R61.7 1 g/kgDR@ H £ 5-REIC BT AR ERDIL, R A B T~/ LT
61.7 1 g/kgD1 H 1[A1#% G HEL RIFLE ThoT=, IEIARIT B~V F RO | 1Al 55 T G R Ll U T E 2 L
7o3, I FRASEERE L O~ 7 LT R61.7 1 g/kgD @ H £ 5-HE TIIA B bITBO biizh ol

() B~ VT R ORI OIS B R S S 7= kR

3) I NA—AGENEA L AV U (T b, =T %) 1920 (%)

—BeME 1% OREMEIER 7 b (n=2) MO H LIRS V= g IV CL 7 va—2 5 E T ce~27 /LR (0.1, 0.5, 2.0, 10, 50
K UR200nmol/L) ZAK A BN HEHEINERML . A AV IMERERFILTZ, 7o, I =7 #12=a3F 7N (6Tmg/kg) H
EIFARNEE 5% 15501 ARL 7 R o (125me/kg) & HAEIFEARIN B 5L, B A fd & s b &7z, 2~4lfi#%ice~ s T
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RE2HICIEER TG L(IE B 2.1 neg/kg. 3H B :4.1 png/kg. 5HB.7THH:8.2 pg/kg) . & 5-BAMAHN. R L1,
SKROTH BICE s 7 7 &£z,

TORER, Ty NI, IBEERIFINIA L RV 3 E IS | &7y MZBITAECffl X Z 4L E 4113 X TV14.5 nmol /L Th o7z,
=TT, I — ARG RN G- BR 1A 5 12043 I D7 L2 — A ARIE, B TG At~ NV FROE#K 5% 1 K%
U3 H BIZBWTEEBIARTE e U T BICEIN U2, ik 5% 7H B CIEBRAIIRO Lol Zba—2A
Frge s RN ¢ 5B 46 1% 15053 D U A 2 RV AR BE (AUCo-150mn) 1 S 547 H B TR G- BIARTE LR L CHEICHY
iz,

(V) B~ VT RO R O s B A S S 7= sk

4) (R EE, TR N VB ERE L e AR (IERE 7 1T v k) 1621

FEYERR L e Faa L — 29 A R A 7 M A EH A FAE IR (DIO) 7y M, IR 13~/ VTR (1.2 L U1 u g/kg) &1
H1[RI78~79 H & T 5Lz,

ZORER, B ETTH HOEE K OR—ZRTA U DHONRERN, B~ NV F R & GRECIRIEHE SR i L TR B L.,
REBDIZTFIEGICH KT DLOTHoT-, SBIT, B~ AT RITREEFIEI T EE KIFL., Ty MITFaal — bR U
B RIS 728 6, Faal —MEREOBIRBD 2 BT ROB VRSN, Fio, B~V FREGRETIE, 8578
~T9H B oL 2T a—/L BN e NV 7 F L B SRR GRS i L CA IR T L=,

5) i ~DER[EM: (=7 R) 1622

Mt~ A8 R~ 7 NV F R BAI R F %5 (494 1 g/kg) . X34 HBIE R F#5-(1, 2, 3. 4H B TENEH123.4,
246.8, 494 % U094 11 g/kgZ 1 H2[E) L, fiiH#Z O iz 5~/ VT RO BIEEZTHNILTZ,

FOHE R MRS P DMFEAE L7\ I = ] B S E (BUR T SR U7 E PR, IO 2 B P TR . fei
MAFRRE) Oft, MMM TSN PIgR & ORI~ A F R &z, F7-, GLP-1Z /IR KIB~TAIC
HNATR -~ 7V F R AR NS U203 NI O G 4 CHOE IR S T, B~ A F RO~ DEWIAZIZGLP-1
ZREDVETHHENTRENT,

HEE~D A SR~ VT REL BB R T#5-(1, 2, 3~5H BH TENE140, T0 L TN50 1 g/kgz1 H1E) L, fiFH
BOIZEBT D~ VT RO FHIEE NS — MBS LD 3R ITEA AT 7 IS T FAf LT,

ORGSR, IEHRFERL, R TE (SR8, B NEIEE ., SB038%) | e 57, IR, KM HRESE, s (A%, Ml
Wk, MER) BT~/ L F R ENT,

6) TR T ORI 7 F /AR T HIER (Toh, DA, T T L~ R) 1622238

HEMEZ o MR U B~ 7 VTR (494 1 g/ke) ZHRIF RN 5L, fiHEZ OB I8~/ L F R AR~
TFREOIFIEEFTHMLUIFE R, DIRBEICB W T~ VT REEBMEIEMR THHLaABD AL - T o7 =X PR G Y
(CART) Gttt o 2 BIE D MRS T,

S5, BEIMEIEAR THDL T aA A AT /LT (POMC) BRI B iRk (s Yo B R BT D~ A L
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U CH BT, — 05, HITRAGEERECIX, ZIREICB T D REMEHEIEAGRP K UNNPY mRNAFE BB 2SR I 57 e OF
T~ NFREEREL L T EISEINL,

7 BT D=2 —ar OIEME(L (I E T L~ %) 16
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BRAL . 48 EIFIBEC0.5mg, 1.0mg, 1.7mglk V2. 4mg~HE L7, & HIRIEIZIIT DAAIL.0mg & V2. 4mgf 5-FFD S B HE <
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}EHE N A[-JCO*IGBh Cmax Tinax 2 t1/2 CL/F VSS/F
- (nmol+h/L) (nmol/L) (h) (h) (L/h) (L)
5783 46.8 18 0.042
1.0mg 33 (20.7) (29.1) (6-42) (20.7)
e 09 14698 119 24 155 0.040 9.8
e (22.6) (26.3) (3-48) (9.8) (22.6) (23.4)
K] L) (A EWERERY)
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3.0mg/mLIYAIZ FIVTLO, L7KRO2Amgh &5 Sz, RIEIE LT, VUV BkEZS NI U ATKAW, VrELr /)=
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RNFOREIVT T A(CL/F)IZRT A LU T, MR, 40 (18~645%, 65~745%, 75 LL £) . AFE(H AL BA-T7
UBFT AVAIN T AV FER T IZANEER. BAN, BARALUSNOT VT N) | Rl (EAR=y 757 BIRELSN) | &
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IRE— T TIVT I DA E— b — T AL D TH D,

<BE>
FOHER T~ N T R~V A G LIRS0, B~V F R AMER M A7 HGLP- 1 R FE B DR THEE, I, &
W M O VDO REIRAMFAE T DN = S PR 2 & o, FEER/R BRI LB 1 4 8BRS T D',

(2) % — fR AR EA T @A
<BE>
HIRZ VNI T, SHTT AL LTAE S~ 7 VT RO 4iE, TR T 0 LR CTh o7z, B~ 7 L FRD
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T2 AR ER THDHZEDRIBEEND,

@) Bt~ DT
<HE>
SHTT UL LT B~ VT R e 5 SN T Tl L mob~7 VTR E O~ )V FREEEYE OFE D Lt
HIZRRO BV (REI AR L Ll L C1/3~1/12(5%) 27, BZER T~ NV TFRRE(METH T,

(4) BB~
L

(5) 2D D BB~ DB T
L ERRL

(6) MITELFKEEE
ARNOMIEF OT VT AR D in vitrofi 6 ZRITIINAB T 722829,

6. X5t
(1) FCHHER AL B AL SR R
SHTT AL LTZAAN0.5mga A E A GERE S MR BRE THNC R T 5 LIS AFNT ST FRBHOZ IR &
O BRRIBHD B B LI IS A S E SN T2%0,

Q) RHBA5THER(CYPE) DL TFIE. FE5E
AANL, CYPH THEIZK L CHEIR FRIEE 725553 (CYP1A2, CYP2B6 ) U'CYP3A4/5) D\ T E A (CYP1A2,
CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6 X% NCYP3A4/5) Z7nS 72737z (in vitroplliR) * %2

) MEEBHROERRULOHE
LRl

() REMOFEORRRUEL L, FELE
LRl

7. et
(¥ ERRL B OB R
T/ T REEYE O EEYEIRIKIIIR X O EThH T,
<HBE>
SHTT~ UL LTEEARA N ENT o b O 1120.3 mg/kgh (00.03 mg/kg?D F & CHRI R TG LR, R & O ik
MR ZNENT Y M C3T.3% K UB4.5% (B 5447 H) | H/1T30.3% % U20.7% (B -4 14 H) Tdho7255%,

(@52 3 28
SHTT UL LTEAHN0.5 meZ S E A GEEE BAEREBRE TR R e TR LTS, e k56 H ECTOMRB 5 EEIC 95
PR R O O fi S RE BRI SR 1353.0% M (N 8.6% T o7z, MG HHHEDI D | ARFIRZALIRD K s EPEIE=R1E3.12% T
B2,

(PR E
MU ERRL
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8. FSURR—4—IZBET B1EHR

AHNL, EFF AR —&— (P-gp, BCRP, OATP1B1, OATP1B3, OAT1, OAT3}; (YOCT2) 12Ul K FRIEE 72 A0 EER
BRI o7z (in vitroikBR) °°,

0. BIEICLBRER
ARl

10. BEDEREHTHESE
(1) B EEREEWERE 2B T2 EWENRE S EATORKE) >
SRR DR E D RARDETRE (VLT F oo 7T 50 A (Cer) ICLD450H8) 1231 D44 0.5mg BRIz F &% 5% D3R4
S REANIE o kB2 (Cer 80mL/min #8) & Ll L7 A LU FITR T,

AUCO*inf Cmﬁx

B ire LD HEE B LD HEE fE

[95%(E T X [ ] [90%{E X [ ]

B/ B 0.99 0.90

(#8 % : Cer 50 H~80mL/min) [0.85;1.16] [0.73;1.11]
HREERE /IR 1.07 0.79

(Fr% % : Cer 30 #8~50mL/min) [0.91;1.27] [0.64;0.99]
mE/EW 1.13 0.86

(EJE : Cer 30mL/min LA TF) [0.97;1.32] [0.70;1.06]
KW/ B 1.10 0.82

CRE: MiENT % BT DU ) [0.94;1.28] [0.66;1.01]

BB R IR 14 B, BREE 10 1], FPAREE 11 1, FEEE 10 B, SR 9
T L OHETE B B % 95% (54 X B 51 90%/5 48 X FE)I., 4E#n, MEBI M OMAE TR LIZ B MbT Ic3E-5<,

RESTi e S DR AT 2366 B (H AN 408 ) 2k G2 & LT RESR S B REAR AT DGR, BARREDS I 7 PR |0 9 D R L B b
REMR T 2 A9 D B R OV 45 L TR RE IR 5 2 A 9 D R O 7 W IR RE D AR IR R B 0D EL D HETE IR R UY 90 HE XTI
1.04 [1.02; 1.06] % 0} 1.07 [1.02; 1.11]TdH o7z,

(2) FrREREEHBRE IS T A EYHE GE A TORE) >
PR RE R & DFRFE D S22 5 45 # (Child-Pugh scores (233 5348) (ZI51T A 0.5mg HLRIE T4 5-4% DI Eh g% | fTE&RE
DSTE 7o R & BEBRET LT R SR A LA T IR,

AUCq s Crax

JF Rk e teoHEEE LD HEEfE

[90%1Z X 1] [90%1= X 1]

B/ B 0.95 0.99
(8% : Child-Pugh 4% A) [0.77;1.16] [0.80;1.23]
R/ B 1.02 1.02
(Fr % : Child—Pugh 438 B) [0.93;1.12] [0.88;1.18]
HE/ER 0.97 1.15
(& : Child-Pugh %3%H C) [0.84;1.12] [0.89;1.48]

BRBRFE R TEH 18 i), R 8 i, AL 10 4, EEE 7

T FEOHETE B N OF O0%Z RPN, Filin, MERI K QMK THEE LT,

Q) EmEICEITOENBE
PR E S D PR 2366651 (H AN A08HY) 25 G & U7 REEE I BN REARMT =15 DGR 187 LA_E~ 65 AR DO HERE (ZXF

9 565m L b~ T5REA M OVT57% BL_E O HEERFT O 7 T IR HE D A F| Wk 8 B D Lb O HE BB X DN90%(E FE XM 1. 0.98 [0.96;
1.011}% 1%0.96 [0.89; 1.02] T -7,

11. T
MU BERRL
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%%, {@IREB G DRRES N DT EDRNED | B OHEDUGERN R & O TEMRNZEE ORIELBIE L TR Gkt O L 22 )
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EEA 83(21.9) 90 7V T7F R ARSF— B HIN 1(0.3) 1
LT 56 (14.8) 83 R R R L ) 1(0.3) 1
[ 43(11.3) 61 GBS i B 1(0.3) 1
E AR 29(7.7) 37 |APRCRREE 16 (4.2) 17
Mg 1H- 26(6.9) 40 FEMEDEN 7(1.8) 7
N R 12(3.2) 13 SHIR 4(1.1) 4
B RE R R 9(2.4) 9 HHRETR 2(0.5) 2
L REE R 9(2.4) 12 Sk 1(0.3) 1
b 7(1.8) 10 AR 1(0.3) 1
LR B 6(1.6) 8 R 1(0.3) 1
i fE 5(1.3) 5 IR B R 1(0.3) 1
R 5(1.3) 5 R g R L O T AR 11(2.9) 13
BW 3(0.8) 3 MESE 4(1.1) 4
DA PR 3(0.8) 3 15 2(0.5) 2
HRY—7 2(0.5) 2 E 2(0.5) 2
EES 2(0.5) 2 EOPEIE 1(0.3) 1
FAIRE PN TS 2(0.5) 2 HLEE 1(0.3) 1
VAL B 2(0.5) 2 W5 1(0.3) 1
OB AN H %% 1(0.3) 1 B2 RS 1(0.3) 1
OB AME+ ZFE % 1(0.3) 1 e 1(0.3) 1
FREER 1(0.3) 2 FGE I K OV A HhE 9(2.4) 9
B E 1(0.3) 1 ELCES 8(2.1) 8
53] 1(0.3) 1 B 1(0.3) 1
0% 1(0.3) 1 JHFRELE S i 4(1.1) 4
T {5 1(0.3) 1 R E 2(0.5) 2
BT RIEA 1(0.3) 1 ST AR SR 1(0.3) 1
VA b A e it 1(0.3) 1 JIFRERE B 1(0.3) 1
RS 1(0.3) 1 HR PR 4(1.1) 5
KA 1(0.3) 1 BEELRRAESE 1(0.3) 1
JIE 0 FE e 1(0.3) 1 R 57 1(0.3) 1
T 1(0.3) 1 B PRI B IEE 1(0.3) 2

R B L O E 27(7.1) 29 sz i 1(0.3) 1
FRREGR 25(6.6) 26 | EREE 4(1.1) 4
2R IR I 1(0.3) 2 (SIS 2(0.5) 2
BEIRIPI 1(0.3) 1 SRR 1(0.3) 1

— k- R HFEEBL O 55O R 18(4.7) 36 ERAE 1(0.3) 1
[EEsye 8(2.1) 11 Atk 4(1.1) 4
[ 2(0.5) 2 505 1(0.3) 1
VEGHHALEE 2(0.5) 13 17 Bh b 1(0.3) 1
F 2(0.5) 2 b 1(0.3) 1
I 57 2(0.5) 2 RHRIE 1(0.3) 1
=Fz) 1(0.3) 1 FE R T S L OV Ak i 3(0.8) 3
TESHBALREAS 1(0.3) 1 1B R A PR 1(0.3) 1
TSR PN H i 1(0.3) 1 A 1(0.3) 1
TR B 2% 1(0.3) 1 R 1(0.3) 1
TR A R 1(0.3) 1 Mg B E O RREE 2(0.5) 2
S0 1(0.3) 1 feqiin 2(0.5) 2

i AR R A 18(4.7) 21 | PEULER . W EES K ONE kR pE 2(0.5) 2
Vo —EHEN 8(2.1) 8 Lo<b 1(0.3) 1
R E 3(0.8) 3 RS PE RV BPE T 2% 1(0.3) 1
C— SUSTEE BN 1(0.3) 1 (L 2(0.5) 2
T ARG R T I NT VAT 2T — P 1Y 1(0.3) 1 AR R gE 1(0.3) 1
77— 1(0.3) 1 EEUR 1(0.3) 1
~EZae D 1(0.3) 1 B BEOYR B R E 2(0.5) 2
M EAR T 1(0.3) 1 JRAEREAE 1(0.3) 1
g Bvs k= 1(0.3) 1 JREERER 1(0.3) 1
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EE PN Bil% (%) %
FAGE
N s 2(0.5) 2
FR IR B AR TUHESE 1(0.3) 1
FR i 52 iR 1(0.3) 1
HRIUSKEK EE 1(0.3) 1
[EEEETIEIR 1(0.3) 1
B5E, PERLOWE A IHE 1(0.3) 1
Sl i 1(0.3) 1
AR B RO 1(0.3) 1
ABLAIA #% 1(0.3) 1

1) ZKGEIRFE T O 111 FHFRER (4382, 4373 KON 4374 3BR) DA 1.7mg BEL 2.4mg BEEDF G, 4374 FREROAHA] 1.0mg FEILERSL,
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5 SRR PR SR (EX9536-4388) I TG SN - HERBIEMN —&

AEH]
S I TEFISE BURE B I TEFISEBURE RITEFI O JE B 5k
880351 2531 2.87% 37814
3¢ MedDRA:Version26.0
i E BRI Bk (%) 3 2 E BRI Bil% (%) 3
FEARGE FEARGE

B IEEE 83 (0.94) 113 BER)—F 1 (0.01) 1
Mg A 12 (0.14) 12 i A 2 (0.02) 2
L 9 (0.10) 9 i 1 (0.01) 1
HILRE 4 (0.05) 4 TV ENE 1 0.01) 1
201 2 (0.02) 2 JHF HELE R 5 44 (0.50) 54
L AEE I 2 (0.02) 2 JEAJiE 16 (0.18) 17
R AN e 2 (0.02) 2 APERRFES 13 (0.15) 13
i R 1 (0.01) 1 GERDN 3 (0.03) 3
5 R 1 (0.01) 1 PR NE %S 3 (0.03) 3
B 1 (0.01) 1 Jit 5 REAT 1 (0.01) 1
53] 1 (0.01) 1 HEZE R 1 (0.01) 1
T 13 (0.15) 13 JEFELSE 1 (0.01) 1
B BE MR 5 (0.06) 5 W R PE AL FE A 1 (0.01) 1
{8 3 (0.03) 3 NEAEHRE A 7 (0.08) 7
B4 2 (0.02) 2 K273 1 (0.01) 1
MM E R 1 (0.01) 1 fIEL3E P 2E 1 (0.01) 1
EES 5 (0.06) 5 SEPVERTFIRE 2 (0.02) 2
+ & 3 (0.03) 3 JH MR 1 (0.01) 1
K 3 (0.03) 4 REWGRTE 1 (0.01) 1
L I 2% 3 (0.03) 3 FET5 - FFPE 1 (0.01) 1
BRI 3 (0.03) 3 (DR 34 (0.39) 41
B ORAE 1 (0.01) 1 FUCN Y E 6 0.07) 6
WEPEE 2% 1 (0.01) 1 R TR 4 (0.05) 5
TEPEE % 1 (0.01) 1 B LiE 2 (0.02) 2
aMERER 4 (0.05) 4 JEE BRI A 2 (0.02) 2
e 3 (0.03) 3 BN RS 2 (0.02) 2
PAZEIERESE 1 (0.01) 1 L TN R P 2 2 (0.02) 2
PRI S 1 (0.01) 1 1L ) 7 (0.08) 7
PR 28 2 (0.02) 2 IS 3 (0.03) 3
/N PAZE 1 (0.01) 1 R E MR 2 (0.02) 2
PN EES 1 (0.01) 1 LA 1 (0.01) 1
BRI AL 2 1 (0.01) 1 D PRSI 1 (0.01) 1
W+ R ST 1 (0.01) 1 T N 4 (0.05) 4
+ ZHRIE 1 (0.01) 1 arELR A 2 (0.02) 2
OBAMEA IR 1 (0.01) 1 o ML A4 1 (0.01) 2
HH P 1 (0.01) 1 Bk, BB L ORHIRBA O LY 24 (0.27) 27
OB MEE % 1 0.0 1 (BIBLOR)V—T %5 T0)
~ B U ASEERE 2 0.02) D i 3 0.03) 3
ey, 1 ©0.0D 1 i FRIR R A D N 2 (0.02) 2
L 1 0.01) 1 PR A 2 0.02) 2
s 1 ©0.01) 1 it ! 0.01) !
FRAETE T 1 00D 1 ek ! 0.01) !
R L—=7 1 ©.0D 1 R B RO 1 (0.01) 1
=7 1 0.0 1 TR ML 2 (0.08) 2
R 1 ©0.0D 1 JiE IEtE 1 (0.01) 1
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i E BRI e () % EEI PN Bl () %
A B AR
B dB L ORE DR RMERAT 1 (0.01) 1 A 2 (0.02) 3
B PR RS RE 2 (0.02) 2
A7 _EHegE 1 0.01) 1 TR 1 0.01) 1
RIS A BT ERRE 1 (0.01) 1 TR 1 (0.01) 1
T 2 02 | 2 e 2HWEBLCRFHEOR | 14 | 016 [ 15
B 1 (0.01) 1 BE
TR P 23 AT 2 (0.02) 2 JiaRg 3 (0.03) 3
Fe N e it 1 (0.01) 1 BRI dediab 2 (0.02) 2
ZINHR e i e 1 (0.01) 1 I 77 E 2 (0.02) 2
BRI PR DI 1 (0.01) 1 NN 1 (0.01) 1
At B L i N 1 (0.01) 1 57 1 (0.01) 1
S R BRI > S (M 1 (0.01) 1 P 1 (0.01) 1
ALTH) B PESRNE SOSIE (i 1 (0.01) 1
T E A 1 (0.01) 1 R 4 (0.05) 4
R R 22 || W) || RABLORREE 0 [ o [ 1
KA 9 (0.10) 11 oK 3 (0.03) 3
EEITED E 2 0.02) 2 TEHVY AME 2 0.02) )
PRz 2 S B 5 9 B R ooy [
MR A 3 (0.03) 3 ARG 1 2 (0.02) 2
SHEET H i 2 (0.02) 2 AROE 1 (0.01) 1
AL % 71 1 (0.01) 1 B AIE 1 (0.01) 2
BT : ©.0n) ! B 7 ©.08) 8
M PEBRAE 1 (0.01) 1 N — PR 3 (0.03) 3
il L 0.01) ! FI5— TR 2 0.02) 2
Jr S ! 0.01) ! TS = B 1 ©.01) 1
TR A 1 (0.01) 1 e 1 (0.01) 1
H O ERN % 1 (0.01) 1 R &> 1 0.01) 1
JEYWIE 35 KOV A2 HhUE 20 (0.23) 22 EEE 7 0.08) 7
A% 4 (0.05) 4 [ESES 2 (0.02) 2
Bk S I IR 257 1 [ ooy [ 1
hIESR 1 (0.01) 1 Sy~ 1 (0.01) 1
EP*IZ*E?%}:;{‘QZEZ% 1 (0.01) 1 F%JI[LE@JJEE 1 (0‘01) 1
RIER ! ©.0n ! R B IRPA TR I ©.01) 1
A
I ! ©.01) ! WPk . B L O S 6 0.07) 6
R A2 1 (0.01) 1 [TEE 4 (0.05) 4
B 1 (0.01) 1 % I B 1 (0.01) 1
R PES =7 1 (0.01) 1 SEREPE TR 1 0.0 1
R ! .o ! AR B LOPRHLE 5 (0.06) 5
VN =AY/ =l T 1 0.01) 1 FERRAT > MFA 3 0.03) 3
v
KEHLIE ! .01 ! R AOTEA S — s a ) 0.02) 2
NV
Voo S L B% . L OULE B P ECEEE
IV T TR E 1 0.01) 1 LB LR 1 0.01) 1
ILT TR 1 (0.01) ! BRI PR 1 0.00) !
COVID—19Jii% 1 (0.01) 1 g 1 (0.01) 1
DAV AL 1 (0.01) 1 T 1 0.0 1
UANARE T 1 0.01) ! T B 0 L O AR 1 0.05) 4
B L OVR e 18 (0.20) 20 SR PE A HESS 1 (0.01) 1
ARk 11 (0.12) 12 B £ 1 0.01) 1
5 14 R i 1 (0.01) 1 RHET 1 (0.01) 1
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i E BRI Btk (%) 3
FEARGE
IFRF— 1 (0.01) 1
MR LR E 4 (0.05) 5
2L 1 (0.01) 1
BRRZ M 1 0.01) 1
M/ N 2 (0.02) 2
1 BR e i 1 (0.01) 1
P IARE 4 (0.05) 4
SRERZEEZERIN S/ 1 (0.01) 1
IR IR B RE T HEE 1 (0.01) 1
SRR 1 (0.01) 1
JFE M R R BB RETTHESE 1 (0.01) 1
ARPEE 2 (0.02) 2
HHENEE It 1 (0.01) 1
1R I P A 1 (0.01) 1
HiB LUK IEE 1 (0.01) 3
A= — LG 1 0.01) 3
BB RO T ARk 1 (0.01) 1
E AR 1 (0.01) 1




o SRR R PR 2BR (EX9536-4388) I TG SN - EERBEMN —&

HAN
A RE B B VEF 7 BURE I3k RITER 7 BUE BIVER DR B A
17761 601 3.39% T
3¢ MedDRA:Version26.0

B B A B (%) G

FEAGE
B, BB X ORERIRBH OB A 2 ( 1.13) 2
FERBIOR)—T25Te)

ML B B S E (M 1 ( 0.56) 1

ALTHY)

i e 1 ( 0.56) 1
BB X OR R 2 ( 1.13) 2

Lo R 1 ( 0.56) 1

P R Mgl 1 ( 0.56) 1
JHFRE T SR b 1 (' 0.56) 1

| m s 1 ( 0.56) 1
H ke 1 ( 0.56) 1

s 1 ( 0.56) 1
Rt L O E 1 ( 0.56) 1

R 1 ( 0.56) I
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O. REERERFRICRITIZE
RESN TN

10. BEKRS
RESN TN

11. ERLEDEE

14 BARLDEE

141 EFBSROEE

FEAZROBAE SUTEE a2 d . SR N BB TR N W EE MR L= L CE 528,
(i)
AFNT 7L 74V RBIEITHY  BHRLIE YA ERRICORNDRNNH A0 | BEATIC, A SROMHE U R F 3
WL, RN E OIS CIREM NN e R R T DL,

142 FEFZERHOEE

1421 &5

B TS E, IEE, KB, BBECAT5, A EATEERIZE L, D7 b RIEIOER E T L2~ 3cmBE &,

(figein)

D GLP-152 AR VEBY SERAN L RIS | VESHEALITNEES, KR, LBECHo,

AEITOMEIZRND, A AV ABNZIBNC, TR EFTEAREBEDOINTEEL TN ADIEIN, R/ A/ 3—ha7 4
—DFBL, &Ik O K RO R MEL, IO IXL S EL /NN EDORENRH DY, T2, YR A 3—ka7
4 —DOFBUIGFTCES L2356 IEFIGIT~OEF L0 RN K OEHA 2 55<, BEZ O MBEEEEZ KRETHL0HELHD
B, LTz C VR E T R T L, ARl OEH EHTL02~3emfEd 28,

1422 HE5#ZE

RN B O AN - L2 b,
(fig=)
AANT R T E5HANITHY, FURN UL AN 542U TSN EHI TR ARIOFIRN IR N ST
DL M UTA IETHENL L QRN T | FRIIRN SU TR A N B3 T2 &,

1423 ZDih

(1) AFNTHEIfEH O RHITHD,

() AFNIMOTANLDIEIZLD KD IR DR ENDBHDIZ0 AR LMMOTANZEE LRI L,
(fik5)
AFNTHEE H O RA TH D,
Fo, AHN%0.5mghx 53 DERIZ, AHI0.26mg SDEZ2A RN THR G570 8 | RAEEAZ T 513, BE OTERERFO
FRIDEEZ DL, BEARE AN DZ LIV TE BE R 53D L S D700 | BB L — BTG5 L1345
/;\_é:ko
AFN DI AR A LR 28 AANIMOFEANEDIREIZLY DD DB Th D5,
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12. ZOMDEE
(MEGERERICEDER
BRESN TV,

(2)FEBGER R ERICE DL IHR

15.2 JERGERSAERICE DL IHHR

FTyNTR =D ABZ 1155 2 RIS ARV T, B &% FES A & (RKEER A & To AUC gl
WTIY P TIEER TRARMOOHHTE S, =72 THI 0.5 %) T, FRRER C MRS O AT OB INNTRD 5
NI=EDOWERDH S,

FORIRBEREE O BEFE Db 5 gt K ONFUR IR BRI SIS 2 TN I IEIEE 2 O F RO 5 BE T 5, AAl
DLV TSI L TR, [8.6 2R
(fRa)
Ty MR O~ T AR D28 DA JEIERER (23T R 22 T 15 AT, FHIRIRCHIEIERE S5O LTS,
IR IIVF AT TERE LT A =X L3RR K OB FESCRED . =7 AL Ty MW TR 54 (7 R S - CHIM IR 5
IFFERBHEMEICLDZBTHY, v VAR OTy NTIIFRTEEZ D SO PV R e N CIRUES MEDMEW CREBE O GLP-1
TR LT AT = A LR A2 EDRENTWS,

AARADRBIINUT-3 > D EIFEZER (4373, 4374} UR43823BR) 12V VT, HARMBERRE DM 137220 LLZRANS, R
PREERRAE DO BEAE D& B B OVH R BREEERE ST 2 5 N 0 WAESHE 2B D FIEIE D 5 FBE X AFN DR R R ER D DHER
SEITEY, RFNDOLEMEITHELL THRU,
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X. JEEGPRERERICRE9 HIER
1. EEHER
(1) EXhF AR
VI, BRI 5B | 0HES M

(2) REMFEEHERY
R B o e oy
HRRZ AR R Irwinj: SDFHZT b KT | 0,0.001,0.022, | 0.001, 0.022mg/kg: 2721
0.095mg/kg 0.095mg/kg: 4% 5-142, ARFfEIZ 52
WHAT (O FEIAT) | B O X
ISR, 2@, HERAERE D
M, BEOTEI, WEIR K ONLEN
DB, B 5% 2405 B 12k
SRBAFE DRI R OS2 B E D55
BEEE DOBNDSFED BN,
. _ 0. 0.005, 0.021, | &L
PR R SDF&Zk BT 1) 084ma/ke PR - 0.084mg/ kg
DA SR LA 2
Fr/URHE | HEK293#08d | in vitro | 7.8 umol/L 22N
AR
IS BNEBNLEE SR
BERFENC KT | T Ax i) | invitro | #cK8.2 1 mol/L AL
b2 e
TLAN =¥ | h=sAP T | #1H0.02mg/kg | BERL
%#3H0.08mg/kg | MM E:0.4Tmg/ ke
#5H0.47mg/kg
Y51 H=T AV KK ]0.01,0.06, DR E RIS 2RI
(ECG) R4 0.36mg/kg (A2 7oL
[B1) %, 520l M#¢ | 0.36mg/keghf:MEIGH T, 55513
5. HIZ2[EOBERT Y — R & 7R3
(2l E M | Btk (bigeminy rhythm) 23, Z®
HERO—ETHl | 260 ERHEDE M 7wy
i) IR D LI, F523 TH[H
BRIZERD BT,
TS & 0.06mg/kg (2[E])
L AT JRHpH, J& SDF#Tvh KT ] 0,0.005,0.023, | F&EHZO~SREICRMENOHE
i, R EM 0.089mg/kg RRRICKIETHERRD LN
= 77
JRIPF R VLR O
T 3% HA% 0~ SR I By L 7=
23, DA (3% 514 8 ~24HERT) 1306k
YLz,
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(3) & D fth D ZE IR ERC

<HEZ>
. &5 - .
HERE A iyl o 58 ERE S
B Ut BHK invitro | iK1 pmol/L TN AT S RARICR T A5ES 7
L
68T AR in vitro 10 u mol/L FAEERZL
Tru—A | 77ar—AWH) | EELDLEZAR | KT | 0,0.97,2.9, M REIARIC I T DR HRE I
PEEIREEAL | IRAEALPE T — | KT T 14.6nmol/kg KT DTT— 7 FE A w0
WRIETHE | 7 RIZH T 5 | ~vA(FEhR LHLEI7HEBR | 0.97nmol/kgbh LD FETH I
bi| EH V— G EH) (e e DUT-, BRI TSR T AR E
%, B~ 2 L FR14.6nmol/kgfE T
O BA B L, mAE PTG
FEDA % Lo T,
KEPWROBRFFEBUIRT S, &
~ I NVFREETIIA AT AR F
KRA o —raA%2 -6 (IL-6)
mRNADFEBUR T 280 DAz,
WENE T ARV 7R KT | 0,0.97, 2.9, M RENRIZ 3T DFa N R IR
TurA B/ 14.6nmol/kg PSR WY/ Z NI = 1 2 of = S 4
I TN LHIFEISHEEN | =2 /VFR0.97nmol/kglh EDOEET
A (@hal)— (e e HEICEA L, BB& TR
EAREE) AIREYL <27 )L F R0.97nmol/kg

VL EORECA B Lz, MmiE
FTGREIX, E~Z L FFK
0.97nmol/kg FHETHEIZIK FL
7
KENROBAR TR BUEAT5, &
~JNVFREECITAMEREE | 8
E M OWEEICEGT58ETIZ
EENRRD I,
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2. HHEHER

(1) BE% 5 EHRER
('7172\ 3/1\) 51,52,53,54
i P 51 ¢ 55 (mg/kg) Kt & (mg/ke)
<A AN 0.1, 0.3, 0.6, 2.4, 12 12
~UA AR 6.9 9
Fvh M 0.1.0.3,0.6, 1.2, 7.5 7.5
Fvh #RA 3.75. 5 5
(2) RIEHE5EHRER
('7172\ ?‘)I‘\ 7‘7:7/(4}/]/) 55,56,57,58,59,60,61,62
o B e
B gg @5555) Wi | (mg/ke/ ) LR
- GH) | [ERARMRER R k]
0 EHVERAZ U BRI Mg A L2 Z
0.03 A—=2 DAL, FFEEORED
N 0.09 2 <0.03
0.45 EFERE AR AR CHIIR O I A K OVE B i s
2.25 TARAL ORI K
~UA IRPE R 2 T AR HE AN K OME Al i DI
0 MR RTA—=F DAL, FFEEOW
s ; 13 1 ;J/;&UHW‘U::—E‘/?@Z/J)\ JINHE R R
10 FORARCHRAIR I ke, 812 AR DILBR . Clliase
L ME LS = EE OB N
0 IRIE R 20 LT AR S HE AN & OME Al 0
0.01 A MIRAAL Y RT A— 42 J OViies RO 2L
iy 0.05 2 0.86
0.21
0.86
0 IRIE R 2 T AR AN K OME Al D)
b BT 00.011 13 0.86 A MIRAAL Y RT A— 42 K OViies RO ZEL
0.86
0 IRIE R 20 LT AR HE AN & OME A o)
o 0.03 0 0.6 A MR M IR AL F B ST A—F DI
0.13 [21] b, IREKZ R FRID APREE QNN fifas &
0.6 B0, + BTV —IROEX
0 RS _EPT AL
0.01
0.06 0.75
BT 0.21 2 GA2[E)
0.75
(B 2[=])
0 IEBEH 2 LT R B AR E IR K OVidies T &
H=TA 0.01 o1 DEAL
% BT 0.1 13 (i@élﬁl)
1.0/0.5 1.0/0.5 mg/kghf AR & UMEKHEEE (2 BEE L
(B 2[=]) TERAEIRA TS 2 R BE AL
0 IEER A Lo RE L OB EO D | ik
0.01 0.06 ) S MR AL R 3T A— 2 DOEAL, JRTE
BT 0.06 52 (A2 fRE IR E DAL, IesE RO 2L
0.36 [3.6]
(E2[a) 0.36 mg/kght : DWRO LT o VERIEE
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Q) EfnE SRR

(Z> b, in vitro

) 63,64,65,66,67

G AREDO AT B SRMRR D Salmonella typhimurium L ORFEORN) N7 7o Bk | ik
MERRD Eschericia coli % FAUNT=18 G 295K 78 Bl
B E TR Z S AT D AT U BER MR D Salmonella typhimurium K O2FEDR) 7k (=33
T BURMRR D Eschericia coli % F\NT-18 1T 225K 28 T3 BR
B R BN ) BRI e R B AR R [=4Es
W TR R e RS LY L SR A TV e R R AR R [=xEs
T O BEE A\ MG R ER [=4Es
(4) BARMERER
(FUR, Tvh)3738
TR | B B7& 1 BT w
(mg/kg/ H) g
FROR IR CHIfR IR 23 2 B TRl by,
M 2 0.0.3. 1.0, 3.0 M e BT T0.1 me/kg/ B (BRIRNEEE &
<A ' " 0 0L 03 Lo 10438 | Fee LU THIL3RE) Al K T0.3 mg/kg/ H
T (B RPR T R L & U CRIS.THS) K Cdho
FUIRARCHIR S A3 4 B Tl bz,
Fvh T 0. 0.0025, 0.01, 0.025, 0.1 104388 e £130.0025 mg/kg/ B (AR R &
FEELTHI0.31%) Kl Th o7z,
(5) EFEREEFERER
(Fyb, U =0 A1) 8444546
-t it Beh & L e
iyl PR o (mg/ke/ H) e 540 it S A
0.03mg/kg/ H LA LOHET, IB-FRIED
S - 2523 P~ BT, B RIE, $§%/Ej<ﬁ%if%&o“
P N Y N 0 .AM- Wﬂﬁﬁﬁéﬁ%@@ﬂﬁ%‘@%ﬁ%bto
== A0 RS 17 A T S KT LA ] - e A=
Sk R i 5 A B 0.01 e - A B AT i~ BHHAE M OS2 IR RE IS )9 D M &
0.03 e 1%0.09mg/kg/ H (EEIRIREE RILEL TR
(EFD) B i) g L
0.09 G20 ) 0.96%),
EFDIZ%f 9% 75 £130.01mg/kg/ A
(BRI TR B b &L GRI0.1M%)
SRFER 2 L= R DBR S 7o (K
0 PD K OFE PR 14 I R OB k7 i U2 S
. 0.001 . DI A BEFEHINA0.0025mg/kg/ B LL_E
79X | EFD AN 0.0025 IEIR6~19H O F B3 B 7
0.0075 MEFEVERLI20.001mg/ke/ B (PRI % &
e ELTHI0.036%)
. 81 ; SRR e LT BB K R T
D=t 0.075 w%@%E@fxﬂé‘bﬁ@ﬁfﬁﬁso.owmg/kg(3
F EFD Ay 0.15 IR E20~50 H HIZ1ED) L EORETRD B,
(3HICI ﬁiﬁ%‘ﬁ%ﬂio.owmg/kgg Hiz1E) (b
) PRBREE B L L THY0.81%) ,
0 0.075mg/kg (3 HIZ1E]) PA_EORETHRAL
0.015 YEH %ﬁbf:@%@ﬂﬁ%@ﬁ@ﬁ&
Iy EFD72 5 TR 0' 075 &Ui,ﬁsﬁﬁﬂ)ﬁﬁé&@fmwaﬁ&) YR
P HAR LY AN d 15 PRF20~140H | BH LVL0R/ NSV HHAE LA HEEL
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1. TESNETORTIRR
2025 4F 2 HBIE, R 21 pE CRE, To~—7, JWU=— KAV REH, 777 8 REER, A—ANTU T %) TIRTES
FANQAYR

(1) KE D RFAFXEP024 F£ 11 B)
A Novo Nordisk Inc FEFBAE 20214F

RF54 WEGOVY® FIH IR Injection: clear, colorless solution available in 5
pre—filled, disposable, single—dose pens:

+ 0.25 mg/ 0.5 mL

+ 0.5mg/ 0.5 mL

+ 1mg/ 0.5 mL

+ 1.7 mg/ 0.75 mL

+ 2.4mg/ 0.75 mL

Shhe 1 INDICATIONS AND USAGE
1 WEGOVY? is indicated in combination with a reduced calorie diet and increased physical activity:
- to reduce the risk of major adverse cardiovascular events (cardiovascular death, non—fatal myocardial
infarction, or non—fatal stroke) in adults with established cardiovascular 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.

Limitation of Use
- WEGOVY® contains semaglutide. Coadministration with other semaglutide—containing products or with
any other GLP—1 receptor agonist is not recommended.

R | 2 DOSAGE AND ADMINISTRATION
NEEE=R

CHE 2.1 Important Monitoring and Administration Instructions

- In patients with type 2 diabetes mellitus, monitor blood glucose prior to starting WEGOVY® and during

WEGOVY® treatment /[see Warnings and Precautions (5.4)].

- Prior to initiation of WEGOVY?®, train patients on proper injection technique. Refer to the accompanying

Instructions for Use for complete administration instructions with illustrations.

- Inspect WEGOVY® visually prior to each injection. Only use if solution is clear, colorless, and contains

no particles.

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

- Administer WEGOVY® 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 dose adjustment.

2.2 Recommended Dosage in Adults and Pediatric Patients Aged 12 Years and Older
Dosage Initiation and Escalation

- Initiate WEGOVY® with a dosage of 0.25 mg injected subcutaneously once weekly. Follow the dosage
initiation and 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 Dosage Escalation in Adults and Pediatric Patients Aged 12 Years and Older

Treatment Weeks Once weekly
Subcutaneous Dosage
Initiation 1 through 4 0.25mg
5 through 8 0.5mg
Escalation 9 through 12 Img
13 through 16 1.7mg
Maintenance 17 and onward 1.7mg or 2.4mg
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Maintenance Dosage

- The maintenance dosage of WEGOVY? 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 (14.2, 14.3)].

2.3 Recommendations Regarding Missed Dose

- If one dose is missed and the next scheduled dose is more than 2 days away (48 hours), administer
WEGOVY™ as soon as possible. If one dose is missed and the next scheduled dose is less than 2 days away
(48 hours), do not administer the dose. Resume dosing on the regularly scheduled day of the week.

- If 2 or more consecutive doses are missed, resume dosing as scheduled or, if needed, reinitiate
WEGOVY" and follow the dose escalation schedule, which may reduce the occurrence of gastrointestinal
symptoms associated with reinitiation of treatment.

(2) BRIN D 54 X E(SPC)(2025 £ 1 A)

2414 | Novo Nordisk A/S FIF 20224

=4 Wegovy 0.25 mg solution for injection in pre—filled pen Kk Pre—filled pen, single—dose
Wegovy 0.5 mg solution for injection in pre—filled pen 0.25 mg/0. 5mL
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 2.4 mg/0.75 mL
pre—filled pen Pre—filled pen, FlexTouch
Wegovy 0.5 mg FlexTouch solution for injection in 1 mg/1.5 mL
pre—filled pen 2 mg/1.5 mL, 2 mg/3 mL
Wegovy 1 mg FlexTouch solution for injection in 4 mg/3 mL
pre—filled pen 6.8 mg/3 mL
Wegovy 1.7 mg FlexTouch solution for injection in pre— 9.6 mg/3 mL
filled pen
Wegovy 2.4 mg FlexTouch solution for injection in pre—
filled pen

e 4.1 Therapeutic indications
Adults

[ESYES

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

Age (years) BMI (kg/m?) at 95% Percentile
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
Mk | 4.2 Posology and method of administration
N Posology
(055N =4 Adult

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). In case of significant gastrointestinal
symptoms, consider delaying dose escalation or lowering to the previous dose until symptoms have
improved. Weekly doses higher than 2.4 mg are not recommended.

Table 2 Dose escalation schedule

Dose escalation Weekly dose

Week 1-4 0.25mg

Week 5-8 0.5mg

Week 9-12 1mg

Week 13-16 1.7mg

Maintenance dose 2.4mg
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).
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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.

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.

The day of weekly administration can be changed if necessary, as long as the time between two 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.
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ENEEY N e 8.1 Pregnancy

(20244E11 1) Pregnancy Exposure Registry
There will be a pregnancy exposure registry that monitors pregnancy outcomes in women exposed

to semaglutide 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. Additionally, 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, and discontinue WEGOVY® (see Clinical Considerations). 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.

In pregnant rats administered semaglutide during organogenesis, embryofetal mortality, structural
abnormalities and alterations to growth occurred at maternal exposures below the maximum
recommended human dose (MRHD) based on AUC. In rabbits and cynomolgus monkeys adminis—
tered semaglutide during organogenesis, early pregnancy losses and structural abnormalities were
observed at below the MRHD (rabbit) and greater than or equal to 2-fold the MRHD (monkey).
These findings coincided with a marked maternal body weight loss in both animal species (see Data).
The estimated background risk of major birth defects and miscarriage for the indicated population
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
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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.

Data

Animal Data

In a combined fertility and embryofetal development study in rats, subcutaneous doses of 0.01, 0.03
and 0.09 mg/kg/day (0.04-, 0.1-, and 0.4—fold the MRHD) were administered to males for 4 weeks
prior to and throughout mating and to females for 2 weeks prior to mating, and throughout
organogenesis to Gestation Day 17. In parental animals, 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 the human exposure.

In an embryofetal development study in pregnant rabbits, subcutaneous doses of 0.0010, 0.0025 or
0.0075 mg/kg/day (0.01-, 0.1-, and 0.9-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.

In an embryofetal development study in pregnant cynomolgus monkeys, subcutaneous doses of
0.015, 0.075, and 0.15 mg/kg twice weekly (0.4—, 2—, and 6—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 (greater than or equal to 2 times human exposure).

In a pre— and postnatal development study in pregnant cynomolgus monkeys, subcutaneous doses
of 0.015, 0.075, and 0.15 mg/kg twice weekly (0.2—, 1-, and 3—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 (greater than or equal to 1-time human exposure).

8.2 Lactation

Risk Summary

There are no data on the presence of semaglutide or its metabolites in human milk, the effects on
the breastfed infant, or the effects on milk production. Semaglutide was present in the milk of
lactating rats. When a drug is present in animal milk, it is likely that the drug will be present in
human milk (see Data). 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.

Data

In lactating rats, semaglutide was detected in milk at levels 3— to 12— fold lower than in maternal
plasma.

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
(B DIAS 3FE)
(20254F1H)

4.6 Fertility, preghancy 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).
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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.

F—2r5U7 o | 4-6 FERTILITY, PREGNANCY AND LACTATION
o Effects on fertility

- The effect of semaglutide on fertility in humans is unknown. Semaglutide did not affect male fertility
(202445 H) in rats at daily SC doses of 828 1 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

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 20.0025mg/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 >0.075mg/kg twice weekly (>1.4—
fold clinical exposure at 2.4mg/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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8.4 Pediatric Use

The safety and effectiveness of WEGOVY® as an adjunct to a reduced calorie diet and increased
physical activity for weight reduction and long—term maintenance have been established in pediatric
patients aged 12 years and older with obesity. Use of WEGOVY® 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 studies in adult patients with obesity /see Clinical Studies (14.2)]. Use of the 1.7 mg once
weekly maintenance dosage of WEGOVY® in pediatric patients is also supported by additional
exposure—efficacy and safety analyses in pooled adult and pediatric patients.

Adverse reactions with WEGOVY® 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® had greater incidences of cholelithiasis, cholecystitis, hypotension, rash, and
urticaria compared to adults treated with WEGOVY® [see Adverse Reactions (6.1)].

There are insufficient data in pediatric patients with type 2 diabetes treated with WEGOVY® for
obesity to determine if there is an increased risk of hypoglycemia with WEGOVY® treatment

similar to that reported in adults. Inform 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® and during WEGOVY® treatment.
When initiating WEGOVY® in pediatric patients aged 12 years and older with type 2 diabetes,
consider reducing the dose 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® have not been established in pediatric patients less than
12 years of age.
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4.2 Posology and method of administration
Special populations
Paediatric population

No dose adjustment is required for adolescents ages 12 years and above.
The safety and efficacy of semaglutide in children below 12 years 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 management
(see section 4.2 for information on paediatric use).

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.
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