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V. JAEICEEI HIER
1. ShEER (T ZHER
JEAE
7120, T, BEE B E X2 BE RIS O W AR L, RIERE EIRIEEZ T TO R BRSO T, LLFIC#Y
THGEIZRD,
*  BMIA27kg/m*LL ETHY, 200k IR BE T A E A H 95,
. BMIA335kg/m?LA I
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AFBIZIB T DILWHIEIR D E 2T MBI EFRRTHY | HPRIE, EEIRIE S OITERIE D D EIE B OWEAE3~60 H & B AL
(ZEENE T D EpMHERES L, TR B IEOSE TH R E UL A IHEDUERHALNRNG AT, EWRIEEBE T8
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A AR 22 FAT O PERIEZ IR AR T AL (LU T JASSOHART A L) AITBW T, R AR 2 L HE LT 2N HE T b MLIAE
D2, BMIA25kg/m*LL BT, 2> > OB R 2V LB L | 8 242 (GBI L0 a0 U #E R I S D)
MR EZA 3000, UIOMRHEREEZ VT W@ A2 LR (7= ANE B RICE 227 — =0 7 CHIBIR IR g b i,
JEEBCTIR AT Ko THEE 2 WS 7 NIBAR IR ) LS AL TV D, 72, BMIBEINE | AR 2 B 35 A FE S0 % OE L 348N
IZBIE A B TR, B BEE S 5 A GHE DB UFE L #ITBMINS2Tke/ m* &8 2 5 LHM3 DA 2B O HIPHP L SHIT, D
& RV A7 R F DR <RDIEDRIRENTNDST, MAT, AARNTLL AL NIBARIU AL i, MPFERERE T | mifE, f5
BREEDOVAVRANEBEL, LMERBORIELILTIAIZBENEEZLI, 20U LOVAZEFOEFIZLY L EHE R
DFAET DIV R 32 205 TN T 2L DA 30D, L ELD | IEREEE DL, GOHHELA L, 7> OBMIA27kg/m* 2L ED
EHITITEDIR RO ADEEENL @B ZHNT,

PRI R BRI SR BN IR IR A T D ARE B At R E L, JASSOHTART A (2016) O CEF ST D ALTAE O 72 Wr 2k
YEIZRB WV T ES LD T O e 4 TR L S B A e i o | U O RN 3% E Lo, BB EER LR SIHERER THD
W7 IR (43823080) 12813 28 2hihE k VR &MEOBHEICE SRR E L,
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DRI BEINIEL, 43733 R Tlix, OBMIA27.0kg/m*Lh b T 2o @il E , 55T B E B 22 0 B AR el 2 Pl R e 5 L <1
& R BAEE T 25 XIT@BMIZA330.0kg/m?LL_E D BE | 43745088 TIXBMIN27.0kg/m?LA L C2RIBEIRIFZ A T HEBE ERREL,
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N—T M2 IR F ORI IESEREL,
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o7,

(1) MHAEREREE (2 S JRIP - IFTHEAE L i 72 L) 2 BUREFRAR 24.7%, 2 U FRIFLISL 41.6%, (2) JIEEL 5 iE - 86.3%, (3) W)L :
74.6%, (4) PRI IMAE - 96 JEL : 35.2%, (5) TREBHARYE £ :2.5%, (6) iMAEZE : 1.5%, (7)FET /Lo — LIERRIAMEITA &R - 44.6%, (8) A#%
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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,
2.4mgZ HINFHFRBR O MR A BICER E LTz, T2, B AR NEREAE B E 153 2 EE R HELSE ) B2 R 2720, 43825 Bk Tl
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BHPRIE K O E B RIEREAT T T O ARA
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[E] 5 3z [ 7R STEP 2 HA A OFAE A YEd ¥ )
(121041, HA A :1254) MAEBE AT, BB SBE SWATHEM
AR A TRV IR T T COAR2.4 mg (A1
2y N7 *SE R
I14H NN9536-4375 | @A E* I ARG HEBR S o ?ﬁgﬁgfﬁ’j MR ORI EEDT TR
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AL NN9536-4375 | i {4 ™ S NE i Bl & o iggi}gmﬁ’ﬁ PR OB DT TR ED
EpRSEFRR | STEPS AHEA BLIF) SEE IS, —E R 2B TR e

17




B FPRE R OEE PRIEREAT T COAHI2.4 mg
(A LEIE T 5 ORDIER R EEDOT T

EIFE NN9536-4379 | i AE™* I Lo 55 . e
ks O RED RS §
5] (R 4t [R] 3RS S N . N Apg—m 1
[EIR IR STEP T PR G756 AR B RT . AR 2B TR IR

©:FiERr O: 25 &k

sk EEVEA BT EERL TORWRBRICOW TR S5 A %%

3% A AR 25 O K UETII B 2% 4 975,

§ IRBREAR 5 AR OBt DS RN RV VT, HERFH & (2.4 mg) O TR RAIN & 53T,

§ § 4> £ (0.25, 0.5, 1.0 N7 mg) &1 ODHERF A R (2.4 mg) 25 Te 2 B 53R 2@ L i A RA1E vz,

T B IAE R iﬁﬁ&)ﬁ%ﬁﬂ& TR DH AN THEESN, B ER R EMERBRICBW TR E S HERESh T
% (IVILEDEREIZR T2 1. M REOHER QKRR TS T iRE 2)/EM 2R RSN OB ROZ
&)

(2) BR PR ER
DX #5385
VI SPEREICRET2IHE | OES RO L

2)QT/QTcikBxR (NN9535-3652345r) 11
TR ERE (16661, ¥ 5-HEBRE %) ICAHAN (0.25, 0.5, 1.0 K TN .5mea- i 1 [E]3# 5| 438 3> F EWi) %1638 [ 1 & 5-
L. DS A R Et U A R feE 1.5meD iE B CQT IR DI E 13 A b /en o7,

1) AN D7 éhf_ﬂ%{i& MEIFILLFDLBVTHS,
W AR, BT R GBI IR ) &L C0.25 mgh D G-ABAG L 1R R T35, 0% T4 B OMBE T, @ 1E]
0.5mg, 1.0mg, 1.7mg&0“2.4mg®“ﬁbli‘§%b‘ LAREIX2. 4mgZ @1 RIR TS 372, b, BEOREBIDEC THERET S,

NN9536-43825 Bk 2D L EX T —H I FES X, ztx%iﬂJ@QTc CRIE TN TR R AFNCEDQT MR | 725
N~ VFRORBEREEQTcE D FEMEIIFRD DR -7,

Q) AERGHERFER
[5. BIRRRE (DREERYRER 1) AMERGERBR OHSROZL

(4) BRELAOERER
DA ZhMERRGERER

OEMHRIFEMERER GR7 D7 ENHEHER) (NN9536-438254E8) '

xt % D EIMLE. N EE T TRE R R A L, > OBMIA27.0kg/m? Ll _ECEIMLIE, JEE B AFIEL LT
2BLE PRI H & 6D T2-D LAk o0 B |2 B 3~ A I B V% 5 X BMIAY35.0kg/m2LL_E oD fEf
JE BT 401651 (RAI2.4mg: 19961 (H AN 1 17961)) . AAI1. Tmg: 10141 (H AN :9241) , 7" FEAR:101
B (BAN :891)) , 2BUFE IR T BE 1T DN CIE, FERIFTHENE UL S BE DO IRIE N AR L E &0 % A]
REMENDHD Ll Sz B IR ST,

BRI B D BB R OEBRIESETT N COERROENER NEEWERFTT 5, 77 R ZHER
AT RE ] e AR

B 5 J5 1k o KHN2.4mg, AR Tmg L7 TR EZ 1A, 6838 [ FH5 L7, A#IL. B1E0.25mg T 5%
BHLAL . ANANL. TmeghE ClI 4 B LI B FEA9120.5mg. 1.0mg, 1.7mg~~, 2&%‘]2 AmghECIX4EMT E

IZBRPER120.5mg., 1.0mg. 1.7mg. 2.4mg~H &L 7=,

* 3 D N RTAUL R 68 IR E TOMRE A3 M O 568 IRF L% LA DT 2 22 pk L7 9k Bk

FEAE H FHOEEG

ES A o BE68IEFFIZ10%LL R EBD AR LT HBRE OFIE

gl W e 568 RFIZ15% LA EO MR E A & R LI g O FI G

R A B R AT PEF G568 B ETOMME, M E M NIFE T A—Z DAL

18



4 5 . BEEFHEE H CThHN—ATA DI G-68 I £ TOREZL R N O 5-68 1 I 125% 2L LD H
B2 LT R E OBIGICEAL T, 7RIk AAF2 Amg DR R ENT- (p<
0.0001, FERZRDZL),

AHKI1.Tmg Bt | AA| 2.4mg B 7R R
(101 1) (199 f1) (101 1)
N 86.1£11.9 86.9+16.5 90.2+15.1
~AAv DRk (10143) (1994) (1014)
. 77.8+13.9 75.1+17.0 88.6=15.5
5 68 WRFOKEKe) (98151) (19341) (100%1)
5 68 WHIEETD -9.9+7.8 -13.4+8.6 -1.9+59
IREZA{LER(%) (98451)) (19341)) (100451

T TR EEEDOREMZE ¥ ~7.52 -11.06 -

[95% (= fE X [H] [-9.62;-5.43] |[-12.88;-9.24]

. g A B 72.4 82.9 21.0
AL LB A (71/98) (160/193) (21/100)
TR EEE DAY A O 11.08 21.72 -

[95%/F % X [#]] [5.53;22.22] | [11.27:41.86]

A fiE HAE R S GEMmEIER) | B1E% L4 B/ R %)

a) ZEMEEE RO TRAEE %, LIV FH

b) #5-68 KT —RT AL DDA _E DR BB 2 LT R E OE A
o) ZEMTEEE AW TRAEZMHTESR ., B AT 7RI L0 HEH

REICBET 22 OMOFEEH | b, MR OIEE T A= D5 H Of A TRIC
NS

IREICBE95F DO FEAIHE H

. AH 1.7Tmg #E | AH| 2.4mg FE AV A4 5
B85 68 Ml (101 1) (199 1) (101 4)
. b 15 LA ) 41.8 60.6 5.0
i) (41/98) (117/193) (5/100)
. s A B 24.5 40.9 3.0
15% LA _E R B 22 R B & (24/98) (79/193) (3/100)

B A% (5% 24 6115/ FTATR 11 5%)
a) N—RTALUNB10%LL EORERE R LT R OF
b) R—RATA LB 15%0L DR TR F R LT R O F

PAN
(S)

PAN
(=)

M i K ONRE ST A— 2 B4 Rl 2H H

AH| 1.Tmg B | A 2.4mg B 77N R
(101 f1) (199 1) (101 1)
Sy 6.4+1.1 6.4+1.2 6.4+1.1
HbAlc (10141) (19941)) (101451)
(%) 5. 68 M -0.940.8 -1.0%+1.0 0.0+0.8
FTOLELE (98451) (19341 (1001)
Ry 111.7+26.2 111.24+27.2 112.7+29.5
2 N IR i pE (1014) (199431)) (100451)
(mg/dL) 5 68 IR -18.3%+21.9 -19.34+22.6 1.7+26.1
FCTOELE (97451)) (192451) (98451))
Ry 135+13 13314 13314
S5 2 I (10141 (199%1)) (10141)
(mmHg) 5. 68 I -12+13 -11£15 -5+15
FTCOE/LE (98451 (193431 (10041)
N5 A 8510 83+11 8612
PR iR (10141 (19931) (10141)
(mmHg) ¥ h. 68 W -5+10 -5+10 -3+9
FTCOELE (98451)) (19351) (100431)
Ry 207.1+39.9 200.4+35.6 206.2+36.4
ay aro— (101451) (199451) (101431)
Mmg/dL) | $&5- 68 HEFET -6.0=16.1 -7.8+12.3 1.2+12.2
DI (%) (983) (1934i)) (10041)
N5 A 124.89+33.53 | 120.60%31.77 | 126.96==31.50
(101451) (199451) (101431)
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LDE:ZT 5 68 WG ET -7.1+28.8 -11.8+20.3 -2.8+18.5
DAL %) (98451)) (1931)) (99%31))
(mg/dL)

HDL 215 Ry 51.7+12.3 52.2+12.3 49.8+10.9
o (101651) (199651) (101651)
(mg/dL) 5 68 WG ET 8.018.3 9.5+15.9 7.1%£13.2

DEALR (%) (98151)) (193431 (1001)

\ ‘ N5 163.654120.06 | 140.83+68.20 |154.70=-108.98
NZARYIN (1011) (1991 (10141)
(mg/dL) 5 68 HIFET | -12.2+54.7 -13.6+39.0 13.3+42.4

DEAL (%) (98451)) (1931 (99431

SR AR R REAfR 140

BIVEFIZ., A412.4mgRE1 0815 (54.3%) . AHI1. 7TmgFE6815] (68.0%) . 7T EARE2045] (19.8%) THisE
iz, E7RRIVER GRELLT-WBRE OBIA %L 1) 13, A2 AmeghE CIR(ERR24.1%, LM 15.6%, T
FRI13. 1%, WEnL7.5%, AAKIRHEG.5%, EER R HLK6.0%, AH1. Tmght TIE T H119.0%, {HH418.0%, H
i0315.0%, MEEASHLIR9. 0%, NEA-8.0%. MEE R 7.0%, LA B 6.0%, BAKIHERS.06 ThoT-, 7%
REETIX, BELLT-45E OE G 235% LA EORIERIZZRD BTz,

2P PR IF % A S72WERE IR MBI B 92 8 EH RIS o7, 28R E A T
LR O E R UL MUBHERE E (56me/ dLAR) SE MR M2 | Z 3k & S g o T=,

D BEWIEZETART AL 2016 TERSNDIEMIEO BRI EEICMIED 11 ORBESI, AANLNTWERE OFIEITROLERY,
(1) TrbEgErE S (2 BB IR - TP GE SR 70 L) < 2 BUBEIRIFG 24.7%, 2 BUBEIRIF LIS 41.6%, (2) I8 B 1E 1 86.3%, (3) milfLE: 74.6%, (4) /&
PRI AE 97 B 2 35.2%, (5) TEBIIREE 2 2.5%, (6) IUAEZE : 1.5%, (7) FE7 /L — LPERRIAPEIFER /B 44.6%, (8) H BRI & - R4t:2.5%, (9) P
S AR R R e R (A« NS ECH SR (R 2 10.0%,, (10) TEBhRRE AR 10.2%, (1) AET53 BEE B ks - 0.2%

1 2) FRZMR IS CRERE IR 22 I 5L 5) UMK MR R A AL MUBHE (M4E) 25 56mg/dL ARG OIRILEE,

O EFR £ E EN4E 5 ER (NN9536-43735ER) 1°

it £ © BMIA27.0kg/m*LL LT E, B EAE, PAZEVEMEIR REHEREUE R AED LI O M RE B AR
% XIEBMIAY30.0kg/m*LL_EOHLERFE 1961451 (A#412.4mg: 1306451 (H AN :6741) . 7*F &8 : 6554
(AA A :3341))

REBRTE © RTRELOSEBRIERIT T COARA OGN L L EEERTTTD, 770N R, “EHER
AT RE R b R

BHEHE o RF2.4mg XIXT T AEME LA, 68 L TG Lic, AAIZ, H1E0.25mg TG4 541 | 408
LI BEPERY1Z0.5mg, 1.0mg, 1.7mg. 2.4mg~HRLT-,

F O R=2TAU0BER 68N E CORELLFE K OF 5681 IR Z5% LA LD IR & 35 LI R

ST A 2H H HOEE

* 720 BBEE8EKRHI10% LA RO KRR A R L TR BRE DEIE

Al wom P 5681 IR Z 15% LA L O IR EID 2R L 7 kR OFI G

FEAME B N2 AN 568 RFECOIMBE, fiE & ONRE T A—FZDEA

o om . EERHIEHE THOHN—ATA L DD G683 I E TORBEAAL R K OF 568 IFFH %L O E

WD Z R LR E OIS ICBEL T, 7T RIS T DARAN2.4mg D EEME S R E T (p<
0.0001, FRZBROIL),

A 2.4mg FF WA A £
(1306 1)) (655 i)
e 105.4£22.1 105.2£21.5
NI DEE k) (1306 f4i) (655 f3)
. 89.0+22.7 101.9+22.0
B5 68 WO ke (1212 ) (577 fi)
5 68 WIKFETD -15.6+10.1 -2.8+6.5
IREZEALZR (%) (1212 i) (577 151)
TR L ORERIZE Y -12.44 ~
[95%{5 F5 X [#]] [-13.37;-11.51]
. b g A b 86.4 31.5
5%LL AR E D R EIA (1047/1212) (182/577)
T TR BEE DAY O 11.22 ~
[95%/ % X [#] [8.88;14.19]
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TR AR (R 2 GRREIEO | FI6% % 4 B/ REAm 5150

a) ZEMEEL O TRMEEZ MR, S Eatric iyl

b) $H68IEFII AR —AT AL DD, EDORERD 2R LT R E OFI &
o) ZEMTTEEZHOTRAMEZH TR AT 47 AR IV HE

REICBI$ D2 OMOFME H | M, E & ONFE ST A—ZZB T DRHfE B O R 2 TRIC

ey
IREICB 3 D2 DM O FTAHIE H
B 5 68 i Kﬁjgi': Eﬁ)ﬁ 7(«?5? ;ﬁi
0 LR EB e | S
st R ER LAY | 000 A

B A% (%24 15/ R 5
a) N—RATAUNH10%LL EORERDEER LI PR E OFIS
b) R—RTALEH15%L LR TR Z R LT R E OFIE

A E R OGBS TA =223 55l E

AF 2.4mg BE 7T REE
(1306 1)) (655 f51))
ATy 5.7+0.3 5.7+0.3
HbAlc (1306 1)) (655 i)
%) 5 68 IR -0.5+0.3 -0.2+0.3
F O/ (1197 1) (563 i)

" O 95.4+10.7 94.7+10.5
iﬁ'ﬁjfm i (1291 i) (649 f5)
(mgjdu P2 5. 68 WM -9.2+10.9 -0.4+12.7
FTOE R (1175 ) (557 4)

RS 126+14 127+14
g uling (1306 1) (655 i)
JF (mmHg) 5. 68 M -7+14 -1+13
FTCOELE (1210 f51) (574 1)
Oy 80+10 80+10
Prafi i (1306 1) (655 f41)

JE(mmHg) Beh. 68 K -3+9 -1+9

FTOE (1210 1) (574 1)

N5 Ay 193.4+38.7 195.8+39.0
ay Aro— (1301 1) (649 1))
Mmg/dL) 5. 68 -2.6+14.8 1.3+15.0
FTOE{LER%) (1196 1) (561 f41)

- N 115.30+33.23 117.14+33.33

LDI{;_:;XT Nt (1300 1) (648 f41)
(mg/dL) 5. 68 0.0+28.1 4.4+25.9
FTOE{LER%) (1192 1) (558 1)

- N 51.0+13.2 51.0+12.7
HDE_::XT N A (1300 f31) (648 f31)
(mg/dL) 5. 68 6.6+17.2 3.0+15.5
FTCOEALR%) (1192 1) (558 i)

‘ \ N5 Ay 140.99+80.54 | 146.36131.68

N7 IR (1300 15 (649 f51)

(mg/dL) 5. 68 -17.5+32.1 -2.8+33.9
FTOE{LER%) (1194 1) (561 7))

SR fiE = R e 22 AT 1550

BIVER X, AA2.4mgh£92651] (70.9%) . 7°7 & ARHE29561 (45.0%) THESIz, ERRIEM CGEEiL
T BRE DOFIE 5L 1) 1E, ARHI2.4mghE TITHEL42.1%, THI27.5%, WEHE21.7%, E5419.8%. 11k
ARE9.4%, ABKIKIEI. 2%, F5<U8.3%, fEIRS.0%, EAEHRIA7.9%, M ERIE6.6%, BHYE6.6%, 77 &R
T IR0 156.3%, THT12.5%, fEFAT.5%, MEIH:5.0%CTh o7z,

IR BEZ B2 H EHGIL, AKI2.4mghE T84 (0.6%) 1544, 772 RBETHH (0.8%) THHE XN
77
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O EM £ R FE M85 ER (NN9536-437458&) 1

Wb

IR LT HERE OFI A

0.0001, FRZHDZL),

xt % 2BUERRPI A T HBMIZN27.0kg/m* LA _E D PEERE 12104 (A A 2.4mg : 404451 (B AN - 4261)) | AHA
1.0mg: 4034 (H AN :3641) . 7" F&aR 140361 (B AN 1 ATH) ), B IR P MERIE 1L 05 BEAE D R FED
RLETE LR AIREME D 2 LTSN T B F IBRI STz,

BT . AERELOEBRIERIT T COABIORINER N ZEERad 5, 77 8RR, —EHER
A AT R bR

BEJE  AKAI2.4mg, AFI1.0mg L7 TR EZE 18], 68 F#E L=, AL, #B18]0.25mg T 5%
BHIAL . AHI1.0mght TI4H S LIRS AY120.5mg, 1.0mg~, AHA2. 4mg§$“( [ ] iR e 2
A9120.5mg., 1.0mg, 1.7mg. 2.4mg~H&EL 7,

ES B oo N=ZT7AU Db 568 R E TOMRBEEV R K OF 5-68 REIZ5% LA E ORI & 2R L 7o #R

FEATE FHoEL

ES 720 BEH6SHREZI0%LL EOKRERD AR LI HERE OFIE

Bl kR P2 568 HREIZ15% L0 EOR R Z R LT R E OFE

FEATE NR—=ATA L IPHE 68 ETOIMKE, K OHRE ST A—2 DAL

o om . EERHEE THHN—ATA L DD 568 I E CORBEAAL R K OF G568 BIRHIE% L DR E

BL T, 77 R T DARF 2. 4mg DAL REN T2 (p<

AHKI1.omg Bt | AAKl 2.4mg BE | 7T BREE
(403 1) (404 1) (403 f51))
N 99.0+21.1 99.94+22.5 100.5+20.9
~AIAYDERKY (403 f31) (404 f31) (403 f31)
92.34+20.7 89.6+21.0 96.8+20.3
B 65 RO ke (380f) (388 ) (376 B
¥ 5. 68 WHFETO -7.2+6.6 -9.9+8.0 -3.3%+5.5
IR 2L (%) (380 f41)) (388 1) (376 1))
7 TR BEE ORERZE - -6.21 -
[95%{5 #E X [H] [-7.28;-5.15]
AF 1.0mg BEL OREH] % ¥ B ~2.65 B
[95% {5 5 X [H] [-3.66;-1.64]
. et A 57.1 68.8 28.5
SUIL LR LD R 2 (217/380) (267/388) | (107/376)
T TR FEED AR O - 4.88 -
[95%/E X [H] [3.58; 6.64]
AH 1.0mg FELOAY AL © ~ 1.62 ~
[95%(5 #E X [ [1.21; 2.18]
S E AR 2 GRAMBIED |« F16% GZ 4 B/ FHm 61450

a) ZEMTEEEZNOTRMMEEZ 5B LB ric LR

b) B H-68MMFITN—AT AL MO, DR TR 2R LI g E DFIE
o) ZEMTTIEEZHOTREMEZAER AT 4y 7RI IR H

REIZET 2T OMOFAME H | M, M= N OREE ST A= (2B DRHliTE B O Rz FRIC

Y,
(REICE T 57 Do E B
¥ 55 68 IS Fom || Canen
0% AT R dovan | ames | arar
15%LL AR E D EE R (5;3'3780) (10205/.5?88) (123/.3?76>

FI5% GE 4 G115/ F1m 511550
a) N—ATAUNH10%LL EORERDZER LI HERE ORI
b) N—RTALNH15%LL DR B &R LT R E OB

22




I, T M ONRE 37 A— 22 B4 Tl 2H H

AHl1.0mg & | AAl2.4mg B TS REE
(403 1)) (404 1) (403 1))
R 8.1+0.8 8.1+0.8 8.1+0.8
HbAlc (403 4) (404 1)) (403 1))
(%) #1568 HAE -1.5%+1.1 -1.7+1.2 -0.3%+1.3
FTOELE (376 151)) (381 f31) (374 f31)
N2y 155.7+41.5 152.7440.9 157.9+42.1
ZE NG IR 1fn B (395 f31) (396 #1) (400 f51)
(mg/dL) B 5. 68 JE IS -36.5+45.1 -37.94+45.9 -2.3+53.1
FTOEILE (367 f41) (375 f31) (370 f31)
SO 130+14 13013 13013
YN 190 1, (403 1) (404 51)) (403 1))
(mmHg) ¥ 5. 68 FHH -3+15 -4+14 0+15
EAQAY YR (379 1) (387 f41)) (376 1))
AT 809 80+9 8049
PR (403 1) (404 f51) (403 1))
(mmHg) # 5. 68 JH A -1+9 249 -1%9
FTOELE (379 151) (387 151) (376 #1))
O 177.0+42.5 175.1+38.8 175.4+40.8
favaFa—n (399 1) (402 f51)) (402 1))
(mg/dL) 5 68 IR -1.2+19.6 0.2+18.4 1.8+19.0
FTOLELZFE%) (372 1) (380 f51)) (373 i)
AT 96.60+35.90 95.87+33.23 95.87+33.35
LDL abz2Fm—\ (399 ) (402 f51)) (402 f31)
(mg/dL) 5. 68 11.2+170.1 4.8+32.5 4.5+28.5
FTOEAER%) (372 51) (376 f51) (369 f41)
O 44.24+10.9 46.0+10.8 45.1+11.4
HDL abA7m— (399 1) (402 f51) (402 1))
Mmg/dL) 5 68 IR 7.1+18.2 8.2+17.0 5.11+16.3
FTOEAER%) (372 1) (375 f51) (369 f1)
- Oy 196.74+136.93 | 177.67+111.72 |181.70%105.21
VA4S (399 1) (402 f51)) (402 1)
(mg/dL) 5. 68 -12.3+35.6 -14.0%+40.5 1.7+57.3
FTOELFE%) (372 1) (380 f41)) (373 i)

R fiE £ AR (R 22 REAT 1)

BIVERIT, A2 4mghe25741 (63.8%) . AH1.0mghE222451 (55.2%) . 7T AREE12941 (32.1%) THE
SNz, ERBIER (BT REE OEE 5% ) X, AFN2.4mghE TIEE0:33.3%, MEH:19.1%, T
JHI16.9%, FERL13.9%, RAKIHIRI. 4%, ML E5.7%, MEEBIEA5.5%, AHI1.0mghf TITHEL31.8%, T
F117.9%, WRMH:12.2%, fEF410.0%, BEBIBGRT.0%, HILA E5.5%, 77 AREETIT THIT. 7%, Hl:6.7%
Th-oT,
TRAAR ML, AFN2.4mghE T U E ST, TR UL IR E (56mg/dLA ) i B K
MBI A2 AmglET 2341 (5.7%) 5144 . AH411.0mghET2241 (5.5%) 2941, 7 FEAREET 1241 (3.0%)
18 ST,

2) 2z = ERAER

MDA DMERGERER DRSO L,

(5) B - R AIFER

A EDRL
(6) s A e PR

DYBEFH AR AT (s SRR AL R O A Rl AL, i P Al e e ) | SO IRE R 7 — 2 N — A, BGEIR
& ERRABRONE

R o i A (SR )

@

=

Jo

EED H 20 ISR T DA O R GR O LM R A L2,
ATk g5
HRBH N i AR




Bl 2%

T EE B 100043
ThPREEE B B AR ORGP, O3 - OF S, B G EEEREONE ., Z2MEHE (F

HR (R, B GIEE | SVERES BERSMEIBUE ., DA RY A7 SRR E R AR | BRR
BAS) A ZhPEREE (HbALe, (REH%)

2EGRAAT L LTI T E DA ST I L 7R A - SRR OB
G BAN

() 0t
EIR £ RE SN RER (D ME 7 o b h LK ER : EX9536-43885K &) 1°
DML SR I R OO AR AIZE M A SO R BIREE B OREEE VA AL, BMI 23 27.0kg/m? LA E232 45 5 LI EOHERE 17604
FIE DR K 2.4mg BEITT TR RBECEEEA B AT L (RH 2.4mg:8803 I (A A A 177 1)) . 7&K :8801 #i (AA A :
180 f31)) . AFAN 2.4mg XTI T TR AR G-I B A~ MBI ER A EHE LT, 7235, 1 BUREFRP X 2 UM R O BEFE RS
HDLBREIIRI SN,

R P, AF - EHERESS, SEOTART AN T2 3 RIEE OO RIE BT HIEE S TL b,
AFNTHE 1[5 0.24mg * PTG ABIAL ., 4 WHEZ LIZBEPEARYIC 0.5me, 1.0mg, 1.7mg, 2.4mg ~H{E&LT-,

ARERIIR (in—trial BIERWIM) O P RAEIT 41.8 5 H TH-oTz, TEFMIE B CTHLIEMEL BT DT E2 LM E R HS5 (0
M 58, FEERSENME O B 2E ST IEEBEME N 25 Fh DWW 9 s) DI FID R ETOREEIZ SN T, 7' RICHTEARH
2.4mg OB RSN (p<0.0001, F{HIA EKAE 0.02281, TERE O TIZH),

AH| 2.4mg HE TR INP—RE
(8803 #3il) (8801 f4il) [95%15 #H X [#]]
AXUME (/100 A -4F)
FEFIEA
FTHEALCMERESRY | 569(02.00 ]| 70125 [0.801[0.72; 0.90]
EERLNE R FROMAMRER
U BE 223 (0.8) 262 (0.9) 0.85 [0.71; 1.01]
FEFSEIE AR ZE © 234 (0.8) 322 (1.1) 0.72 [0.61; 0.85]
JESFEE M AE T 154 (0.5) 165 (0.6) 0.93 [0.74; 1.15]

in-trial BEHIMOT —4, K FAME B OMEAEA BN DIEHETORFRNII T 5 — R R O XL, 16 ZE T RET5 Cox Hffil i —RE
TICEOHEE LT, #4521 U M RBLL D> TR 1, in-trial BURHIHIE TR CTITHEIE LT, ZEEHEE BIZOW L, il p 4 Cox HAl
AP —=RET MILDADT REICLO T, T RN & AT O R A BKHEZ o B BIEE W CIREEL . SRR RO —FEOMFa iR 2.5%(CHIfL
7

a) in-trial BRI DR EI DI B AL xR L LT,

BRIEBR T vy b — HAER BT D FE 20 M R FHROIEH E T DREH]

HR: 0.80
95%CI1[0.72 - 0.90]

SHEH TV AN
E=Y

~

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

Patients at risk

FHIE 8803 8695 8561 8427 8254 7229 5777 4126 1734 7

JSEARE 8801 8652 8487 8326 8164 7101 5660 4015 1672 59
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REIZPI T DRFAMIE B OFE RE TRITRT,

A2, 4meght 7T R

(8803451) (880145l)

N 96.5+17.5 96.8+17.8
N OEEke) (8803431 (880144
. 87.4+17.7 95.5+18.1

B 5104 IO R E (kg) (4741 (73788
5104 ETD -9.4+8.6 -0.9+6.1
IRE LR (%) (747441) (7378%1)

AN+ B R0

EEZBIERAIL. AH 2.4mg BET 253 61 (2.87%) . 77 BAREET 214 51 (2.43%) (RO BN, EAEERRIVER GEHR LI
BRE oEIS 0.15%00 E)1E, AF 2.4mg BETIIAEGEE 0.18%, AMEREFES 0.15%, TR 0.15%, 7T B REEClIaMEHgER
0.18% T o7, £/~ EEREMBEHL. AF 2.4mg FET 3 41 3 . 7T BAREET 1l 1 FRISERDBNT,

B, KRBT, TRTOERERAEFR, KOFIHELLHFEOAERER(BREOR G H IEICE T FEFE,
COVID-19 P28 EFSR FFEDEE TREFEFHG, AXUNHEDOX G LD ER K OIHIRIZEE T 5 H EHG)
DIHHEINELTZ,

T 1) 11906 1 (67.6%) 23 UM FEZEDBEFED A, 3134 1 (17.8%) IUZEHF OBEFED I, 777 51 (4.4%) DR EARE BOBEED A, L O 1437
%1 (8.2%) 25 2 DLA_ LD LE RIRB OB EEF L TV,

T 2) NR—=ATA IR W THEIMEZEPFL T2 A 1 14392 41 (81.8%) . IEE R EIELZ & OFL T2 B 1T 5157 41 (29.3%) Th-o7z,
TE 3) AFCTARINI-AE A BEOYIERER 581X 0.25mg THHA, RRERCHEA LI~ L F REHI O AR AZZOMEEROT-89 . ¥)
[E] 4% 58 13K R A & 0.25mg 75 0.01mg 720 0.24mg &7eo77,
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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 AR ME A A T AL NGLP-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, HAEMRICEKITS
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 EANC B SE 7BHK M Z W T, B~ A F R OGLP-15% BKIE M2 GLP-1 (7-37) OH . OV
FUNFREER LT, GLP-1Z FARIE L AMPHUH B AR L LTz, $72, EMMIET /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 7pL 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~ T 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& 5 L7, £
7o, B VFR(61.7 1 g/kg) 22 AIZ1EI26~28 A IR K T #5288 A I G lEb R ELTZ, SBIZ, B~ 7L FR61.7 1
g/kelE IR 1B A HIEL . 2 HICY B R RREOEEE 5257 70— (HIRAGED) BE2 % EL, IWit% 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 RBE DO CE N RO HAL, B v R ST IR B REL L T~ NV F R ERETH EIZZ< (p<0.01) , 7
NNA— A THER LA 2 3ib e~ 7V TF R G ECE BT L,

B REICOWUIRBHMEZEC T~/ VTR EEICLAH B BIIRO DN -T2 h, (KE TR B 5L i LT
HEIZRD Uz, HIRAGEERE R O~ LT R61.7 u g/kgDl@ H £ 5-FHIC BT AR ERD L, BRI LB T~/ LT
61.7 1 g/kgD1 H 1[A1#% G HEL RIFLE ThoT=, IEIAREIT B~V F RO | 1Al 55 T G R Ll U CTH B2 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 V¢ 7 va—2FE FTe~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

26



RE2HICIEER TG L(IE B 2.1 neg/kg. 3H B :4.1 png/kg. 5SHB.THH:8.2 pg/kg) . & 5-BAMAHN. R G#£1,
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,
=T ETIE, v a— A R AR R GBI AE D 120 D v a— 2 AR, K TR G A~ A F RO 5% 1L
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 SR 7- M A fH A RAE AR (DIO) 7y M, IR 13~/ VTR (1.2 L U1 u g/kg) &1
H1[RI78~79 H & T 5Lz,

ZORER, B ETTH HOERE K OR—ZRTA U DHONRERN, B~ NV F R & GR/ECIREHE SR L L TR B L,
IRERANIEIHENICH T DL D ThoTz, EHIZ, B~ AT RITREELIEICHEE KIEL, Ty MIFaal — A Ui
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 % 094 11 g/kgZ 1 H2[E) L, fiH#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 HEKER T#5- (1, 2, 3~5H BH TENE 140, 70 L TN50 1 g/kgz1 H1E) L, fiFH
BOIZEB T D~ 7 VT RO FHIEE NS — MBS LD 3R ITEA AT 7 I T FAf LT,

ORGSR, IEHRFERL, R TE (SR8, B NEIEE ., SB038%) | Icf% 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
BAMEEMEMR THH =2 — T FRY (NPY) BHEMIRIZE MERenillagk At Yo 20 OB EFRBLT DR~ 20D, T E
NEREEZED IR Z2/ERL  BRAFZAEIEIZEY <2 /L F K100 nmol/L TR AN HH:POMC/CART &
OBBAEHENENPY/ (77 —F B# 27 F ) AgRPAREDIE AL 2 5 L7t B, B~ 2 /L F RIZPOMC/CARTH# A& ML L
NPY/AgRPH#RZ A E T2 RSz,

HEMEDIO= 7 AR KT~ 7 L F R (100 1w g/ke) 21 B 1EI18 H R [ F#5-Liz, 7=, B~ L F R GRIZBIT 5K
EPNI IR T A IO B R A TR U7 IR AE R AR L, W BE4 1 B 1E18 H I F &5 LT,

ZORER, B~ NFREGRETIE, REITRBR 20 ORgE R SREL L L CH BRI L, BRI I 58I
DT DEMNFEDO O, IHIT, B AT REGRETIE, ZREICE T 5B IH MECART mRNARS B SN E I G-8E L
U CH BT, —05 . HITRAAEERECIX, ZIREICB T D REMEHEIEARP 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

HEMEDIO~ T AZEEBE 3~ L F R (100 1 g/kg) Z BRI TEG-L, & 5AREEM% ISR L . cRos& s ik b 52k
Yoyl e —NEMEBEIC L B3R T A A=V A VRH L=,

TORER, B VT REERECIE, AL, R EMRG ALEBIL., BB, 0 R, ROz, 55/ x4

R IE P RERESS CeFost 7 L s S iz,

HEMEDIO~ Y ANZHIE X T~ 7 /L F R (100 1 g/kg) ZHBIR T 5-L, # GARERIZ I AR L . cFos& Ly b= BI5 T
BE# A~ F R (CGRP) &% — HEAAEMARM L YL, cFos K ONCGRPIG MM 2 REEZTHELTZ, TORE, B~/ LT
ST/ NMEE T RENRD BN,
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(3) 1 FA R BR B5 i - s B R
<HE>
1) B RO Pk A1EH & OER Frfe e (7)) 28
WEMELYD 7 2\ ZIE I 3~V F R (4.1, 12.3300341.1 1 g/ke) ZHE 7 TR G L2, TOFER, &5 1~4H B OEEHEIT,
TRIEEREL IE L Ce~ L F R & 53 C A BR TR0 32 [ 23558 Bz,
FIREIS, MEMLYD 7 2R U3 e~V FR (1A B 411 pg/ke, 3A H:20.6 u g/kg, 5H B X OTH H :23.9 1 g/ke) Z & A
KR TG U, ZOFR., B~/ VT REGHECIIRKEE%TH BICh0 B EN R L,
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VI. EYBEICRETHIEE
1. e BEO R
(1) s LAt oh R
AL

(2) B PRERER THER SN I FIRE

D BRI B S R T % 515 O IR B RE (NN9536-4590585k , 4HE A T o plf) 24

JEGE R & Rt GUCA A LE], 2E M KE R T &G %OIRMENIE T 07 AV Uiz, AFNE, #1[H0.25mg TR 5%
BRAL . 48 EIFIBEC0.5mg, 1.0mg, 1.7mglk V2. 4mg~HE L7, & HIRIEIZIIT DAAIL.0mg & V2. 4mgf 5-FFD S B HE <
TA—H RO R EERERS & DL N IR T,

}EHE N ALJCO*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)
CL/F: BT ORIV T T A Ve/F: RDNT D540 KFE
) FR A (e IMiE — B KA
1207 —o— FH 2.4mg (N=29)
= - & 1.0mg (N=33)
2 100~
i
it 80 -
= 60 -
240 g TR
5 "'. Bpfen = —--____7______7‘____7___
= 20" e
0 I I I T I T J T T 1
0 12 24 36 48 60 72 84 120 168
B SRR ()

AR W TR M RIEL 22 DT I3 e BEMEIIRAF THLILD RSN,

2) AR
U —E K FESD
O HMNE AR E 681 A T W73 B DN D A ) IR A R0 72 | I EAFIVAHT I E RO TRERMI EL
WA FEME L7, BUAIASY UIAFIZ B, 2ERM R N5 Uiz, BRAAH #1%0.25mgk L, 478 MM T0.5mg. 1.0mg,
L.7mgk OR2.4mg~HE LT, BIHIAIZHTDAFND Cor, o2 CAUC 165 1, « DA D Lb RF/BIHIA) &2 DI E HE X
MlZ. 1.0mg1.10[1.02, 1.19] % 1*1.04[0.99, 1.09]. 2.4mgC1.16[1.08, 1.24] )% 1*1.05[1.00, 1.11] CTH>7=*,
L) JREELO0XIE3.0mg/mLASFe S 7o Hh 70 B R B B - RTRE e~ U B AZROBUAI, 1.0mg/mLELA % FIV"C0.25 % UN0.5mg,
3.0mg/mLIYAIZ FIVTLO, L7KRO2Amgh &5 Sz, RIEIE LT, VUV BkEZS NI U ATKAW, VrELr /)=
b, Tz =), KT N U A R OVER K Z STy GREELNTIA Y By 2 BT E2mg & [F#E) .
©  SMENFERHERE 6851 RFBRUT, A5 3 E72 D BN D AW F RIS MEA BT 572 | I EAEIV AT IEE R TR R
AR M7=, BAIBY T AF 2 A 1A, TR T U7z, BIsA A E130.25mgl L, 4 I#120.5me, Z D2 W%
1.0mg~HEELT-, 0.25mg# 5-HED BIFIBLZ KT D AN C o 2 O AUCo- 16D S D L (A / EFIB) &2 D90%{SHH
X[#1X1.10[1.05, 1.15] % O.08[1.03, 1.13] TH -7z, 2°
12) PREEL.34mg/mLASFRIA ST 7R DR A G- ATRE IR U A SR ORIAL, WAL LT, U UEBKEZ T R Y U ATK
iy, 7reLr s a—L T —b, KT N A EBEOVERAKE ST (FEU Yy 7 R TE2mg & Rl
B .
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7 — B T {EMD

@ HEEBRE 28BIA R GUT, B I VTF R GRAR THAHRZ ) OIRFEA R0 | 2RO EHRIE O RAI G EEL.Ome/mL & OE
F£0.68mg/mL) Z VN, ZAEH0.25meZ BRI R T 5Lz & O AW R A a7z, 1BEE1.0me/mL o> &I 259
ZI0.68mg/mLoD RF OB TR LD SR SEIED b SHEE B B OO0% S XN, S —Rf iy F i (AUC) ZOY
i S (Cra) TEIVEFLL02[1.01; 1.04] K% TR1.02[1.00; 1.041THY , MM A [R5 THHZ LD HERS
T2 GMNENT —4) 28,

(3) gt
LRI

) BE-HFRECTE
TV 22 =W (B Lo ISR TAHAER I OES oL

2. EMRER/NATA—S
(M B AE
NEGE R (T 30T B AE i F #5145 O S-EI B ST A—ZTOWTIE, AFIZ B 1A, 218 R RAE 2 FH#E- L, A#11.0mg (33
1) & 2. 4mg (29451]) $5 G- . e BER B 7 — Z 2 UNEEL . /o a7 S—h A MER W TREAT U7, REE S B BefEtT I
DONTIE, 3. RHEEM (R 2L —90) i@t OESBOZ L,

(2) BAR R
L E L

Q) HREEEH
TH I 8 Ha I T N3 Ln(2) /1 s e B e L CRLHE N D, NETHERE (T301T 2 M8 B2 T # B4 O3l A
Fil2.4mg (2941 % 5-I CIX 155 CTdro7=, ([VIL %%@Jﬁb (CBIOIHE 1. MR EOHERS (MR RRER TR S i
TREE DL PR B DAE B T 5% OB | ISR O KM ENIE T A2 2B DL, )

BDOITZUR
HE%%%&%@%‘&:W%E\@&T%&ﬁ?’ﬁ@%%iﬂﬁb\"?x Z1% . AHI1.0mg (3341) & UR2.4mg (294]) $ 5-FETlLFNF
0.0421./h}% (0.040L/h T 7=, ([VI. ZEREIZET2HEE 1. MPREOHE QAR CleRInziFEE DR
TR I B AR FE T B 515 O SR ENRE |\ FEd O ENRE T A—FE B RO L, )

G) N HERE
NGBR3 B AR . T G- 1% D3RI HE ST A— 213 AHI2.4mg (2941)) B 5-HFT139.8L T o7z, (TVI. SYEREIC
B9 2HE 1. mMPREOHE QKRR CHERSNZImFRE DIRMSRE 2D E K T 5% O3B RE | 1570
OGN EENRTA— 2 BRDL, )

6) 20t
AR L

3. BHEE (RE aL—a) BB
(1) BR#7 75 3%
R O Y SR D 11/ SR AV BT L

Q) ISSA—EEHER
RERE £ DO PRBRA % B b U C i S 7 [E B R B A R BR 3 FABR (NN9536-43827 Bk 12, NN9536-43737ABR S K (Y
NN9536-43747 8k ') 1236651 (5148891, ZZME147TH) M HIFHIT= 13676 D MAEFARIRRFE T — &% VT, REE 3R
WIEhRERRAT & FERE LT,
FHE F SR BhREARAT Xt R E SN PEBRE O A R H B CRSMELHIFH ], LT RER) (X, Fln2349.8[18, 8615k, (KEA3101.2
[54.4, 245.6 kg, BMI336.4[26.5, 83]kg/m?, ~X—RAF AL TOHbAlcHY6.6[4.1, 10.6]% Th -7z,
RNFOEH VT T A(CL/F)IZKRT A EE LT, R, A (18~645%, 65~T45%., Tombl b)) AFE(A A, BA-T7
UBFRT AVAN, TAVI SRR TIANAER, BARN, BRALSNOT VT N) | BffE (A =07 - F57 FiFtLAgh) | I8
# ., eGFR (mL/min/1.73 m2) (9024 |, 60~89, 30~59, 15~29) , ¥ 5-¥0Ar (BEHE. KBRES. Fe) « ARG ORLE (IEH . BTk
JRIR . BEIRIR) | Wa R A ER (NN9536-43827 5k . NN9536-437373 8k B NNN9536-43747808R) 28, BMT DI3Ai 544 (V/F) IZ%4
BB BEL U TREEAHISAATE 7V EF APRERINT, B BIZ O TEEHAEIC LR L7 S 5. CL/FICR LT
PERI AR, RTE ., BRSNS, V/RISH L TEREN K ET VITH AT,
TIVET NANLELNI I BOMFT ORGSR, KENARIEOIEY BB L KT EHER THHEE 2 DL, KEHR
100kgDHEERZE TR L, T2kg e DN 42kgDPEERE TIL - IME P ASIRIR FE A3 1. 3345 I N0, TAf5 L7 DT LD HEE STz,
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4. |RIR
S E A fHER A 10T ASHN0. 5mgA BB iz R 5. LT- L X DRI AT T _AFE VT 41Z89% Tdh o727,
EGHE S DO YRR 2366451 (B ANA08H) %%t S LT RHE MY B REARAT O JL . AK% Bara s B 5ERAL (0, RBRES R O E
ENZRE G LT & | JEEA~DOF G539 KBRS M OV EBEE~ D 5T TE F IR BE D AFKINGE R B D L O HETEAE K OR90% (S HE X fi
13, 0.99[0.96; 1.01]%710.99[0.95; 1.03] Tdh -7,

5. 9
(1) 5% — R BE P9 @@
M EL
<HE>

T I NVF RO, SHTT b LTt~ VT RO 52175727 M O TREES VTV D, Ty he HWZE
BHEE A — T4 7 T7 40— (QWBA) RBR TlE, B~V FRIZR R ORGE L B I KER ORARICS A L, M2 B NS
fili, BB, oK OV TR O XA 7R M O L\ AR B L~V OB BRSO BV, MR E L LT, iR ORI I
UL O RETREUNFAER T, BRI 5% (2K — MBI 28 U ie e~ 7 VT RO GAA N IRER THHZEN RSNz, KA
P =N, TIVT I DA RF = b= T DLOTHD,

<HE>
WS~ SN TF R e~ T AR B LT BETND ., B~ 7 L FRAMEER ML s HGLP- 152 K 2N R B4 AR R T, ik,
@& QT NSO IR BFIET DI E B PR E 25 T, FrERR MR CEBERE T D2 e BIEI N TS S,

(2) &k — AR BERAPT @@ T
MY ERIRL
<H#E>
HHRZ Yy MZBWT, *HTF LTk~ VT RO, IETREIM IC B T o oML [Fk ChoTe, B LT RO
Jie VAR ~D AT, PG L 72 2R A TREM O I LD BARL ~L (%K) THHZED RS, ZOTENG, S EL
O AREIRER THDHZENRIESND,

@) Et~DBITH
M ERRL
<HBE>
HTT LU TR B~ I VT R 2 53N TR T TR, D BEO B~ VF R R O~ 7 LT R BEYE O HEft 237t
U BV (FFEhM ME L LEERL T1/3~1/126%) %, FER L~ VFRREETH o7,

() BB~ DB ITHE
LRl

(5) 2D DI A~ DB T
R T

(6) MIFEHIESE
AHNDIMIFEF DT VT AT D in vitrofE & ZRIZIIHE Th 722930,

6. st
(1) FCBER AL B UM AR R
SHTT AL L= AHN0.5mg a4 [ A ERE B PER SR TR HIE R TR 5 Ui R ABNT AT FREROZ S5 iR
IBENEEMISHD B BR{LIz X R s b RSN IZ5,

Q) REIBEE5IIER(CYPE)DHFE. BFEER
AFNL. CYPAH FHEICKR U TR FRREE 22 5558 (CYPLA2, CYP2B6 K TXCYP3A4/5) A\ T BHE /T (CYPLA2,
CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6 % (RCYP3A4/5) & =& 72ho 7= (in vitroiklER) 3233

Q) YELEENRDEERVZDEE
MU BERRL

4 REMOFEOEERVEEL., FELE
MU BERRL
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7. Bt

(DBEM AR AL R UV HERE
T~ VT R E O LY IR K O FETH T,
<BE>

SHTT~IALLTEAR - ENZE TV B O 1120.3 mg/kg & (N0.03 mg/ke?D F & CHAAIFZ TR G- L7k R, R &k O HE
MERITZNZENT YN TIT.3% K TB4.5% (54T H) | /L T30.3% L U20.7% (B 5414 H) Tho723432,

Qi =

SHTTELTEARFNO.5 med S EEL N HEHE S PEREBR AT (1 BEIBL R T 55 L7 R, o6 S CORE T UM BEIC /T2
R PR O O U HE BRI 53, 0% OX18.6% Gl o, M S HUHREDS B ARFIARZE RO R HUREDRIE 123, 12%C
B,

Q)
LBl

8. SV RR—4—IZBET B1EHR

AHNL, BhRT o AR —%— (P-gp, BCRP, OATP1B1, OATP1B3, OAT1, OAT3 & (ROCT2) {5t L CHiIR - RAREE 22 5 2= 1E
ZIRERDNo 7 (in vitroakR) 28,

9. BMEHICKDMBRER
ZMEERL

10. BEDEREHETHESE
(1) B e EWEREICH T 2EMENRE S E A TORKE >
BHERERE E O IE D RIRAWERE (LT F = 7V T T2 A (Cer) IZE D53 38) 12T AAHA] 0.5mg MR E T 5% O EES
R B RE )N IE 72 (Cor 80mL/min #8) LHLBHRFS L7 AL FIST T,

AUCqint Crax

B HERE LD HEE fE LD HEEfE

[95%(E 4 X [ ] [90%{E 4 X [ ]

B/ B 0.99 0.90

(4% : Cer 50 #8~80mL/min) [0.85;1.16] [0.73;1.11]
HhEERE/ IE R 1.07 0.79

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

(FE £ : Cer 30mL/min L F) [0.97;1.32] [0.70;1.06]
KW/ B 1.10 0.82

CR¥: MigaENT 2 LB DHRA) [0.94;1.28] [0.66;1.01]

BREERATH: IR 14 B, B 10 B, HRAERE 11 Y, SEAE 10 B, SR 9 4l
T LEDOHETEAE K O 95% {5 H5 X [ S0 90%15 #E X R, 4R n, MERI M OYRE CRiRE L7 e M 12 IE-3<,

HET e S5 DA R AT 2366 B (H AN 408 ) 256k e & LT REER S B REARIT ORGSR, BAARREDS I 7 7 B |09 D R L B b
REREE 2 T DR K OV 2 FE R RE R 5 2 2 B 0D RE IR RE D AH IR 5 5 0D FL D HETE A J U 90% (5 HEL R I,
1.04 [1.02; 1.06] % T} 1.07 [1.02; 1.11]Td-o7z,

(2) FFREEEHERE IS T2 EYBE GE A TORE) ™
A RE R DR FE 0D J72 21577 (Child-Pugh scores (ZH:-3< 535 IZ361F 2AH 0.5mg HHIBZ T 5-1% O3B e % | FTHkRE
DSTE 7o R L HLBRET L TR SR A LA T IR,

AUCq1s Cnax

FFFgHE e oHEEE o HEEE
[90%(Z #E <[] [90%fE X H ]

B/ IR 0.95 0.99

(1% £ : Child-Pugh 2345 A) [0.77;1.16] [0.80;1.23]

MR /IR 1.02 1.02
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() ER BRI LT EF ST 28, THEHTERHTLWSOZ LT EFERNRVATT 2L,
FHATT T EFICT 2L, RIFALEFEEVIC IV IE T ITER TERWBENDL DD, Fio. FEAIORRE LR GHED
A EI2DZENBHD,

(3) =Ny P OREE BB ALY R PITIRHEA BHLND LD DD, Tz, TIPS E AT 5L
D%, ZNHDIIRGEIERLRVI L,

12.

(Fat)

(1) AFNLABDFEHN 2R A LN &, AFNIMOFERILDIREIZID, Ko B3 oBEn D5,

(2) RS S ARANTIAE LI EEORE T, L LUTRE LG G0, AR GBI A L2565 $# 05
INDRIRRMEN DD, ZDIDIT, “TLEAR 7L EANAE ORICREINAETTY, “Uyir— () "3 s i, 71—
Ry PRIZRIEA TETD T D, ZORER, BRELIZBO I o120 D58 0505, FKP NI L2dy, ik
RENZEACT 25 B 005, o, EHREOT TEEAEEY, $EEEVE BT IENHD, ERETOEHEER L EO
SREEDME R L, RO IBZ N DT | FHENLTEL IR ADIRK ER DT LR D%, YDIRR LRDIEN DD,

(3) E . AFNTHE AT T ORWFITHLD3, EHRICES LI B S5 ERIFD R E) TR T2 8 IR I
BNECDIBEND DD, Fio, B EARZ A UTRIE T2~ T2 558 I — )y PN IIE A S %
ZEWR DD, MEDOWHNIVIENE LIS AT, AT LV DI ;T 5L,

FDHDEE
(MESERERICEDER
FESI TR,

(Q)IEFGREERICE OCIER

15.2 JEERERSAERICE D<IEIR

TSRO~ 2N EBIT 5 2 FERIBAFMERBRICE W T, R EZ FRl15 MR (FREER A& TO AUC iglcks
WCTYTIEER FIRARMOEZDEHTES, ~UATH 0.5 %) T, FIRAR C AIIEMEE O R ABERE OB IR 5
NI EDHREDH S,

FORIRBEAEE O BEIE D& 2% B3 K ONFUR BRBEARE SUX TN /0 WIIEE 2 O FIREOH 5 AT 5, AAl
DLEEMIIMESLL TR, [8.6 BR]
(PR

Ty NN AT D2 B A RBRIZ IS W T BRI 2% TR HE T, FRRCHIEIERE 378D 5T\,
IR VT A AT TIERE LT AH =X LR S OB TR LY . =7 RET Y MR W TR 5% IS F RSN - CHl i EE
IFFERBFHFEMEICLDEITHY, vV AR OTy NCIHFRTRE D S O3 YL R e S TIRUESE MEDMEW CHERE O GLP-1
ZREENUTAN =X LR THZENTREN TV,

HARADBINUTZ3->DOFIIHZER (4373, 4374 % UM43825858) 128\ T, FARIRBERSE OB 13720, LOLARAE, AR
JIRBERRE D BEE D32 BB K OV IR IRBE R ST 25 N 3 WANEISHE 2B D FIRIE D 5 BB E X AFI DB R BR D DR
AEITEY, RFNOL M THELL TR0,
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X. JEEGPRERERICRE9 HIER
1. EEHER
(1) EXhF AR
VI, BRI 5B | 0HES M

(2) REMFEEHER
R B o e oy
HRRZ AR R Irwinj: SDFHZT b KT | 0,0.001, 0.022, | 0.001, 0.022mg/kg: E/ 2L
0.095mg/kg 0.095mg/kg: 4% 5-142, ARFfE]IZ 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) 084me/ke PR - 0.084mg/kg
DA SR LA 2
Frx/URHE | HEK293#08d | in vitro | 7.8 umol/L 22N
AR
ISEEALEE | RO
BERFNC KT | T Axr i) | invitro | #cK8.2 1 mol/L AL
b2 e
TLAN =¥ | h=sAP T | #1H0.02mg/keg | BERL
%#3H0.08mg/kg | MM :0.4Tmg/ ke
%5 H0.47mg/kg
Y51 H=T AV KK ]0.01,0.06, DR E RIS 2RI
(ECG) R4 0.36mg/kg (G2 el
[B1) %, 520l f#¢ | 0.36mg/keghf:MEIEHT, 55513
5. HIZ2[EOBERT Y — R & 7R3
(G2l E M | Btk (bigeminy rhythm) 23, #®
HERO—ETHl | 26 ERHEDE 7wy
i) IR D LI, F523 TH[H
BRIZERD BT,
TS & 0.06mg/kg (A 2[E])
L AT JRHpH, JR SDF&RZwh KT ] 0,0.005,0.023, | F&EHZO~SREEICRMENOHE
i, R EM 0.089mg/kg RRRICKIETHERRD LN
= 77
JRIPF R VLR O
T 3% B0~ SR I B L 7=
23, DA (3% 514 8 ~24HERT) 1306k
YLz,
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(3) & O fth D ZEFEFHBR®

<HEZ>
. &5 - .
HERE A iyl o Behg ERE S
B Ut BHK invitro | X1 pmol/L TN AT S RARICR T A5ES 7
L
68T AR in vitro 10 u mol/L FAEERZL
Tru—A | 77r—AWH) | HEELDLEZAR | KT | 0,097, 2.9, M REIARIC I T DR HRE I
PEEIREEAL | IRAEALPE T — | KT T 14.6nmol/kg ®T DT T — 79 2w AE T
WCRIETHE | 7RIS T2 | ~VA(EhR LALIEN7EBKE | 0.97nmol/kgbh O BETH ZIZIH
H EH V—BHGER) (CEies DUT-, BRI TSR T AR E
%, B~ 2 L FR14.6nmol/kgfE T
OB FIRA L, MHE PTG
FEDA % Lo T,
KEPWROBRFFEBUIRT S, &
~ I NVFREETIIA AT AR F
MOAH—r A% -6 (IL-6)
mRNADFEBUR T 280 DAz,
HEPE T ARY IR KT 0,097, 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)— (CEes HEICEA L, BB& TR
EAREE) HIEEL 2~ 27 /L FR0.97Tnmol/kg

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

(1) BE% 5 EHRER
('7172\ 3/1\) 52,53,54,55
i PEGARRRE ¢ 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}/]/) 56,57,58,59,60,61,62,63
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[=]) TEBAEIRA T D 22 BEBE 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[E]) 0.36 mg/kght : DWRO LT o VERIEE
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Q) EfnE SRR

(b, in vitro) 8465666768

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)3830
TR | B B7& 1 BT w
(mg/kg/ H) g
FROR IR CHIfR IR 23 2 B TRl by,
B - 0.0.3.1.0. 3.0 MM R I MET0.1 me/ke/ H (BGIRRER &
<A ' i 0 0L 03 Lo 10438 | Fee L THIL3RE) A, k0.3 mg/kg/ H
oy Ty (B RPR T R L & U CRIS.THS) K Cdho
7=
FUR IR CHR IS 234 B TRl b=,
Fvh T 0. 0.0025, 0.01, 0.025, 0.1 104388 MEFE M B130.0025 mg/kg/ A (R IR T &
FEELTHI0.31%) Kl Th o7z,
(5) EFEREEFERER
(Tob, UV, D=7 A L) 44454647
-t it ELEN 4 L e
iyl kbR o (mg/ke/ H) e 540 it S A
0.03mg/kg/ H LA LOHET, IB-FRIED
S - S5 [~ AN iﬁ:@:t %ﬁ%ﬁ/ﬁj@%ifﬁé&@“
TR O Ol mmira MR FE BLIREERRELL,
Sk VR B 2 . 0.01 i B4~ BINRE K U2 RIS T D g &
0.03 e 1%0.09mg/kg/ H (EEIRIREE RILEL TR
(EFD) B i) g L
0.09 G20 1) 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 E520~50 H AIZ1ED DL EORETRD B,
(3HICI MEFEMERL120.015me/ke (3 A (21A]) (B
) PRBRE B L L THY0.81%) ,
0 0.075mg/kg (3 HIZ1E]) BA_LERECTHRFAL
\ 0.015 Vﬁﬁﬁ\%ﬁbf:%%@ﬂﬁ%{{ﬁ@ﬁ&
Iy EFD72 5 TR 0.075 &Oi,ﬁsﬁﬁﬁ)ﬁﬁé&@%buﬁ%afa&) YR
. H AR O KT ITFIREE20~140 H T L0/ NEWHTAE A HPEL
Fr z 0.15
HABORAE GBI 7o
) 7 ) %0.015mg/kg (3 HIZ1E]D) (s
PRBEE B & L THY0.50%) ,
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(6) RF RSB
(43¢, 72)%70

i P R BEE R
p— 1.35 mg/mLEKIZ | #5580 RS IR BT A E - 13 G ED N
& 0.06 mL/JC UL DL DEE 2 BB DL RNRD BT,
. e 1.35 mg/mLE A%
VAR HIRPN 0.06 mL /I
1.35 mg/mL U544
Bikry 0.06 mL/Jt
Sy . 10 mg/mL A5 % KRB ZR D DI ), F7 13 5 CORM~
0.2 mlL/Jt B HEDIIEME RSO N A RRD DN,
) 2O DK ESH
AU ERRL
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X. BEEMEHICEHTSER
1. BHIRS
U= FESD,/ = — b FEEMD

%%

Al BIEE TR R RO ZICIO T2

ARSI

2. AR

7= —E R T 0.25mg SD

7 —E" T E0.5mg SD

7= —E R N {E1.0mg SD 24 5 A

U —E" L Tmg SD

7= —E R N E2.4mg SD

7T —E YR T 0.25mg 2 1.0MD

73— R FH0.5mg Xy 2.0MD

U —E O FELOmg~3y 4.0MD 36 # A

73— T L Tmg X 6.8MD

73— T E2.4mg < 9.6MD

3. AERETOEE
WG 28T, 2~8CITARAFE

4. LW EDEER
<OIJ—E°"KTZE SD>

20. IRV EDEE
fREER SR LY L, SRS RE T, MR (2~8C) IR E 3224,

AANTHERATF T Do AR LS H LT 8 IR A 0 D3 DI TR,

<Hd—E°KR T MD>

20. L LDEE
it I B AR TR 1 TG IS TR (MR (2~8C) bE o) ICRE L, 6 MM LINICHE 97224,

AFNTESRAE THD,

5 BERITEM
BAEREIRMTAR DY
<FhoLEy s By
Z DA B T E A

3 — 2 IR B B Y (RMPOU A F/ IMUIEBN D 7= I /ERL S U= B 44)
(1. 4. WEEREHICERIL CTRATRERE ) L ONX . 2. ZOMOBREEEH OESMOZ L

Bl i/ R s St
[XT. 2. =Moo BEE R OmSRDZ L

JA—ECH AT —
[XT. 2. ZOMOBEERH OESROZL

U Ay I AR
[XII. 2. ZOMOBhEEEH OESEOZ L

=R AR
[XT. 2. ZOMoBEE R OB DZ &

M A AR
[XT. 2. ZOMoBEE R OSSO &
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. R—m5 - EhEE
ML

. BEREEEAR
2017412 H5 B CKIE)

CRERTARRFABRVEARES, EMBELNHEFAB, RETFBFAR

R e T SHEAT 2 VB G MR 7EBR bR
AFERA B FEHA EHH
7 —E" TiE0.25mg SD 30500AMX00105000
7= —E R F#0.5mg SD 30500AMX00106000
= —E R F#1.0mg SD 202343 A27H | 30500AMX00107000 | 20234117 22H 20244E2 122 H
= —E R 1. Tmg SD 30500AMX00108000
= —E O F1E2.4mg SD 30500AMX00109000
2 —E PR F0.25mg~2 1.0MD 30700AMX00001000
= —E O F1E0.5mg < 2.0MD 30700AMX00002000
U —E R F1EL. Omg~3y 4.0MD 2025%E1 A 150 | 30700AMX00003000 | 20254E5H 21 H 202547 H 18 H
72— FiELTmg Y 6.8MD 30700AMX00004000
72— R FE2.4mg > 9.6MD 30700AMX00005000

HEERFHREM, BARVARZEENEOEAARUZORE

B

YL

11. BETHME

&=L B FEESD:

10. BEERR, BIEHRLRFABRVEOAR

20234E3 H 2T A/ 6202743 H 26 A

72— FHEMD: 2025451 A 15 A A 52027423 H 26 H

12 I RFEHRICET H1FHK

o  FEMEHHEETARNT A B VTR (BEEZ) RFE4 7T —E R TiE) Tk, BARANERISELZERR
BRI NT, AFN D68 [ A8 2 D AR L7\ Z e b, AR DB 51 TR K68 L2522 LEN TV,

13. &fEa3—F
B4, Eﬁe%@ﬁ%ﬁﬁﬂ%@ {EIEIJIE%D%?~F‘ HOT(9#f7) wzz“b%'é%@ﬁf
W EIR T —R (YJ72—R) &5 VAT AT —R
= —E B F{£0.25mg SD 2499418G5023 2499418G5023 199271701 629927101
= —E R FF0.5mg SD 2499418G6020 2499418G6020 199272401 629927201
= —E R ¥ 1.0mg SD 2499418G7026 2499418G7026 199273101 629927301
= —E R L. 7Tmg SD 2499418G8022 2499418G8022 199274801 629927401
72— F{¥2.4mg SD 2499418G9029 2499418G9029 199275501 629927501
3 —E R F10.25mg~2 1.0MD 2499418P1028 2499418P1028 199348601 629934801
3 —E R F1E0.5mg % 2.0MD 2499418P2024 2499418P2024 199349301 629934901
73— FiEL.Omg~< 4.0MD 2499418P3020 2499418P3020 199350901 629935001
73— FiEL Tmg~3 6.8MD 2499418P4027 2499418P4027 199351601 629935101
73— FiE2.4mg 3 9.6MD 2499418P5023 2499418P5023 199352301 629935201

14. RIRHBHH LOFEE

SRSAELLA 21 A ATREESE 112155 152 A6 55848 TR 5 I At i e i (1 3671 00 A (B S ) D — ER R IE & (2o0

TDIZLL T O EFEHNPIRIILTNAD,

4 FAGHEEDO — BT BEFHII SN T
(1) = —E B F{E0.25mg SD. [A1EZ T 1E0.5mg SD. [ASZ F{%1.0mg SD. A2 F{E1.7mg SD K OV 2 T iE2.4mg SD
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O RBANITNAT AR T FR-1ZFIET T=ANTHY | RKRF| O B IR AT CNDBEE IR L THREE AT
Te G, BRI O 5E J7 1k CER0MEIE A 5788 5 R E559 5) BIZRER — R AL oW o A gz (DL FTEREREGE ) &
W, ) KA E S TCI01IEE H CHES RS A BRI A RE TE5H DO THDHIL,

@ ARBANIETEAS— BB DX N ChHT | EREFE K 3E S CL0L7EE B CEFREEF IR 2 B ET 254,
ERAEEE X3S [CI5 L IEAZINE K O C153 ) FEAZRAES SN E I HEE CE RO THLI L,

AAISEELLH 21 B AT PR EFE 1121852 55 A4 57 By R s [ St iRl (TR E O RIRE TR A 08~ TR (|
fnFiiH R ) B ARD Bl B FTHHEE T AR T A > DRE I B EFIHIC OV T LU FOREHFED RSN TV,

(1) U= —E & FH0.25mg SD, [AlfZ F£0.5mg SD, [ FiH1.0mg SD, [AfZ FiEL.7mg SD K ONAIE FiE2.4mg SDIZ-DU
T, B FHEME D A RTANHE AR ORI T 21 S+ BT 2 EToM, ALK O BEA 8<%
FHZEDHIFSNDBE L TR AT DEE01C, REA ST BILIZ BT S B2 A L D2 LN AT e — 1 OB A4 1=
FTEFHEECHERT2I0+EETHIL,

(2) ARBH|DOZhEEXITZhRIT,
[ e i
722U, i B S RE SU X 2B RIS DWW TR A L, B EERIEE T Ch H a7 BT,
PUFIC#E 35561215,
‘BMIA327kg/m*LL ETHY | 20LL EOEICRE TR EZ A 15
*BMIA335kg/m?LA L |
LEENTWDD T ERICH >+ ETHIE,

(3) ARBKNOPEHBRIAIZ S To o> T, RO FIEA TSI E O R E ik T 528,
O I DEFZER4 DO YT 200 (Mgt BT ) )b Mk B4 | FTOIBL Y T2 0% T X TELil)
7 NE
A PEBRERINF
7 NINE
= E#NE
A BERIENE

@ W BHERR DY | #3500 (Mg Z AT | DR Y | ETOIHS T HL D& L) & O i sk 2
), THEs% B PR ) SO TR B IS8 Y T 255 i, Efhas 4 ) OVIT(E 1
71 AATRER AR OB MEEZ A 95 H sk O & P M AR BB LA EHR DS
¥ HAIGERER TS O HPE LA T 58 sk O BRI A A AN LRI DD
7 AARPERIFF R OB E R T 5 B ik o & EE AR RAN LD IREICHE DD
7 AARFERI S OB E A 28 sk O i B EAT AR BRANC LD 1ER I DD
a2 BARNDWFEOHEMELR G T2 A sk Ow EEM S AR LGB DD
T BN W DR [ 249 588 i 5% 0 i S Rl S AR AN LD TRIEICHE D D
@ WIBITDMEE DG 3% 4T 500 ([HEeR EAES 16 ik B2 1 £ TOIBE% Y 355 D& i)
v HAYEBR %2 OB WHE
2 BABERIF 2 OBEHHE iR
 HARNSW S OHETHE iR

@ HEOFHRREORIREE T
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® RIBTLEMOEMEDS S | AFNBITHIREOTHEE LU TRESIVTWDE Y T 500 ([EMZEHT ) X
VT EE R A ) & FEHR)
7 EREFERZ 2 ONIIINHEZAE T LIS, Ml E ., N2 2 5 E SO X280 JR P I QN IETAE D2 HR I 25 L
FOBERYHEERL TQNAIE,
A ERSRFFIRESHE M TAELL ORI Z A L, T OO BAELL IR T | HE - H i ST 250 JR 93 I O BET
SEDERRMHE 21T > TNDTE,

® RIZHBTDEMOEHROIL | ARANETHIEROEEE LL TRESNLTODEDZ AT oL 0 (TERMZEFY 17
SIEMEAA | ETOIBLREYE T 02T~ TRH)

v HAERG R OFME

T AARERIN R OHEME

F HANGWF R OEME

@D WIBTHBREOEMDOIG ST 560 (EF BT | ~TBEE BT EFTOIHL S THH 0% T TR
7 I
A NEE R EIE
v 2RUBEIR I

W LREOEHOIL | %5 3500 (TRFE M LB B4 L)
= BMIA27kg/m*LL ETHY, 20LL D BT 2 B4 A =4 5
Z BMI2335kg/m?LL F

@ Q@D HEHF T T YTH5HGE, I DRI BT AR E DS | %4500 (HBFED )~
BB MY EFTOILEYTLHLOZET X CELH)
71 TEE AR (2T PRI - M RE 2L H 72 L)
X J8'H RHE
VA= NE
T DR P I - 9
TEEN R B
ME
T na— LRI
F RS« AT
P P M P P R S » S AER L SRR A
HEBh AR R
A 3 i

NIRRT

B AL  EERIE AR DT T I (R LT 4E H H

@ (BWDIHEFFTH N IS B FRIETB VT, BHAKE LICLDRETRE LD E060H UL EZIT 122803005
NTOFEH A

@ AL T mEE, JEE S EE T 2RBE R IR L TR G- 03 R T ESE L4

@ ARANC LD (68 LANIC G2 T 1§ 25 ThHDHI L) 2B LT B

(4) ABFN DKL G- M 72> T IROFIEZ S AR IA M O R ZM I CFe i o2 L,
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O AEFF G- E SRR LTI DRI AZ T EIOFA B,

@ ARF ORGSR LT, AT H O#REThon,

@ WIHT 5 ~TOEHE OEEOREM L ORIESEH A I NS 25730 bh &
7 RE
A Ik
ZANiINES

T FE

(5) ABLHN D IERRAAERIE D EAL TR v, ARFN ORI 5B bRy &[RRI, AR 2 E§ DI B\WCE gl
TRFRFHI 2 S < B FFRIE TEENFRE A ML Ch  ARRAI O R G- 23BN ST A1, G o BlkA B ICkOF
THZ 2R B A0 5 O A S RLi T D 2 &, o, R G ROMR RG2S 7o TE, (ISHIET DL,

O ARH OB L2 P IELFEA F

@ ARGH DRI Sed TR - EBRIE IR DIR IR E 2 ER L7 A H

@ (B)DDIEWEEHINT IS AFWIEITIBN T, H NS HIC LA N5 A D7 Eh6700H BL BT 7-28 03 bn 5
RTOEH A

@ (B)QDIBHEFT N SR PRI EENRIEZ 67 H FITTORNC, LG I ARAOR G2H/RT 5513208
Ef]

® Yob TARANZ L HIRHEET ] (681 LANIZH 52 T 1L D5l THHIE) 2B LI H A

ARNTAES H 20 H AR EEFE052055 1515 A2 55 8 g [t R (468 R 3351 0D S AT (HEATG BE ) 0 —FBIE SR IZ D
THIZEL FOREBEFEIP RSN TS,

5 BEfRIEH DL IEIZ DN T

(8) [ FAZEAR DIEA GEAMIEHE) 0 —FRUCEIZ DWW T (BRISHE1LA 21 AR EFE 112151 5) OFeo4n()H Ty
2 —E 7z FE0.25mg SD. [A] fZ F1%0.5mg SD. [F% Fi¥1.0mg SD. R FEL. 7mg SD M ONE & Fi¥2.4mg SD & = —
Y FE0.25mg SD., [Al ¢ FiE0.5mg SD., [Ff Fi1.0mg SD, [AJ F{E1.7mgSD, Al F{¥2.4mg SD, [} F1E0.25mg<
> 1.0MD, [FEz FiE0.5mg~2 2.0MD, [#f FiE1.0mg~2 4.0MD, [Ff FiEw=—bt K Tl Tmg~2 6.8MD K ONH
R HE2.4mg 2y 9.6MD 122, @ZFRDINTH D, @DWIZ@EMZ D,

@ DA —v K FE0.25mg SD, R F{E0.5mg SD, [AJ F¥E1.0mg SD, [FJ F¥ELTmg SD K ONEE F{E2.4mg SDIXEHT
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2 FELOmg SD. [Ffz FiE1.7mg SD K ONEEZ FiE2.4mg SD % =2 —E fz Fi£0.25mg SD. [AZ F:0.5mg SD. R T
11.0mg SD, [AIFZ FE1.7mg SD. [F]fZ FiE2.4mg SD. [AlBZ F140.25mg~~> 1.0MD, [F]fZ FiE0.5mg~~> 2.0MD, [FlfZ T
1.0mg %> 4.0MD, Al v —E 2 FiEL Tmg~2 6.8MD K ONE FiE2.4mg~2 9.6MD 12 sH %,
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i Novo Nordisk Inc FEHEAR 20214

RF54 WEGOVY® FIH IR Injection: clear, colorless solution available in 5
prefilled, 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
SIS 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
+ 230 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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ENEERY 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
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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.

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)].
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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
(2024412 1) in rats at daily SC 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

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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