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DFAET DIV R 32 205 TN T 2L DA 30D, L ELD | IEREEE DL, GOHHELA L, 7> OBMIA27kg/m* 2L ED
HEHITITEDIR RO ADEEENLY @B BN,

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 D T O e 4 TR L S B A e i o | U O RN 3% Lo, BB EER LR SIHERER THD
W7 IR (43823080) 12128 20k VR &MEOEIZE SR E L,

2. AARABBRE 2B INLI22-0 D [E R AL [R5 ITA 3 5R (4373} M3T43RER) Tk, VS DB G D ERe A £ % | 438235k
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,
4373 R OM43T4RBR O REM DI B | JASSOHART AL (2016) N\~ T- BEEL T ARIRE TP RICE B LIZEMIC BT 77
N—T M2 IR F ORI IESEREL,

2. MEERIESRICEET HFE

5. EEXITIHRICEET ZFE

AFN ORI TE, HEN D IEMAERIR O A THL A FHRE SEIFRELIT> T, TORBRNELNZN
BE T RIEH O G LU THY) SIS B OB &R G L3 AZE, I B I AR L, B AR BRI
AANONT-BEY FESE W 528, [17.1.1 &[]

(fisn)

RERSETR R DO EEARIT R F, EH), [TENRIEEOATE B EUERIETHY, LT, B9 EBEIEL 01T o 72T d b
LT ENRD LNV GEICREZI TS,
JASSO HTARGALAZIT D IEMEIE OB IS EEHEIT, TOBMI 23 25kg/m? LL_ETHDRERAEDZ W MIEZR 11 OREFEREE DS
BATHOOREEEREED 2 DLl EA 142, @BMI A3 35kg/m? LA_ETHO D IERHE D WHIMIER 11 OEFEE DI LTSN
fEEEREEN 1 DL ESOET5, 2BV TG PIBISH R 100cm? L ETHHZENEELV, | LENTEY, IEMIEOZ M ALY
WZE7R 11 OB E T, (1) TithEReksE (2 BB IRF - MHHERE S w70 L) (2) IRE B iE (3) @I (4) & JRER IfLAE - 9 JEL (5)
TEEIRSE B (6) FAE 2E « — @ MM MR8 1R (7) FET /L — AR PERT 2 F (8) A IR B 5, « R4 (9) B 1k I IR ARl IR i i
T« I (MR SORE B B (10) S Y25 8 (11) AELies BE L R i Cdb B,

HARADSINUTZ5H 1T FH7RER (4382 3R5R) TiL. JASSO HART A2 (2016) " CEZRESIV T D ARRAE D 2 FEHE I I T
EEND 11 O E % RGBS DR E | LU TR 7=, ZORBRICH A ANSNIZHERE O LU F 0@ T
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#%
L - RYT:2.5%, (9) PAZE N RERR R A0 00 S A A « A (LR HA SUE A £ 10.0%, (10) SEBEh AR 80 10.2%, (1) A i B fiks -
0.2%

3. AiERURAE
M BERUVREDRES
BE . RATIE, B~ VTR GEIE T Z) ELT0.25men b 52 Bl dAL . @ 1B FiEF3 25, Zo%IZ4EMOMRE T,
J1[810.5mg, 1.0mg. 1.7mgM ON2.4mgDIEICHIBL . AT 2. 4mgZ il 118 2 F S92, 7235, B ONRREIT e U Col B &
35,
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(2) BERUVHAEDRERE B
FAVEIC DU T, 25 RIS HR A 2kt 2 L U IE A S TR R BR (4191388R ., 1 B 1B 5-) K OVSITAR AR (36235854 . 36267 5R %
T 1A 5 725 N BRI B 2t e LTZ4 153 BR OFS D, AR 1B 1Al G- L3 18]35 570 P34 1 5 A B 8 R
ETHDHYE, ARG E D, RERD IR, BIBEE K OERS F LB H EHRORIURDUS, RFROM 1[EFE
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
L7mglFb R E LT 23, WM OSIHFHRER BV Th ., 8 150.25mgZ B E& L, 438 E 0B T0.5mg. 1.0mg, 1.7mg.
2.4mgE CHIE T DM ke Uiz,

4. RERUVHEICEET SR
1. RERUVHAEICEET SR
71 AT B G H3AITHY, [/l —ME B IR GSELTL,

(fiFa)

AFNTERH AL, W1EER G- TR HIF CEDRENHERF CX o HAITHD, [VILIEYEICETHEE LI ERED
HB QKRB CHRERSNZMFEE 1) EMEBRE BT AN ER TR/ OEYENRE | DHESROZ L,

1A ke U B IIARRREBR (4382, 4373 K OM3T47RBR) DB BRI OGN K WL BN LRS- 0 R E LT

| 7.2 BIHEEFORBUCI BAEVENEONRWIG SRR AT O IEH 2 a4 528,

(fam)
AFNOFENHRFRER (4382, 4373 M374385k) T, BIHEEHEORBUCLI2.4mg CHBME RS/ > TR E 126 LT
BLTHREL, R T 22N TE-ORE L,

13 BEEZENTSEE, RIEH G ETOHIM 232 A ) (481H]) DL ETHILX, KAV R TELIZER G L, £0%RITHL)
CHEDTME QI G528, R G £ TOHFD2 A ] 48K Kl ChHIUTI 5T IROHOIUH TED T BT
I35, pds, 1R GOED T A 2L E 350 ERHL 5613, BilEG-2:5070<Eb 3 B [ (T205H]) DAL R4 22
T5HTe,

(figsn)
1R 5-OED - A 2L E3 554, Al 50507 03 B I (728 []) UL EFRRE 2252 L LT, ZORRIR2 A s
IRIAENREX NI RLET DR TG A~/ VFREA (LU, A BBy ) TORGE (2 H M (48IRF[) ) LR L TRV, &
OFHIIAHDOIREH R (2.4mg) N4 By 7 O @R A R(1.0mg LKL TEWIZEILLAZE EME~DEEDT-H Th
D
Fo B HEEENTSGEOXINE T RO~ T,
. WORHFEH ET2H (48R LU EDIFA

KONV R CTEBIZIEISZEHL, ZO%IEHOENUDHIDHIV-MHE B IZTES,
D WORHFE B ET2H (48K R DIFA

SR AT ROESTE B IZLE5 &35,

-
Saturday

XOEHTFESFT2H (486E) Bl E ROERFEBFT2H (A8RME) FiF
- - >
SOV BRTH HEEET ROt
FEHEFD

KHNDOPEERBIT-HE DB, 43828 DT — Z |2 S IBENHARER O RAE A SE W B HEMRAT I LV EEE L 7=, #5-T
EAND A BN TE~/ IV FR24mga B 5 LTZ5EA . TOBOIN 7R EITATWME T35 FHlsh, B CREL-A
B2 HBICTEE BORDEE G AT T2 3A11E, TOHDIT TR 126N 5L TS -, ZhbDTFRNCLDE,
MU 7= f5c ) PP 1T, 3IRIoD % 5-FRIFE PNIC B H DI LI R 7210,
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5. ERERRUHE
(DERERT—4%/\v7r—2
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BRRBOMI | HRES L i
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e NSE361500 e e o | CERIEB AR S AR R
HE SN AR ShE A (68151) G B BEID AR S O
WM ABIORT  JEE R, 2B, TR Ho#k
S
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e RO e e o | CHEBEHE A R A R
HESh AR ShEELA (68451) G BRI AR S OB
WEMELEIO T, SRS 2BE, WA TRER
A
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e . B2 B A DN TR % —
ﬁiﬁs% NN9536-4455 yﬁﬁfﬁ(%z) O FURE K OB/ BATENS OV TORGES
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WHEG oE. WATRERS LR
SRR X UE T B (QT/ QTR
- BT TERA AR E AR T5% 2
;ﬁfgﬁ%ﬁ NN9535-3652 %’;ﬁ\%}fﬁfﬁ) O TR IARF = N—=F A Gt BES
M3 ‘ BRI, “RER. 7T U, K
5. 3BE. WATRERT AR
R O Rt Ee B E DR
ST \Nosasgere |EORMERGEANTS| | BRI T SHBA ST BAROIE
HESh AR P WBE, 2t B OB A OB
SAELA (56451) ISR WATRE, B G R
R ORI Ee PR REREE O B
ST \Nos35_gas, |EOTFRIERETAHT | | WFRERETZ AT SHBAI ST BAROIE
HESh Bk v WIBNE , 72 e OB ANE DR
SHELA (44450) I WATRE. B G R
TR — R~
ARFET T RRED T A — R, A,
, BHROI N A—2 BN Z YRR 0
CALE ) R Rt "
VAR NN9535-3685 SRIELA (3041) O %;LH NABEHICKT T BB DN T DO LLE R
WAL E T, RS R 2
0 AA— N — R ER
S BE SR s pt o ) NSO
. st %Zi@fm S VR . 222 1 O B2
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) ' TRE, S 53R
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e T PR 2 3 B RESAE 1.7 mgh 2.4 mg GALEI R F#&5) OB =M
e g | T 3% m# © | RUZAMDTTERLO K
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A 3R VE N OGEBN R IEE 1T T T o ARH
S B TR E R ST 2.4 mg GAE 1R B2 T & 5-) oA %hit K V22 e
s | e AR O DT TR O Ll
S (19614, A A A :10045) MEVEA BT, TEE R, 28, WATEER M
R
B EEE R OGEBEIEEIT T TOARHA
MNEIR %A 95 2.4 mg GH 1B R T 5) OF K 0272 e
EAllLE NN9536-4374 | @A E* TG w5 E DT TR L OARAFIL.0 mg GH1EE F&5) &
[E] 5 3z [ 7R STEP 2 HA A OFAE A YEd ¥ )
(12101, A AN :12541) MAEAEIOANT, —EE MR, 3EE, WATREM
R
SR ITENRIERETT T COARAI2.4 mg (A1
I14H NN9536-4375 | @A E* I ARG HEBR S ?ﬁ;ﬁgfﬁ% HEROREEDTTER
S|ESHEEY : AU v e
SRR STEP 3 FHE (61141) SR EIDRHT . e, 2B, AT BRI
R B
AR (20 ) (2AH] 2.4 mg B2, AH
N 75h R724N )
AR NN9536-4376 | B I il & i;gg_égﬂ_ &1@%@%&5) ORMER UL 2t
] s [ 3k : . s NV
POk | STERA PR (8036 REELFIOHT, —ER, 2 BE, TR,
g R B
ARFIND A OB
— UMERE s
- rrn s T AH (L L2 ) DA IR 032 2 T
s NN9931-4296 = FERED R RES
5| R 4t AJ 5N . N — 2 At
R R (35'04%*?%\*% SE(E B AHT, B, 6RE. WEATRERILL
) ) T 52 Bk i iR
TR RED R (UMLAE T M LERER)
SR NN9535-3744 R 7 5 K%Uéﬁ-?)z:ﬁé:o?:bmlié%&tﬁ%mmmﬁ
WS R BR SUSTAIN 6 S A (3297451) BTG M BIZ DT ﬁ*jﬁﬁi R
EWmEAE DT, ZEHER, 7T BARR
HR WA TRER bR

O: FHiE R O: 5 5&H

* HEVESEIO AT 2 EHL TOZARWERBRIZ O W TR Gk Br E 4%

¥ H AR 2O L AE TINS5,

T FEIHFRER I ARCRA &3 e D U & Fl O TS L7228, B i R BRI B W CRISME D HERES LT D
(TVILZEWEREIZRE 2 E 1. M REOHER QKRR CHERSNMTIRE 2R S DESROZ

k)(}

(2) BRPREEAER
DIE #5305
TVIL ZEMEREICB 3 2EE | 0HESROZE

2DQT/QTcatER (NN9535-3652ak5k) 1!
TEEEWEBR A (166451, £ 59820 12AHK) (0.25. 0.5, 1.0 OM.5meZ 8 1 [EI# 5, 438 R4 F Eli) 4 16318 [ i #% 5
L. D ES RISk D B B it UT- s B feran 1. 5mg D E TR BE CQT IR DL R 13 A bR -T2,

1) AR OAGRS NI AL BRI T LB Th,
W AL, B AT R GRIGFHHLZ) LLT0.25 mgh b EABRM L, 1R PN 2, Z0#%IF4EF ORI T, #E1H
0.5mg, 1.0mg, 1.7mgMK% U2.4mgDIHIZHE L, LAREIE2. 4meZ B 1R FUEH 35, 723, BB ORBIIEC CREIME T2,

NN9536-43823BR 120D VBT — ZICHSE | AFIDQTelz K IF T EHEE T L 7-#E 3 . AFNCLAQTRfRDIER ., 725
N~ VFROBEFERELEQTcE D FEEMIIERD BN >T-,

Q) AERGHRRFER
5 BRAART (DRREERYAER 1) AMERGERBR DRSO L
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(4) 1R A AL ER

DA ZhPERR TR

OEB AR FENMHEEER (E7 7 ENEER) (NN9536-438251E8) 12

PO S L | BT S E U2 BB R A A L, 7> OBMIS27.0kg/m2 LA B il E, ARE R #ESL LX
2BUPE RIS T 6D C2-o LA b D R (2 B3~ A e V% 45 975 IEBMIZS35.0kg/m2LA LoD il
FEFBE 40161 (AF12.4mg: 19961 (A AN 17941) . A1 Tmg: 10141 (H AN :9261)) . 7" TR :101
B (AN :8941) ), 2B FRIpT B IO T, BRI RBIEAE S BEBEAE O AR RE S A 22 7 & 705 7]
BEMEDR DD LM ST BB 1XBRAN ST,

AT IR BERIE L OEBNRIEIETT T CORBN DR HIER NLEE2EERFTT 2, 778 xR, —HEh
AT RE R i AR

e 5071k AFHI2.4mg, AAI1.Tmg T 7T 2R &M 18], 683 K F 5 L=, AL, #110.25mg T#H 5%
BRIAL . ARANL. TmghE T4 M ST B P A9120.5mg., 1.0mg. 1.7mg~~, KﬁUZ AmglETITAOEMT

\ZBRPEAY1Z0.5mg, 1.0mg, 1.7mg, 2.4mg~Hi&E L7,

ES 2 NR—=RAFA PSR 568 FEE TOREZLL IR M O 5-681 RFZ5% LA DR B & 2 AL L 7= BBk

FEAE H FHOEE

ES 7 ¢ 5-68 1 RFIZ10% L, _E DR ERAD & Rk LI gkRE ORIE

&l P 68 15% L, EDO R 22 LI B O EI G

FEATE NR—=RTA L EG-68 W BEETOMME, &K OHRE ST A—%DZE4L,

o R EFRHIE B Cho_—AT A b5 681H I £ TOREAL R e OB 568 I 25% L EDORE

b & B LT 4R E OEIE T
0.0001, FERZHRDZL),

BAL T, 7T BEARBETKR T 24K 2. AmgBED B 2 RSNz (p<

AH 1. 7Tmg #E | K] 2.4mg FE 77U R
(101 1) (199 #1) (101 1)
N 86.1+11.9 86.9+16.5 90.2+15.1
N OEEke) (101 ) (199431) (101441)
77.8+13.9 75.1£17.0 88.6+15.5
i (9851) (19341) (100f31)
Bh 68 W ETH -9.9+7.8 -13.4+8.6 -1.9%5.9
IREZAL (%) (98451)) (1934) (100451
7 TR BEE ORERIE @ ~7.52 -11.06 -
[95%( #E X [#]] [-9.62;-5.43] |[-12.88;-9.24]
. o1 e A b 72.4 82.9 21.0
SWALREBPERIE | (1) g5 (160/193) (21/100)
T TR FEEDAY AL O 11.08 21.72 -
[95%( 5 #E X [ ] [5.53;22.22] | [11.27;41.86]

PR AT E(R 2 GRAMEIE0 | F16% R% 24 615/ REALH1 %0
a) ZEMTEIEZ O TRAMEZA5ER% . TR H

b) #5568 HMEIZN—AT AL B, DR ERD 2R LI 5ra OElI S
o) ZEMFEEL AW TRIEEZZTESR ., nY AT v 7 al

(R0

REIZET 22 OMOFMEE A | b, MK OIEE /ST A—2 2T 25 H B Off e FRIC

N
REIZBE I 5 OfMOFEALHE B
By 8 g o | s | o
LORELE gt A & ¢! f/192) (1 16;%) 93) (5/5 i%o)
L6KEL IR Bl (25%2) (73%23) (3%(())0)

E 5% (%

%4 K/ R 511450

a) N—RATALNB10%LL EORER D Z R LI RS OFIA
b) R—ATA LB 5%, EORERD & R LIRS OEIE
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B, If)E R OWEE 8T A—Z 2B 5l H B
AAHI 1. Tmg Bt | AHAl 2.4mg BE 7°TvR
(101 1) (199 1) (101 1)
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
FTOLE R (983 (1934)) (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
FCOLEE (97451)) (192451) (98431)
N2 A 13513 133+14 13314
S 39 (10141) (199451)) (10145)
(mmHg) 5. 68 N -12+13 -11=*15 -5+15
F O & (9845 (193431 (100431)
AT 8510 83+11 8612
PRy i+ (10141)) (1994)) (101451)
(mmHg) 45 68 HH -5+10 -5+10 -3£9
FTOE{E (98151)) (1931) (100431)
O 207.1£39.9 200.4+35.6 206.2+36.4
Balazo— (10141 (19951) (10141)
Mmg/dL) | $5 68 WEFET -6.0+16.1 -7.8+12.3 1.2+12.2
DEALH(%) (98151)) (19341) (100431)
- N 124.89+33.53 | 120.60%+31.77 | 126.96=31.50
WLaAT | N (10161) (199%1) (10151)
(ng/dL) #4568 WEFET -7.1£28.8 -11.8%20.3 -2.8+18.5
DIEAL=E (%) (98151) (19341) (99%1))
- o 51.7+12.3 52.24+12.3 49.84+10.9
LT (10190) (19970) (10150
(mg/dL) BE 68 W ET 8.0+18.3 9.5+15.9 7.1+13.2
DEALFH(%) (9851)) (19351) (100431)
- Oy 163.65+120.06 | 140.8368.20 |154.70+108.98
NZAADIN (10141 (1991) (10141)
(mg/dL) Beh 68 HKFET | -12.2%£54.7 -13.6+39.0 13.3+42.4
DEALF(%) (9845 (193431)) (99431
SEA i A (R 54 AR50
BIERIE . ARHKI2.4mghE1 0841 (54.3%) .« ASK1. TmghE6SH (68.0%) . 7 FEREE20%1 (19.8%) TS
iz, F2REIWEH GEFRLI-BRE OB %L 1) 1%, AHI2. 4mght CIIAFFE24.1%, HF015.6%, T
FFI13. 1%, WE-7.5%, AARIBEE6.5%, NEER R HL&6.0%, AH1. Tmg TIE T H#119.0%, [H5418.0%, i
15.0%, MEEBAPLII. 0%, NEM-8.0%., EFRIE7.0%, ML E6.0%, BAKIBHRE.0% CTholz, 7 TR
BECIE, BB E OEIE 2358, EORIERITEED b7,
2IBE PRI % A S72 OB IR IMBE IS B 28 H R QI E SN o7, 2BINE IR E A7
DRI IR E R U MU E e (56me/ LA JiE Bt E IR MpE =2 13 A S e o 72,

1) JERIEZIESART AL 2016 CTEFHRSNAIEBIEDOZWIHEEIZNAD 11 ORBLESH, AANSNFHEERE OEISITROLEY,
(1) MTHERERE 2 (2 TRUBEFRIP « MTHERESL A 20 L) 1 2 UBEFRIGS 24.7%, 2 BUBEFRFTLASL 41.6%, (2) A5 E 545 E : 86.3%, (3) Ml :74.6%, (4) &
SRR IE - 9 JBL: 35.2%, (5) EEEhfREE B 2.5%, (6) BMAHZE:1.5%, (7) FET A a— PRI TERTER - 44.6%, (8) HRRILE - 4T 2.5%, (9)
o] AR 5 JE PP S M PSR (EC A S AR £ 10.0%, (10) 3B Bh 20 AR - 10.2%, (11) T35t e PR s - 0.2%,

15 2) FRZMR IS CRENE IR 22 I L D) UK MBI A AL MBHE (M4E) 28 56mg/dL ARG OIRILEE,

QO E £ R FEMAE 5 ER (NN9536-437358&) 1°

*f % 0 BMIA27.0kg/m*LL B CHEIMAE, IRE R AE, PAIEVEMENR RFMERERE GRS L2 O RIE B AR
7% XIEBMIA330.0kg/m* LA _EOHEERFE 1961451 (A#412.4mg : 1306651 (H AN :6741) . 7T : 6554
(BAN:3341))

RERTE © RERIEROSEINFRETT F CORBOF MR L E2MEE2RGTT5, 77 RxR, —EHER
A AT R bR

BH5HE  AKH2AMg XTI TR AR, 68 M F &G Uiz, AFL, H1[E0.25mg TH G246 . 47H[H
T LI EEBEA1Z0.5mg, 1.0mg, 1.7mg. 2.4mg~HEE LT,
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B o R=RTAU B G68 N E COREZELH K OB 5681 NFIZ5% LA D (R E /D % B L 725
ST A TE H HOEE

EE 7 B H6S8MEIEIZ 10% L, LR A ER L IR OEIG

&l $ 5-68 M RFIZ15%LL LR TR &R LI #E OFI&

FEAmEE NR—ATA LR G-68 s ETOIMKE, 1Lk OHRE /ST A—2 DAL

e omo.  EERHEEE THhON—ATA DI 68 I £ TORE L LR & O 5681 RFIZ5% LA DA E

WD AR LR E OEISICEL T, 77 RIS T A ARF 2. AmgREOEME N RENTZ (p<
0.0001, TERZROIL),

A 2.4mg B TR
(1306 f31)) (655 i)
e 105.4422.1 105.221.5
~AIA DR (1306 44 (655 fi)
. 89.0+22.7 101.922.0
£5 68 WO M Eke) (1212 1) (577 )
#h 68 WFETD -15.6+10.1 -2.8+6.5
R (%) (1212 1) (577 151)
7 TUR BEE ORERI 2 Y -12.44 i
[95%/ %5 X [#]] [-13.37;-11.51]
o b [ s A B 86.4 31.5
SHELE BB A (1047/1212) (182/577)
TR DAL O 11.22 -
[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) #eH-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

- AH 2.4mg BE | TTEARRE
P 5 68 M (1306 i) (655 1)
o> NS RANE: > ANEY) 69.1 12.0
IOAHJ:{Z,-(@?&) l%ﬁk‘%”{:l\ (838/1212) (69/577)
i el ) 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 TSR EE
(1306 451)) (655 1))
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 )
(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) (574 151))
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[f:XT N (1300 f31) (648 1)
(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 1)
(mg/dL) ¥ 5. 68 M -17.5+32.1 -2.8+33.9
FTDOEAL%) (1194 1) (561 )

PR AR A R4

BIERIEL, AF12.4mghE92661 (70.9%) . 7" 7 EREE29541 (45.0%) CTHE Sz, F2RIEM GEEL
TR DFEIEH%BLL B 13, A2 Amg B TIEE042.1%, 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 -T2,

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 % 2BUERINE R T DBMIA27.0kg/m* LA L DB ERFE 12101 (474 2.4mg : 40445 ( B AN < 4245]) | A
1.0mg: 40361 (A AN :36651) . TR 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 LI BEPEAY120.5me, 1.0mg~, AHKI2.4mghf ClI4H B 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 THON—ATA DI 5681l I £ TORE LR & O 568 RFIZ5% LA DK E

T 2 R LT E OEIA ICBL T, 7T R BRI R B ARK 2. 4meBEDEAE D R ENT= (p<
0.0001, FERZHRDZL),

AH| 1.0mg B | KAl 2.4mg #f | T TEARE
(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 OFAke) (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 IO BEE ORERI - -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]
. A 57.1 68.8 28.5
ONEL LR I (217/380) (267/388) (107/376)
T TR EEED 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 (R 2 GREIEO | FIG% % 24 B/ R 5140
a) ZEMFEEZ O TRIMEZ SR LB ric iR

b) e H-68WMFIZN—AT AL DB, DR TR 2 =Rk 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
. AAKI1.0mg Bt | AA| 2.4mg BE | TTRAREE
£ 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 E 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))
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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 f5il) (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%, 1L B5.7%, MEEEAR5.5%, AKI1.0mg TIEHE>31.8%, i
17.9%, W&E12.2%, {EFA10.0%, EARIBORT.0%, HILA R5.5%, 77 8RB TILTFRT.7%, H.06.7%T
HoT,

HRAMR AR AFN2. AmghE T U IS NIz, ERZR UMM E (56mg/dLAM ) AE B K
MBEI . ASHI2.4mgBET234 (5.7%) 5142, ASHI1.0mghET2246 (5.5%) 2941k . 7" ARFET124] (3.0%)
18t s iz,

2) 2z AR

(DB MERGERER) OES O L,

(5) B & - RAEHIAER
L E R L

(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 kR A (2 T 7E)

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%%)

VKGRI L LTI T RE OPIA ST FEM L7 - SRR O 22

LA

QEZN
A TDRL
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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 FILE TR
HE BHOHL AW DORIRE S REIX, B OB CE/ BT IRESRTLHIL,

2. EEER
() VeSS - YERRERE 10

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 FEABANE (in vitro)'® (JE)
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

MAERE T | AREZRLONT B I AR I OSBRIk 21EH (BEIRIFET L~ 2) 17 (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 %) 1819 (1)

—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
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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, FEATE N VB AL e A 1R (IRRE 7 LT v k) 1920

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~ FNEM: (= 2) 1921

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) 152122

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,

) BT D=2 —ar OIEME(L (I E T L~ %) 19

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 A1E A & OMER Frfe e (74) 22
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. RYEREICET HHE
1. mepRE DR
(1) B LA B bR
LR

(2) B PRERER THER SN I FIRE

D BRI B S R T % 515 O IR B RE (NN9536-45905858k , 4HE A T O pli) 2°

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
i 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
O SMNE AR HERE 68 1A T LT A B D BN D A PRI S A R 27 | I EA R T I E A TREM L
WA FEME L7, BIAIASY IAFIZ R, 2ERM R N5 Uiz, BRAAH #1%0.25mgk L, 478 T0.5mg. 1.0mg,
1.7mgf& U2.4mg~FEE LT, THIAIZHTDAFEND Cras, o 2 OAUC- 1681, D LA EIED Hr (ARF/BUHIA) &2 D0% S HEIX
MlZ. 1.0mg1.10[1.02, 1.19] % 1*1.04[0.99, 1.09]. 2.4mgC1.16[1.08, 1.24]1 )% 1*1.05[1.00, 1.11] CTH>7=2,
D JREE1.0XIE3.0mg/mLANFEHE Sz Bhre B R B B AT R 7e ~ U B AZROBIA, 1.0mg/mLEIH % FAV1C0.25 5 0N0.5mg,
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L 730(36.4) 1340 ENCER 1(<0.1) 1
I 472(23.5) 867 1223 1(<0.1) 1
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JE AN P 81(4.0) 105 B~ =T 1(<0.1) 1
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THAb A 4(0.2) 4 ESi 2(<0.1) 2
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E AR 29(7.7) 37 |APRCRREE 16 (4.2) 17
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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
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X. JEEGPRERERICRE9 HIER
1. EEHER
(1) EXhF AR
VI, BRI 5B | 0HES M

(2) REMFEEH RS
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,
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Y51 H=T AV KK ]0.01,0.06, DR E RIS 2RI
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HERO—ETHl | 26 ERHEDE 7wy
i) IR D LI, F523 TH[H
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= 77
JRIPF R VLR O
T 3% B0~ SR I B L 7=
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(3) Z Dt D ZEHRFHER®
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L
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2. HHEHER

(1) BE% 5 EHRER
('7172\ 3/1\) 50,51,52,53
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~UA AR 6.9 9
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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
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0.13 [21] b, IREKZ R FRID APREE QNN fifas &
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Q) EfnE SRR

(. in vitro) 8263646566

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
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(FUR, Toh)3ed7
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 M e BT T0.1 me/kg/ B (BRIRNEEE &
<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
(Fyb, U =T A )L)a2434445
-t it ELEN 4 L e
iyl kbR o (mg/ke/ H) e 540 it S A
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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 HIZ1ED) L 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
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HABORAE GBI 7o
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(6) RF RSB
(43¢, 720)°7

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
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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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ML

. BERREERR
2017412 H5 B CKIE)

CBRERTARFABRVEARES, EMBELNHEFAB, RETFBFAR
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£ ey i E A
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72— {E0.25mg SD 2499418G5023 2499418G5023 199271701 629927101
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A T PR R R R R g (TR E D RIRE XTI E A 5~ v F R (&

50
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O WIHT DB ZIRFA OO Hi% 4 3000 (TR ST 10D Tk Z A ) £ TOIHEE Y50 0%~ THEH)
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x| THER BT | SUF TR EA Y IZR% S 32 5813, a4 M O E

A AKX TR ORMIELA T2 B MR 0 W HE AR RF L OBRIHEDD
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O ARAF G EHRELICRORBRELZ I EIOEH H,

@ ARFOYEEGHBERL T, ATHE B O& 5 Thoh,

@ WITHT 3~ TOHHE OEEOREE R OHIEFH B IO F w2380 bz &
7 ORE
A I

52



v IE
T FE
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@ B)ODIRWEFHBNCIE S B ERIEIZRBW T, BHNE LTI RE G D6 A UL EZ T =23
RTOEH A

@ (B)QDIBFERTINZ KD R HPRIL HENWRIEZ67> H RITTORNC, LT TARA O L2 /1T 256132 O
Ef]

® Yb TARANZ L DRG] (681 LANIZH 52 D5l CThHI L) ZAER L4 H A

53



X I. @K

1. 5l AXE—&

Lau J, et al.: ] Med Chem. 2015;58(18):7370-80 (PMID: 26308095)

H AN 2 IR E 2R ATAR T A TA T A= AR 2022 4 12 A

Aune D., et al.: BMJ. 2016;353:i2156 (PMID:27146380)

Zheng W., et al.: N Engl J Med. 2011;364(8):719-29 (PMID:21345101)

Sasazuki S., et al.: J Epidemiol. 2011;21(6):417-22 30 (PMID:21908941)

Yang JJ., et al.: Arch Med Res. 2007;38(3):337-44 (PMID:17350486)

Cui R., et al.: Stroke. 2005;36:1377-82 (PMID:15920029)

Takeuchi H., et al.: Hypertens Res. 2005; 28: 203-8 (PMID:16097362)

H AR e B IE IR AR TA L FGA T A AHR.2016 4F 4 A

HNER: 2023 4£ 3 H 27 AAGE, vE—E K T SD, CTD 2.7.2.3

e
= OO0 N[O~ | WD+

R B 1 FBER R (NN9535-3652) (2023 41 3 A 27 H7&R, w2 —E“K T SD, CTD 2.7.6.4)

—_
Do

PG 3 ARG PR BB (NN9536-4382) (2023 4E 3 A 27 HKRR, = —E K Tk SD, CTD2.7.3, CTD2.7.4)

—
w

Wilding JPH et al.: N Engl ] Med. 2021;384:989-1002 (PMID: 33567185)

B RS 3 FEEERFRBR (NN9536-4373) (2023 4E 3 A 27 H/&RR, v —E FiE SD, CTD2.7.3, CTD2.7.4)

—
S

Davies M et al.: Lancet. 2021;397(10278):971-84 (PMID: 33667417)

PG 3 ARG ER BB (NN9536-4374) (2023 4E 3 A 27 HKRR, = —E K FiE SD, CTD2.7.3, CTD2.7.4)

15

Gabery S., et al.: JCI insight. 2020;5(6) e133429. (PMID: 32213703)

16

HN& ¥} In vitro pharmacological receptor characterisation of semaglutide compared to GLP-1 and liraglutide.
(Alal15468-086) (2018 4= 3 H 23 HAGR, 4B w7 FiF 2mg, CTD2.6.2.2)

17

ﬁmé*ﬂr db/db ¥ AIZEISHIRE, fHEAH R, M O B MR AR5 ONTHERE~ D28 (2018 4F 3 A 23 A&
R, A¥E Y O T 2mg, CTD2.6.2.2.2.3)

18

FHNER FHERT Y ME S DA AV 436 (2018 42 3 A 23 HAR, £ BBy 7 K FiE 2mg,
CTD2.6.2.2.1.2)

19
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HPNEEL: BT MCRBTHIRE, B &K OB R FMHEICRIT I8 (2018 4 3 A 23 HAR, AEBrEvvs®
% FVE 2mg, CTD2.6.2.3.1)

21

HNEE T S HEEDI~D T~ /L FROREM: (2018 4 3 A 23 HA&ARE, Ao

22

FENERE: B ARBE LYD 7 2 ORI KIT 330 (2018 4F 3 A 23 HEARR, A B> /*K Tk 2mg,
CTD2.6.2.3.6)

23

HPERE: B 1 ABER R (NN9536-4590) (2023 4 3 A 27 AR, v=—E“K T SD, CTD 2.7.6.1)

24

PR B 1R R SR (NN9535-4588) (2023 4= 3 H 27 AAGR, 73—~ SD, CTD2.7.6.2)

25

PR 1 FHER PR SBR (NNO535-3687) (2018 4F 3 H 23 H7K&R, L vy K Tk 2mg, CTD2.7.2.3)

26

B 2T M O Ft PR R (NN213315) (2018 4E 3 A 23 HA&R, A Bt/ K FiE 2mg,
CTD2.6.4.6)

27

Marbury TC, et al.:Clin Pharmacokinet. 2017;56(11):1381-1390 (PMID: 28349386)

28

Jensen L, et al.:Diabetes Obes Metab. 2018;20(4):998-1005 (PMID: 29205786)

29

Jensen L, et al.:Eur J Pharm Sci. 2017;104:31-41 (PMID: 28323117)

30

NG R A5E (2018 4E 3 H 23 HAAR, A EL vy /R Tk 2mg, CTD2.6.4.7)

31

HNE R BEEILE (2018 45 3 H 23 AAGR, 4B E v/ K FiE 2mg, CTD2.6.4.7)

32

HPNE R T N = BEERER (NN207265) (2018 4F 3 H 23 AZKGR, A BU By K T 2mg, CTD2.6.4.6)

33

B R =7 A% O T- PR ER (NN208349) (2018 A= 3 H 23 BA&GR A B vy 7 K FiE 2mg,
CTD2.6.4.6)

34

PR hT U AR —Z — PR (2018 4 3 A 23 HAR, 4By 7°K T 2mg, CTD2.6.4.7)

35

H A0 PRI S0 - 5 BRI IRIE T AR 2022-2023. 67

36

HNEE: T e Wz 104 8 E R TR G2 ARMERBR (2018 45 3 A 23 AARE, A B v/ K T 2mg,
CTD2.6.6.5)

37

PR~ 22 VNV 104 BB AE R TR AR MERER (2018 4F 3 A 23 HKZR, A B v 7 K FiE
2mg, CTD2.6.6.5)

38

Keller J, et al. : Regulatory peptides. 2012;179(1-3):77-83. (PMID: 22960288)

39

Bonnie C Shaddinger, et al. : J Clin Pharmacol. 2017;57(10):1322-9. (PMID: 28543352)

40

He L, et al. : JAMA Intern Med. 2022;182(5):513-9 (PMID :35344001)
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41 | Faillie,JL, et al. : JAMA Intern Med. 2016;176(10):1474-81 (PMID: 27478902)

42 | HNG Bl Sy M =2 a6 K O EFD 3Bk (2018 4E 3 A 23 H&ER, APt/ K F i 2mg, CTD2.6.6.1)

43 | #PNERE: XA - EFD 35k (2018 4F 3 A 23 A&, A B v/ K FiE 2mg, CTD2.6.6.2)

44 | #NE R =2 AW E V- BED 35k (2018 4E 3 A 23 A&, A B v/ K FiE 2mg, CTD2.6.6.3)

45 | FNERE: =7 APV & = EFD & O PPND 35k (2018 £ 3 A 23 A&RE, A BL B/ K FiE 2me,
CTD2.6.6.3)

46 | Frid A H. et al:Mayo Clin Proc. 2016391 (9) : 1224-1230 (PMID: 27594186)

47 | Famulla S., et al.:Diabetes Care. 2016;39(9) : 1486-1492 (PMID: 27411698)

48 | FEPNE Bl 22 e ME KPR ER (NN206443, NN206518, NN206446, NN206445, NN206442, NN207288, NN206444)
(2018 4F 3 A 23 HA&#, A Bt/ K Rk 2mg, CTD2.6.2.4)

49 | #PE Bk R AIEEFE SR (LEri16090-035, AA93698, GuRal50803, BidR150901) (2018 4F: 3 H 23 H&ZR, 4t
Y 7OR T E 2mg, CTD2.6.2.3)

50 | #EAE B~ 2% V- EE R T 53R BR (NN206524) (2018 4 3 A 23 HKR, APty 7K FiE 2mg,
CTD2.6.6.2)

51 | fENE R~ 2% W BRI E RPN % 5 72 MERBR (NN207117) (2018 45 3 A 23 HKGR, A B w7 K FiE
2mg, CTD2.6.6.2)

52 | #ENE BT e V- Bl R TR G- RER (NN206523) (2018 4F 3 H 23 H/&ZE, A B v/ i 2me,
CTD2.6.6.2)

53 | HENE BTy MM VT BRI IR Y 5 532 BR (NN207114) (2018 4 3 J 23 A&, A ¥ vy /% R 2mg,
CTD2.6.6.2)

54 | #ENE R ~T A& - 2 ERINE R T B 5 AR (NN206447) (2018 45 3 A 23 HARR, A BB/ KT
7 2mg, CTD2.6.6.3)

55 | thNEEL -~ 2% Iz 13 8 R BT e G- R B (NN206663) (2018 4F 3 A 23 AKGR, 4By s KT
7 2mg, CTD2.6.6.3)

56 | FENE R T RV 2 BB R T B SR ERER (NN206448) (2018 4 3 A 23 HAGR, A B B v/ K Tk
2mg CTD2.6.6.3)

57 | #ENEELT v A 13 BRI R T %575 B (NN206662) (2018 4F 3 A 23 HAGR, ALy 7 T
7 2mg CTD2.6.6.3)

58 | #ENEELT Y V= 26 T IE R T 5 0 ER (NN207377) (2018 4F 3 A 23 AAGE, A EBLEv/ef
7 2mg CTD2.6.6.3)

59 | #ENE RV L E W 2 TRBIIE R T 5B (NN206449) (2018 4 3 A 23 AAGE, A BUE v/ K Fik
2mg CTD2.6.6.3)

60 | #HPNE RV LA 13 BRI R E R T %5335k (NN206450) (2018 4E 3 H 23 H&AR, 4B v o7 K FiE
2mg CTD2.6.6.3)

61 | #HPNE RV LA 52 BRI R 2 T %5335k (NN207288) (2018 4 3 H 23 H&AR, 4B v w7 K Fik
2mg CTD2.6.6.3)

62 | *EPNE Bl in vitro 189225825 BB (NN206415) (2018 4E 3 H 23 AR, AP v/ K R 2mg, CTD2.6.6.4)

63 | *EPNE Bl in vitro 18T 225825 BB (NN210193) (2018 4E 3 H 23 AR, AP v/ K R 2mg, CTD2.6.6.4)

64 | #EPNE Rl in vitro Yuta R B B ER (NN206417) (2018 4F 3 A 23 AKZ, AP v /%K Tk 2mg, CTD2.6.6.4)

65 | HEPNE Rl in vitro Yeta R B 3 ER (NN210194) (2018 4F 3 A 23 HK, AP v /%K Tk 2mg, CTD2.6.6.4)

66 | tEPNE BT v e BT/ BR (NN206409) (2018 48 3 A 23 A&, AP v/ Tk 2mg, CTD2.6.6.4)

67 | FLPNE R Y% AW AN, BRI K OFERR £ G- R Friilis 35k (NN212073) (2018 4% 3 A 23 H KGR,
B/ K T 2mg, CTD2.6.6.7)

68 | (LG Bh 7 ZE VR TS BT M R ER (NN206664) (2018 4E 3 H 23 HARR, 4B vy /%R Mk 2mg,
CTD2.6.6.7)
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54 WEGOVY® KA 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/ 0.5mL

+ 1.7 mg/ 0.75 mL

+ 2.4mg/ 0.75 mL

Shhe 1 INDICATIONS AND USAGE
1 WEGOVY" is indicated as an adjunct to a reduced calorie diet and increased physical activity for chronic
weight management in:
+ adults with an initial body mass index (BMI) of /see Dosage and Administration (2.1)]:

+ 30 kg/m?® or greater (obesity) or

« 27 kg/m?® or greater (overweight) in the presence of at least one weight—related comorbid condition

(e.g., hypertension, type 2 diabetes mellitus, or dyslipidemia)
+ pediatric patients aged 12 years and older with an initial BMI at the 95th percentile or greater standardized
for age and sex (obesity) /see Dosage and Administration (2.1)]
Limitation of Use
- WEGOVY" contains semaglutide and should not be coadministered with other semaglutide—containing
products or with any other GLP-1 receptor agonist.
- The safety and effectiveness of WEGOVY® in combination with other products intended for weight loss,
including prescription drugs, over—the—counter drugs, and herbal preparations, have not been established.
- WEGOVY™ has not been studied in patients with a history of pancreatitis /see Warnings and Precautions
(5.2)].
R | 2 DOSAGE AND ADMINISTRATION
e 2.1 Patient Selection

CHE Adult Patients
Select adult patients for WEGOVY® treatment as an adjunct to a reduced calorie diet and increased

physical activity for chronic weight management based on their BMI. Table 1 presents a chart for
determining BMI based on height and weight. BMI is calculated by dividing weight (in kilograms) by height
(in meters) squared.

Table 1. BMI Conversion Chart
Weighl‘ (lb) [ 125 | 130 | 135 | 140 | 145 | 150 | 155 | 160 | 165 | 170 | 175 | 180 | 185 | 190 | 195 | 200 | 205 | 210 | 215 | 220 | 225
| (kg) | 56.8 | 59.1 | 61.4 | 63.6 | 65.9 | 68.2 | 70.5 | 72.7 | 75.0 | 77.3 [ 79.5 | 81.8 [ 84.1 | 86.4 | 88.6 [ 90.9 | 93.2 | 95.5 | 97.7 | 100.0|102.3
Height
(in) | (cm)
58 [147.3[ 26 27 28 29 30 31 32 34 35 36 37 38 39 40 4 42 43 44 45 46 47
59 [149.9] 25 26 27 28 29 30 3 32 33 34 35 36 7 38 39 40 41 43 44 45 46
60 [152.4] 24 25 26 27 28 29 30 3 32 33 34 35 36 a7 38 39 40 41 42 43 44
61 |154.9 24 25 26 27 2 28 29 30 A 32 33 34 35 36 37 38 39 40 4 42 43
62 [157.5] 23 24 25 26 27 27 28 29 30 3 32 33 34 35 36 a7 38 38 39 40 4
63 |160.0( 22 23 24 25 26 27 28 28 29 30 3 32 33 34 35 36 36 37 38 39 40
64 [162.6] 22 22 23 24 25 26 27 28 28 29 30 3 32 33 34 34 35 36 7 38 39
65 1651 21 22 23 23 24 5 26 27 28 28 29 30 il 32 33 33 34 35 36 £l 38
66 | 167.6( 20 21 22 23 23 24 25 26 27 27 28 29 30 3 32 32 33 34 35 36 36
67 [170.2] 20 20 A 2 23 24 24 25 26 27 27 28 29 30 31 31 32 33 34 35 35
68 | 172.7( 19 20 21 21 22 23 24 24 25 26 27 27 28 29 30 30 3 32 33 34 34
69 [175.3] 18 19 20 A A 22 23 24 24 25 26 27 27 28 29 30 30 il 32 33 33
70 |[177.8| 18 19 19 20 2 22 22 23 24 24 25 26 27 27 28 29 2 30 3 32 32
71 [180.3] 17 18 9 20 20 2 22 22 23 24 2 25 26 27 7 28 29 29 30 ]l 3
72 [182.9( 17 18
73 |185.4( 17 17
74 [188.0] 16 17
75 |190.5( 16 16
76 [193.0( 15 16

Pediatric Patients Aged 12 Years and Older
Select pediatric patients aged 12 years and older for WEGOVY® treatment as an adjunct to a reduced

3 ==z 5=

calorie diet and increased physical activity for chronic weight management based on the BMI values
provided in Tables 1 and 2. Table 1 presents a chart for determining BMI based on height and weight.
Table 2 presents BMI cut—offs for obesity in pediatric patients aged 12 years and older, determined
based on the CDC age— and sex—specific growth charts.
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Table 2. BMI Cut-offs for Obesity by Sex and Age for Pediatric Patients Aged 12 Years and Older (CDC
Criteria)

Body mass index (kg/m?
at 95% Percentile

Age (years) Males Females
12 24.2 25.2
12.5 24.7 25.7
13 25.1 26.3
13.5 25.6 26.8
14 26.0 27.2
14.5 26.4 27.7
15 26.8 28.1
15.5 27.2 28.5
16 27.5 28.9
16.5 27.9 29.3
17 28.2 29.6
17.5 28.6 30

2.2 Important Monitoring and Administration Instructions

- In patients with type 2 diabetes, 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® 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.

2.3 Recommended Dosage
Dosage Initiation and Escalation

- Initiate WEGOVY® with a dosage of 0.25 mg injected subcutaneously once-weekly. Then follow the dose
escalation schedule presented in Table 3 to minimize gastrointestinal adverse reactions /see Adverse
Reactions (6.1)].

- If patients do not tolerate a dose during dosage escalation, consider delaying dosage escalation for 4 weeks.
- The 0.25 mg, 0.5 mg, and 1 mg once—weekly dosages are initiation and escalation dosages and are not
approved as maintenance dosages for chronic weight management.

Table 3. Dosage Escalation Schedule

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

*Dosage not approved as maintenance for chronic weight management.

Maintenance Dosage

- The maintenance dosage of WEGOVY® in adult is either 2.4 mg (recommended) or 1.7 mg once—weeKkly.
Consider treatment response and tolerability when selecting the maintenance dosage /see Clinical Studies

(14.1)].

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

- Initiate WEGOVY® according to the dosage escalation schedule in Table 4 to minimize gastrointestinal
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adverse reactions /see Adverse Reactions (6.1)].

- If patients do not tolerate a dose during dosage escalation, consider delaying dosage escalation for 4 weeks.
- The 0.25 mg. 0.5 mg, and 1 mg once—weekly dosages are initiation and escalation dosages and are not
approved as maintenance dosages for chronic weight management.

Table 4. Recommended Dosage Regimen for 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 2.4mg

*Dosage not approved as maintenance for chronic weight management
"See Dosage Modifications for Adverse Reactions

Maintenance Dosage
- The maintenance dosage of WEGOVY® in pediatric patients aged 12 years and older is 2.4 mg once—

weekly.
Dosage Modifications for Adverse Reactions
- If patients do not tolerate the 2.4 mg once—weekly maintenance dosage, the maintenance dosage may be

reduced to 1.7 mg once—weekly.
- Discontinue WEGOVY" if the patient cannot tolerate the 1.7 mg once—weekly dosage.

2.5 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.

ER M D 7 {4 SXE(SPC)(2023 £ 10 A)

24 Novo Nordisk A/S FE T4 20224F-

IRAE4 Wegovy 0.25 mg solution for injection in pre—filled pen KT 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
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 L 4.1 Therapeutic indications

g | Aduls

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
« >27 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
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sleep apnoea or cardiovascular disease.

Adolescents (>12 years)
Wegovy is indicated as an adjunct to a reduced—calorie diet and increased physical activity for weight

management in adolescents ages 12 years and above with

+ obesity* and

+ body weight above 60 kg.

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

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

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

Age (years) BMI (kg/m?) at 95% Percentile
Males Females
12 24.2 959
12.5 24.7 25.7
13 25.1 26.3
13.5 25.6 26.8
14 26.0 97 9
14.5 26.4 27.7
15 26.8 981
15.5 27.2 28.5
16 27.5 28.9
16.5 27.9 293
17 28.2 296
17.5 28.6 20
Hiy:% | 4.2 Posology and method of administration
o | Posology
U H& 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
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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 >75 years of age is
limited, and greater sensitivity of some older individuals cannot be excluded.

Patients with renal impairment

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

Patients with hepatic impairment

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

Paediatric population

No dose adjustment is required for adolescents ages 12 years and above.

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 (>72 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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8.1 Pregnancy
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
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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 2-4% and 15-20%, respectively.

Clinical Considerations

Disease—associated maternal and/or embryo,/fetal risk

Appropriate weight gain based on pre—pregnancy weight is currently recommended for all pregnant
patients, including those who already have overweight or obesity, because of the obligatory weight
gain that occurs in maternal tissues during pregnancy.

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—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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SPC(Summary of 4.6 Fertility, pregnancy and lactation
Women of childbearing potential

Product Women of childbearing potential are recommended to use contraception when treated with
characteristics semaglutide (see section 4.5).

(PRI D HRAF )

(20234E10 ) Pregnancy

Studies in animals have shown reproductive toxicity (see section 5.3). There are limited data from
the use of semaglutide in pregnant women. Therefore, semaglutide should not be used during
pregnancy. If a patient wishes to become pregnant, or pregnancy occurs, semaglutide should be
discontinued. Semaglutide should be discontinued at least 2 months before a planned pregnancy
due to the long half-life (see section 5.2).

Breast—feeding
In lactating rats, semaglutide was excreted in milk. A risk to a breast—fed child cannot be excluded.
Semaglutide should not be used during breast—feeding.

Fertility
The effect of semaglutide on fertility in humans is unknown. Semaglutide did not affect male
fertility in rats. In female rats, an increase in oestrous length and a small reduction in number of

ovulations were observed at doses associated with maternal body weight loss.
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KEDOEATLFE | 8.4 Pediatric Use

(20234E7 1) The safety and effectiveness of WEGOVY® as an adjunct to a reduced calorie diet and increased
physical activity for chronic weight management have been established in pediatric patients aged 12
years and older with a BMI corresponding to >95th percentile standardized for age and sex. 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 295th percentile
for age and sex and from studies in adult patients with obesity /see Clinical Studies (14.2)].
Adverse reactions with WEGOVY® treatment in pediatric patients aged 12 years and older were
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
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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.

SPC(Summary of
Product
characteristics
(BRINDESEF ST
)
(20234-10H)

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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