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OWTNOREL , HhALcDR—RT AL B26I ETOELTREIZONT, 7T BREEHIRH T DB REES AU, F2ARA]
14mgFE COHPA TR EMEL R CTH - EE DN TG R HESE R L Uiz, AFIOHEREH ROV T, BE&

FROCLP-1% A VEBN 3 A e HR R & U7 [E PERBR (4281° K% UM282°3ER) 12T, BN D% FREKEHC B W TA RIS
DHEFFFH BN G-I N TR R ARH Tmglt EHbALc B L BRI E Th 7= b FEhE S 7= B R ik (42331, 4222°,

42807, 42818} V428295 B%) 1233\ N TAAI L dmghE TIIAHI TmgREIZ el U E Bl E0 5 LI B 7= EHL DR B
EENEVVMEIA RO SN SIS XY | AFIOHERF AR IT Tmel Uiz, 72, AFE RO § 5k E O3 RA RS
DA, R ENOHIER 5322 ENEETHHID, HEMHEIEEL T, 3mgh bR G2 L, 4L ERGE L=
ICTmglZH 95, S5I2, #EFF A ETmeZ2 4R K UL EHR S LEHBIC, SRR 07T dmgE T ETEH LT,
728 AFIBmeBEN R ES N2 T O BIUHERBRIZIB N TH | AFI3meZ ki 5352 THbALeAT.0% AR IR T L
TR E N — ERERD N2 LD RAI3meg# 5-CTH o7l ha— B3G5 TODIEA T, 4 LIS 3mg T
DOFE GG ATREL B LT,
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4. RERUVAERICEEY 5IE

1. BERUVAZICEEYT R

1.1 KFORIITE ONEDEIVE T T2528055, KANL, 1B DI SLORAO R IIHAKDORIC, 22 DIRFETa

/7*?’3# TOK(F9120mLEL ) EEBHI23mghE, Tmght XX 14mehe % 1EEARH T 52 &, F7=. IR R ORI % D72
i, B B UM SRR DR OB EERE T D2 L, /3 E] - e O AW CTARA L Tdeb7ewy, [16.2.1-16.2.3% 1]

(ﬁ%ﬁ)

AENT B~ NFROWILEAEHET S SNAC 25 AL THD, BOREHZIZE~Z VT RITFICH TRINELD,

T NFROWINIE FRROBERNEELZ I T 720, LLFOEBREFAIBHEICRETAIL,
HE 1. AFNTZEEORETIRAT2XLERHS, 1 HOSLORAOEFIIHAKOFI IR T528,
HEE 2. AFNT=y 7 KooK () 120mL BLF) EEBICIRAT 52 L,
HEE 3. OROFIEFRFZARA LW L,
4. AFIIRA B OR AR R RER (AR AR R ORR A% A 72K 30 43) ZIESF528, ok oAl O AL AH]

DR RFFM %R LT DL,

REORE N

B E k512, 1 B 1 [\IAK] 5mg % 5 H &% 5% I24%] 10mg %5 H F’ﬁ}i@%}:u&%w_&%@tvﬁw%k‘@
B B R TR G TIIL T 0L Thote, —F ., BRFBHE L2 26 HilH 14 I TIIW T oORE S THE & FRE -
ZLTREEIIFRD DN DT SFEANT —5),

BE K E(mL) | #E5%EERRmn) | #12 | Cra(imol/L) AUCq-24 v(nmol+h/L) tmax(h)
6 R 120 30 26 15.53+6.46 296.90+124.51 1.00[0.50, 4.00]
10HETHa £ 240 240 26 | 29.18+28.69 554.50+546.71 1.75[0.50, 6.02]

SEIE AEHEMR L tinae (3PP AR RGP ]
MR R CROKBORE 1

TR B MERRE A3 RIC. 1 B 1 EARA 10 mg % 10 HERER O G LILLEDOEY 7 VT ROBRE RITH %GR
R, BOKEDTIELL T DOEBY TH-7- UME AT —4),
K& (ml) 5 He £ R (min) %K Cnax (nmol/L) AUCo-241 (nmol+h/L) tmax (h)
15 20 12.6£10.74 254.9+227.98 @ 0.5[0.5, 3.0]?
50 30 20 21.3+10.43 422.0+220.57 1.0[0.5, 4.0]
60 20 21.8+11.70 439.6+243.87 P 1.5[0.5, 4.0]?
120 19 33.4+16.87 Y 685.9+333.89 » 2.3[0.5, 12.01”
15 19 11.2+7.28 221.7+140.06 0.5[0.5, 6.1]
190 30 20 16.8+5.84 338.5+114.95 1.0[0.5, 12.0]
60 20 32.5+29.07 ¥ 634.9+517.68 1.5[0.5, 6.0]?
120 20 32.9+15.15 Y 668.6+333.13 ¥ 2.0[1.0, 4.0]”

EAE ATt 1T S (RG]

a) 195 b) 185

BRI BIEPIRTE 2R G, AHAI 10mg 2 HLRIRE O 5 (5 5-1% 4 RFRIAE R, 55 2 IFfI$212K 200mL Z280K) Liz&&
DO~ NFROBRERIT HOKEJTIFL TOLEY Tho GEAT —4),

ﬁj(qr;kL;$ B3k Conax (nmol/L) AUCq-24 4 (nmol+h/L) tmas (h)
50 24 10.5£6.8 171.8£114.8 1.5[0.5, 3.0]
240 26 7.9+8.0 129.3+142.0 1.5[0.5. 4.0]?

PEE EAFAER At (3 SRAB[FEDH]

a) 23 f

BWIZEIT 2B LN ORI S AF ORI RIS T F 8
TEHEBRE )T BT, AH 14mg L7 T0REES 8% 1 B 1 [0 5 W EHR G (Z2jEH;, fRokE 120mL., %54 30 4

PLEMR) LT=bZ A, 7T RGO AR L LR L CL PG TR~/ LT ROREZE EI, Cuw THE 32%&% U AUC,-
24},'( Ix 34%/J éﬁlﬂf; (5’{‘.)\7‘“57) °

E R R O TG H DR

AFND

W~ D5

ITATHLD, 5

\i[ *ﬁ

13

W o O BN TR LTI 720,




| 7.2 Aplamei s 59 BBICIE, ARHIO Tmghi 2288 5 5552 LITRET 2L, [16.2. 13 ]

(figEsi)
AFNEE THAEE - RIS A, WU EER R 1 O JELOFIC RE SN D LD, SNAC OF G- BDZER | J OWHIIZ 2 5
DFEFN N E PUAFAET DT EDRAKN ORI B % XT3 TR DD, AHIOD 1 [RIOF G- THEESEL B RS
BDERIITITRET DL,

SNAC DE A&

TEFEBERE A X5, SNAC & &2° 300mg X1 600mg OAK] 10mg FEZH G LI2EZA, BT /LT RO Chu b
FNFEN 4.8015.30 KT 3.03%4.64 nmol/L, AUCq 5011 IZZFFVEFL 414.47 £499.17 K TN 241.09+398.22nmol+h/L T
HY, SNAC OEH &N 300 mg NHIEMNT DL~/ LT ROREFE DK T NALIL,

AH 14mg $E% 1 SERRA T DI0DVIIARH) Tme 8E% 2 SEfRA T 28G5, SNAC #5222 LI LD ARIEDOFEY)
ThE~ D R T2Z LI LAY B~ DR BEL T E X | AK 14mg 8% 1 SEIRA T 21R0OVIZAH] Tmg
FEA 2 SRR A2 EITHESEL 22\,

| 7.3 #E5ERESARZO RSP, BARSTHIL,

(fga)
AAHNE 1B 1 EEREOHEKTHHZER NI VT ROEIERH N ENED, | FO®RSENIE B~ LT
ROMEEE B A~DREII/INS, — I THAHLE ZBbND, ZOZEND, KEIOHEEEZSNT-SBE1E, B A T E®EICH
A RN By

200 — BEAE
— 1EESUEHoIBE
U TN OO NN NN NN
50

NN ESRNSNSNNNARNNNNNNNNN
20

OGN NN N NN NN
10
REDIV7 : #RBENDZEIIILF RRE

Semaglutide (hmol/L)

5 -

2-

é 10 15 20
T Time (days)

Bhaxsnicn

AEN14mg# 5% OEFIREIZB W T, 58 BIZRELENT- G A OB a7 7 A LD Ial—i g
(DZ0tOFZERUVAZICEET 53FE
ABNDF DR DFTA B E I FEEFRIL B~/ TR GBI T2 ) THD, KEIEA B Y7/ FiEED[R R

WF I TRET DL, FRCA BBy R FIEDLAFI SUIAF LA BBy 7 B FIEICEIVR 2 BEF TR L <, FH
BB AZ LB AL,
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5. BERAIE

MEREKT—82/\v7—2

PSES

WIRRBOME | REER | R (| e
BEREEC) -
TR B Lt DR, RENRE K OSSR E A
% 1H HARN K OFME A 7az yA Okt
s | ooz (4l O | s Bor . SRR, R, 4T
H AN 1 24451) R ER G, —HERER
BT aP =N T LOLES BRI E
. HREOBF (QT/QTciER)
%§¢£% NN9924-4247 i:ﬁ%ﬁﬁ) © ?ﬁﬁ%ﬁ@ﬁﬁxf?bﬁ&@%%y7m%%
Ukt BEIRE S ER, ik, 432
A — N — 3
B THREAE~ I VFROLES I KIES
RO (QT/QTciER)
%5 1A NN9535-3652 TR R o X TuRY UGG R ET DR A
SR AL ELA (16841) TR IARF = R—=F P GBS
BT, ZEER, 77 R, KE
5 VKRR, SEENATRERT B
AHKI(3, 7. 14mg) O A R BUGBIFR  AA (3,
7. 14 mg) D1 H 1B 5.0 BMUE L DR 21
ZE1/11FH NN9924-4281 2R R P R © K OHEMEORTT
[ PN AR PIONEER9 H AR (24351) VEABIVFIT, 78R (CEER) LOVT
ZNFR09mg (Z T 5. IEEHR) XHHR, 1
E (A A) ., ik, SEEMATRER Hhissak B
T L E 7Zﬁ§¥?@ﬁ$@ﬁ&)
A NN9924-4233 | AAAKDSHELN | o égéﬁﬁigﬁjggﬁiglgﬁggégflHl@
E B IR B PIONEER1 (70331 RS EOAT . R 7@%Jzzu‘ %
HA N : 1164) R Z,“ﬁ”‘
(B, Zhiiak. AREIATRERN ik
THRTVTF Dl (% O FE R IEE DO OF
FRIEE)
ANRNIL DI XIFANRIV I EA)VTR= LT
2T MR PR P FRAE L7 Flo WAl & O P AFEIZB MU AA
EaliGE NN9924-4222 | HAR N K O E A ) (3.7, Umg) D1 H1EE G L2 TVTF o
E B AL Rl R PIONEER3 (186413, 100mg 1 H 1Bl 5- O A 3h itk K OV etk
H A :20741) o i )
MELEIDMT, —EER, X7 AFI— K
TR, ZIERE, Sk, AREN TR M bk
B
TR G NI Z T TFRED RS (R 1B R
IR OO )
ARRVIL D I NI ARV I ESCGLT2
2T PR P FRAE o i F & o OF R BINL 72 RA
EAlLE NN9924-4224 | HAR AL USME A © (14mg) 1A 1A 5.7 T vHR XIFV T 7 v
] B 3 [A] 3 PIONEER4 (71145, FR1.8mgD1 H 1 [R5 DA 8 B OV 2tk
H AN : 7541) O et
MAELEIDMT, ZEHER, ¥ 7 AHI— HE
WROT TR, ZEE, Lk, 3HEE
{TREM ol sk B
TIRRED L (A A EOFEEE)
ANBRARUPEA XUIIEGF A T TR
2R R Ip B Y2159 (Basal (v AV v IBA A AV XiT
IFH NN9924-4280 | HA A K OWME A © Basal-Bolus#&i%) (ZIEB ML=, 7T BRIZx9
] B 3 [T 3R PIONEERS (731451, DA (3, 7, 14mg) D1 H 1[E# 5-OH MK
B AN : 19441) [0\ e Xk RDIE L Y5
MEVEZEMT, —HEER, 77 8RR, £
[, Zhiak, AREIITRERN i
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T aZ 7T RED R (8 0 FERIF SR L O Of
FARR)

OB PRI S B (R AR =L LT H )
A LAY WA, o~ Va s —8

EallLiE NN9924-4282 2T M PR P R FLEEH], F7 VY0 R HA T SGLT2H 5
E PR PIONEER10 H A (458431) FlOWF D) ITBIMUTZ, A (3, 7., 14mg)
D1H 1A 55 2727 FK0.75mg D 1 [A]
BTG 0% VR O IED Ll st
AR 2 BI0AH T, FEE R, SRR, 1o (H
). Sliiak. AR TREM] iR
TIRRED i (UL T R 2GRER)
IR NN9924-4221 2B BE PRI B AH) (14mg) DO ME IZ 3T 22 2O
WS ERER PIONEER6 S ELA (3183 45) WAEABIOMNT, ZEER, 77 8RR 2
ESE NS T Y
7T /R ED L (R FRE)
ARRNAI g ORIV =)L L TN L5 Bl
PR VE XX R 1 . Basal > AU > D HEAUE
Hh 4 R R RE ; . -~ 2
IR NN9924-4234 | E AT 52 R, BAEARIL S EBasal £ A0 D
N s RSB LT, 7 IRkt 244 (14
HEZA N PIONEER5 YR e . Sy
S A (32441) gf*)ﬁ?*l H 1B 5 OHFHMEL OREEED T
S UAEN
WIEBEIOMNT, ZEER, 77 BRAR £
[EEE, ek, 2REI I TRERM il Bk
RBNDOE M, BEMEROANAETXATEY
%14 NN9924-3691 TR R TADRF
WS R SMELA (15541) AELFO T, “EER, Uik, 7 78R
SR, HEI 5Bk
ARFN DL AN, DR, R L SR %
- BRI O FEt
{ﬁf{iﬁ%ﬁ NN9924-3692 %@fiiﬁéﬁ) MAEAET, 7o0R (CEER) RO
o THREMHE~ZAVFRGEER) R, 1%,
ARG
B O 5 EL T O ztiﬁﬂ@ﬁéiﬁz\ BN, B e K O35
A NN9924-3991 e HEROER
HESL R %)\(1‘07%) HEAELEONT, IR R, ZEHER, 1
Mk, K B 5 RER
B G E AR
AANEGZIEBRTE2EEOXAIL T KD
ke NN9924-3794 TR ARFN P 5 O FOK B o Ry Eh e K~ D 5
SRR FMELA (16141) BOMRT
MAEABIOMT. FEE M. Uiesk. 8HE. IKIE&
5B
BFOR AR
1A NN9924-4154 TR R AR OB REI K T2 B FOEOMG
NN SMELA (7841) MEAEAFIOMT . FEE M., LiEak. 3/, RKAE&K
5B
K B T R
5T i R ztijﬂ&%ﬁ#@ﬁbk%@iﬁu\L:oté%%@]ﬁém
wskatme | T w2 ol i
o MEAEZ RIS FEE M. %, BRIk S, 7
a2 A — N —E B
< ANT U ADKEET
1A NN9535-3789 TR B R BTG HE~ 7 NV F RO HER KON
ANV SMELA (TH1) R & OO
FEEMR., Uik, B[R 535
14 N 1 - 24 N N
o — — @i;;vﬁfn# R ARG & OBk
ANV ShELA (9%51) i

FHEMR, Uik, Him b
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e B e B O} ]

B PRAERRE DR

1A NN9924-4079 DR DO M REREE B REREE A T AR I T D ARAI D HE
WS ERER BHTOHERE WyEhRe, etk QBB OB
SAEN (T141) IEEM, Ztisk, KGR
(R R BR T B OV 7 R RBRRE DR 2
£ NNGS24-4082 LR DO NTHERERE E JFHERERE 2 3 DU BRF 12381 AARAI D IR
AR BHTHRE Wy, etk ORE OB
S A (564)) IEER., ZhEk . K& 538k
e L f s ESYHILE R RO
- e LR A A ST SR 2 g
IEITN NN9924-4267 g PRGBSI DAFN O BIRE , 2222k
[FaVs K IR R T =
57*)\ (551,%) (O SV ﬁ@*ﬁfﬁ B
IEE M, Zhisk, IE 5 RER
Y HEAER -V UL SO T 7Y
SR NN9924-4065 i) g‘/ﬁ/ﬁﬁlﬁkﬁleﬂy@%%@%mﬁL
AR SR (521) WBOBHN
FEER, UER, 1 >OREIEFIZLS A4
— N —i R
WA HAE — AR T %
SRl NN9924-4145 IEFE R 2;?%/';;:; g&ﬁo/? R
WA BR SR (3241) WaBORH
FEER, UER, 1 >OREIEFIZLS 7R A
— X — R
SEWFE BAEFH — % 0 AT 38
P PARE 12 DR £ 1Y I%:w:xW&%wv&fﬁvﬁ//w{“xw
AR NN9924-4249 BrE LD IRMENREI T B ARKN O RO IR
i SR (254) IEEMR, Uigk, 1> D& GIEFIC LD 724
— N — R
M EAEH — 70BN aANATF
o TaEIN K ORARRY T D E B RE | %f
@Tﬁj?ﬁ NN9924-4250 %@j%fﬁﬁ) FTRAKIOHBOR
e JFER, Uiigk, 120 GIEF LD AL
— 3B
M EEH — LV RFax v EEOEEH]
(FF7&R)
” LARTFax o OIRYENEIZXT T DARHF O
£t . e e A e sy
e NN9924-4279 S A (45(50) gjggg&)@%@%%%mﬁ x93 A8 b
FEER, EZR, 12O EIEFIZED A A
— N\ —Bk
W HAE — A AT 5V — v GHEAE )
B T - giﬂgi%@ﬁ BEIZKI T D4 AT T — D
AR SAEN (5441) e PN .
AR BT, FEE M. WATHE, THEk,
(CE SR
WYFHEAEH — 70X R v raAaR) s
(FA AL1E A ER)
- BT a—rF R AOEY BRI T
EatT B fEREE e e G
e NN9924-4394 SELA 1D ;713 FUR RO 7 aZRY DD
IEAEZBIVAT, FEER. UER, 3y axA
— N —E R
TRAEF—ERA~DOEE
FTHREHAE~IVFRETTRvRED =RV
e . F—EiE, Bk, BEOZ NVa—ZA KN
?@izt‘a%jﬁ NN9535-3685 ;ﬁf’ﬁ(%ﬁ) ZURURRET RSN E N AR T 58
i B2 ST O R R
HAEAFIOAHS, —EEMR, 77 ERXE 1
FE% ., AR PG, 2817 aaAd — N —i R
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I
HEZAREY S

NN9535-3635

2BURE R B (75
) B O el B
(12451)
PANESDN

B HIIEAEEE ~ D5

K TS~ VFRO B HagEE %4
DR BORET

AEAEI T, ZEHEER, 77 BRI,

Lg%, WATHE, RAEH 538k

AL

NN9535-3684

2T PRI B
SE A (38431)

TR =0 S a L e T T N ey - &

B T#S A~/ VFRET TR EDIKIMEE
W BIEHU RIS G- 2 BB O TR
Rt

MEABNOLHT, —EHEMR, Lk, KEH
5. razxgd— N—RE

CAIGE
HEZA N

NN9924-3790

QR PR 9P FR
A EN (6321§J)

A (B VE J DAL L O PE )
FRFIEH, A B OSBR LX OE 2O

)

AFI(LH ARG, 7F8R K OR %5

v NTFR GBS OREER AR

MO HElR

MELBMT, IR (CEEH) LUK

T#&k%ﬂ%tvﬁ‘/v%k‘ GEE ) xR, &t

. ORENPATRER Hhig sk

AL
HEZA N

NN9924-4223
PIONEER2

QR PR 9P FR
A EN (822451)

:1://\7)7B//k0)tt$x (B O pERIFEED
OF FRIE)
ANBFARUBEA FICB I A% (14 mg) D1 H
1E# LT 77025 mgD1 H 1ER
H-OHEINE R O 2 PEO Hhisiigt
IAEAEIOAT, FEEM, RIS, ZEFE,
ZHER . 2R ATRER] iR

AL

NN9924-4257
PIONEER7

2R PR P FRE
FELN (504451)

BB R FIckB 5, 7Ly 7L
A BEFAEICEAARK DL 1B GL 27
7'F100mgD1 H 1R G- O EME K U4 4
PO LR

MAEABIOMT, IEE M., RIS IR, 2
ZHEaR . 2RENPATRER] iR

O: FHii &k O: 5 5 &k
s 1 BEIEATID (113 2 FM LTV ARVBRBIC OV IR SHIRER GRBRIEE 55 L TU R\ K HEED B

HraEtr)
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(2) B PR EETEEAER
1) REHZRSHER'
VI FRHENREICRE T 2IE A | OHESR

2)QT/QTcEtER"

fEFERBRE (16645, & G-HBREHO I TR EH~7 /L FK(0.25, 0.5, 1.OK TN .5meZ 1 [ml# 5, 4@ >H&E
i) 2 16 R K E# 5- L, DEO IS T2 B2 RS U2/ R i 1.5megD E HIRIETQTe IR IER X451
2ot

Q) RERIGERZRAER
M5 ERIREART (DRRGERYRER 1) AMEREERER DR R
(4) #REL R ER

1) BRI ER
OB MEL : ENEI/HEEER (NN9924-4281515%)°

*f B R OBERIR SR o0 B VE T A SRR K ONEBNRTE TR = b — L SR -45 70 B A A 2R
(HEAFE % ¥73 FB B 243051 (ARAN 3Smghf : 4961, ARHTmght : 4961, AHKN14meht : 48451, V77 /N FR0.9mght: : 48451,
/R b 7T R 4951)

#% )

REBRGIE - AAIORELISER, BMRIEOZEME R A IMEEHRET 5. 778N (CEER) LRI 7 0
TR GESR) &I MATRERH iR

BHHFE © KFIBmg, AFTmg, AFN14mgD1 H 1ERE 05 U770 FR0.9mgD1 H 1B T 5 XIx7 7R
O1H AR OB 2528 M M L7, AANZLH 1A 3me THEG-ABIAE LIz, HEHIT4aEmI L
L. Tmghk O'14mg® FH BT Z N2 N G BRI S4B % K O8I ICBET DI E LT, AA
V%, ZERRRE T2 D H ORYIORFD305LL LR, 2y 70 LU oK SR D 5Lz,
& FUBE PRI FE D BMPR IE 2 FEM L TUVABRE 1T, B A RN I DT 42 27 MRICARI O 5
ZBRLALTZ,

* P . HbALcDOR—RATA U B0 ETOE &
A fiREYE]

=+ 72 ¢ HbAlcD_R—RATA L NH52H £ TOE{L &
Al " REDOR—2TAL 5261 K G2 ETOE(L &
A fiREE]

b B 2608IZBITAHbALcDFE BE TRITRT,

HbAlc (%) AHI3mg AFHTmg AFldmg | V70 NFE | FIER
0.9mg
S 8.1%0.8 8.3%1.0 8.0%0.9 8.3%0.8 8.3%1.1
(49) (49) (48) (48) (49)

. L -1.1+0.8 | -1.7+0.8 | -1.7+0.8 | -1.4%1.1 -0.2+0.7
26BETOR{LE (43) (45) (44) (45) (41)
R 0.3 -0.1 -0.3 - -
(AHI-)77° VF80.9mg)® | [-0.0; 0.6] | [-0.4; 0.2] | [-0.6;-0.0]

[95%15 & X ]
B (RA-7°71K) -1.1 -1.5 -1.7 - -
[95% 15 #H X i ] [-1.4;-0.8] | [-1.7;-1.2] | [-2.0; -1.4]

IBIMOBERIFIEE M T 52 LR R TR Bl i c L5
a: PH) R UE(R 22 GEBIED) | b A O 22T LIEICHE T 2RAET v IV TEEL,

525V NT, HbALcD_— 2T AL B D 2L B (L) + FE (R 25) 13 AK3mehET-1.0+0.9%.
AFKNTmghE T-1.4+10.9%, AHF14mghE T-1.520.8%, V57 /LFR0.9mghE T-1.3+1.0% % N7 TR
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BETO0.1£0.7%Th o7z, YTV /LT R0.9mghE& DFEAEDHEEAEIL, AHAI3SmghET0.2% (95%(F 1 X -
-0.1; 0.6) . AHITmghET-0.2% (95%(ZHE X [#: -0.5; 0.2) X OAA14mght T-0.4% (95%1Z 15 X [ : -
0.8; 0.0) T olz, 7T EREDIEAEDHEEEIL, AHI3mgT —1.3% (95WEFX :-1.7 ; -0.9) . AH
Tmg T-1.7% (95%FHA P : -2.1 5 —1.3) B UAHAN14mgT-1.9% (95%EHEIX[H]: -2.3; -1.5) Tdhro7e,

N—ATA L IPH26A ETOREDEAV & CFY) + TR ) 13, AHI3meght T-0.4+1.9kg (XN—AF
AL DIFH]:71.4kg) . AF|TmghE T-1.2+1.9kg (N —RAT AL DY : 71.3kg) . AH|14mght T-
2.4+3.0kg (WR—RT AL D1 :68.0kg) . V77 /L FR0.9mghETO.1+1.6kg (NR—RAT AL DI
74.7kg) M N\ F T B REET-1.1+1.6kg (N—R2T AL DY :70.3kg) Thho717, N—RATA L HH520H %
TOKREDZEE (T IEERZE) 13, AAI3mghET0.0+2.4kg, AAITmglET-0.8+2.1kg, A
14mghET-2.9+3.9kg, V527 /LFR0.9mght T0.5+2.0kg e N FFBREET-1.0+ 1.7Tkg TH -7,

BHRRIM IR G SN2 o7, BRI MBHERE E (56me/ dLA) S5 P A i 5 ) | 3 A
D AR T T EREETCIIRD BN > T=03, UF7 /LFR0.9mghE TlI2f2fF s S nr-.
V) T AR ML R [EIHE T2 49 BT 1 2) SR AR MBSk 2 5 LB (1 3E) 735 6me/ dL A0 I Ui,

QEMEE B £ R FIFAER (NN9924-42335K 88 ) 4

w0 B BERRE N ONEBRE T o — L AR -4y 7 2T PR R 703451 (A 3me e 1 17541 (H

(HEAFE % AN 2961 L K Tmght 17561 (A AN :2961) | AFI 14amght: 17561 (A AN : 2861) . 7T &R REE:

/R 17841 (H AN :3041))

% )

R  AARIOHMIREOGNE R LR 5, 77 e B, ISR TR el B

BEFE . CEHER T TARBmg, AF|Tmg, AFI14mgd1 B 1ER A5 3778 R01 B 1ERR O #5426
R ERLUZ, AFNX1 A 1E3meg TR G ZBMEL7-, AEWEIT4AAMITEEL ., Tmgk N14mgd &
IZIXENE NGB DA% O8E B IZRE T IO E LTz, AANL, ZERETZEDOHD
RHIOBEDI05 LU ERTIC, 2743 U T O EIIFR 05 LT,

Ex F : HbALcDR—RATA U D260 ETOLE L&

S A T H

AR KEON—ZTAUNB26ETOLEE

&l /N

P A H

fiE B FEFMBERB THOHDALcDR—ATA LD H26HH ETOZELRICTEIL T, AFHMPRED T =T

HE T TERICkHT A B R EES U7z (p<0.0001)

HbAlc (%) AFH3mg AH|Tmg AFHl14mg AN
NS 7.940.7 8.0£0.6 8.0+0.7 7.940.7
(175) (175) (175) (178)

. - -0.9+1.2 -1.3%+1.0 -1.5+1.0 -0.34+1.2
26 ECORALR (167) (160) (160) (168)
= (RAI-7"7'R)0 -0.6 -0.9 -1.1 -
[95%fZ X [H] [-0.8; -0.4] [-1.1; -0.6] [-1.3; -0.9]

TRBREES -0 R p UL UL B OFERIFIEOME O IO LT O BRI LS,
a: P8 EAFUER 7 CREGIED | b: BEZEIE, HbALeO RIMEZ 2% Eifiseika Ttk St e v CiEE L=,

R—RAT AU IPH26 ETOREO L& CFH) EAZ AR ) 1%, AFI3mghtT-1.5+£3.3kg (N—2RF
A2 D) :86.9kg) . AK|TmghE T-2.6=4.1kg (R — 25 AL D -1 :89.0kg) . AHK|14mght T-
4.0£4.2kg (R—AF AL D1 :88.1kg) k NF T EREET-1.4+3.5kg (R—2F AL D) : 88.6kg)
ThH-oT,
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ERZAR M T VRS STz (KA Tmght) , B UL M AEEE & (56mg/dLA I ) AE 75 AL i b
V&, ARFI3mghE THEIGH:, AANTmehE C2HI21F, AAI14mght T, 77 2R CLHILFRESN
72

QBREE  ANRILID DA RIEARRILID EZX LR L IL 7HIOTEFR EO G A, EiR i E I ER (NN9924-

422254 88%)°

Xt B ANRARV OB UIANKA IV ERVR= AT L T IO WAL O O L CREa s b — L AR -

(#E1E % 53732 2R R 973 FR T 1864451 (A 3mg i : 466451 (H AN 1 5201)) | AF Tmght : 466451 (H AN :5241) |

E/EREY AF Amght : 46561 (A AN :5141) | ¥ Z7V7"F 2 100mght: 46761 (H AN :5261))

£ )

REBRGE 0 AN OB IUIANRA L ERV K= AT LT RO fiH] & O Of AFEI BN I ARFI O A 2 K
WA D, V27V TF ot i, BHE R TRM ik sR

BHHE © ANRAI OB UIANIA I L2 VA=A LT RO WA OB AFREICBMLT, “HERTT
AFI3mg, AAITmg X IIAAI14mgD1 H 1B A5 HDHWETZ 7V 7 F-100mgD1 H 1ERER H 4%
BT M FEM L7, AFNX1H 1E3mg TR G4 BiaL 72, HEWHII4aEMILEL, Tmgk U'14mg
DA BIZFENENEE G BN DA% K O8I %I BT IO E LTz, RENL, ZjRETE
D HOFRADOEFEDI5 LRI, 2y 75U TR O E LT,

* 2 HbALcDN—RATALNB26I ETOE

S Al E

MFE B . REON—RTAUB26 ETOLEL i

oW

FEAGE H

& B FEFMBEA THHHDALCDR—ATA L2606 ETOELEICBL T, AHITmg &k OAHF] 14megd

BT VT F L 100mglZ kT BIEL HEDMEES NV FELTE~—0:0.3%) o KAFIB3mgDT 27 VT F 0
100mglZxf 9 BIELMEITRENIZN -T2 (FRBM)

HbAlc (%) AHAI3mg AHITmg AFH14mg VRN
100mg
RS 8.3+1.0 8.4+1.0 8.3+0.9 8.3+0.9
(466) (465) (465) (467)

. e -0.6+1.0 -1.1%+1.1 -1.3%+1.0 -0.8+0.9
268 CORILE (435) (438) (436) (446)
= (R4 7°F 0.2 -0.2 -0.5 -
100mg)® [0.1; 0.3] [-0.4; -0.1] [-0.6; —0.4]

[95%(FFE X ]

TREREERE 500 B o Ik SO B Mo FE RSOl O F IZBb 6T, Boh - BlllfEz o<,
a: ) = EE(R 2 CEBIE) | b: BE251%, HbALed KM% £ EMfiseiEz AV CHise% . 0 T iV CHEE L 72, ARAIBED
FZ, 0.3% GED M~ —20) B sz ST,

T8IEIZHIT S H AN TOANRAIVHE DN FfERE TRICRT,

HbAlc (%) AHAlI3mg A HTmg AFl14mg VEINTF
100mg
R 8.0+1.0 8.24+0.9 8.1+0.8 8.0+0.8
(40) (39) (38) (40)

- o -0.70.9 -1.2+1.1 -1.5+0.9 -0.8-0.9
BRI TORLE (38) (39) 37 (39)
T2 ORAI-v 400 7°F 0.1 -0.2 -0.6 -
100mg)® [-0.2; 0.5] [-0.6; 0.1] [-1.0; -0.2]

[95%{5 #E X il ]

TRBRIE G ORI I SUTB MO FERATIEOME RO A BIZBD LT OB IE-SL,
a: PH) B YE(R 22 GEBI40) | b B2, HbATeD K BIE% 2 EMfiseika Tl etk o Brtra iV TEEL T,
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NR—=2FA L PB26E FETORED LA & (L) AR ZE) 14, AFI3mghE C-1.243.2kg (X—RTF
A2 D) :91.6kg) . AKITmghE T-2.243.9kg (R — 25 A DF-15:91.3kg) . AHKI14mght T-
3.1%3.8kg (N—AF AL D44 :91.2kg) KOV 47 ) 7°F 2 100mghE T-0.6+3.2kg (N —AF A2 D
#1:90.9kg) T o7, V47 V7°F100mghE& DFEEDHEE L, A 3mglE T-0.6kg (95%13 #E X[ : -
-1.1; -0.1) . AHFITmghf T-1.6kg (95%IZHEIX[E : -2.0; —1.1) K OAFAI 1 4mght T-2.5kg (95%{Z 4 X [ :
-3.0; —2.0) Th-o7=,

AEMICBWT, AFN4mghE THE R OS2 7V 7S 100mghE Tap41h: o0 B R 72K N # s Sh
7m0 BERZ TR B R E (56me/dLATH) SEGEMEAR AR 13, AH3meh T2315614: . AH Tmght T
2441142414 . AFN14mghET36HI60145, 2 Z7)7F 2 100mght TIMHI 76/ E STz,

@B REE  ANRILED DA RIEARRILID ESGLT2RAE RO A& O HE A . EFE £ E S48 558 (NN9924-422457

ER)S
*f G 0 ANRARV OB IANRA I ESCGLT2BRER O AL O ff R IE ClufE= s b — L 3R+ 43722
(HEAFE % TRUBE R 99 BB 71161 (R A 14mg#E - 28541 (H RN :3141) . YF 7 /L F N 1.8mghf: 28461 (H A A : 29
LY @) . 7T REE 142060 (A A 1541))
% )
REBGIE 0 AN OB IUIANIV I ESGLT2 B EFI O WA & O Of A RHE BN LT A R OF I & OV
AR D, TR B OVFTINF R IR, B SR TRER FiGAER
e 5k 0 ANRARL OB UIANIA I LSCGLT2RAER O A & OO FIEICEML T, ¥ 7 NV FI—ikIk
L_HEMR FCAAI4mgD1 H 1A Q&5 UZ7 0V FF1.8mgD1 H 1[E . Fi&5-HDW T T TR
D1 A 1B 52528 [ S8k L7z, AFNILH 1E3mg T 52885 U7, FHEWE T4l s,
14mg?d A &I G- B8R ICRIET DL E LT, AANL, ZZMIRIETED H DEYIOR
FD305 LU BRI, a7 L T oKEEISR AKE LT,
* B . HbALcON—ATALINB26ETOE{E
SEAE H
B OEE ) KEON—ZFAUB26 ETOLML A
il /s
SEAE H
A B EEFHMEE B THDOHDALcON—AT AL D B26H FTOEILEIZBAL T, AF14mgdD 7' Z &R ITHE

T AR (p<0.0001) K VFZ L FR1.8mgll it T 5L M GEL M~ —0:0.4%) BHEES
77

HbAlc (%) AFH|14mg USIAVFNL8mg | T EAR
NS 8.0%0.7 8.040.7 7.940.7
(285) (284) (142)

. . -1.2+0.9 -1.1+0.9 -0.1+0.7
26RETOR{LE (278) (272) (134)
= (RAI-V77 VN -0.1 - -
1.8mg)" [-0.3; 0.0]

[95%15 5 X ]
= (RAI-7"F'R)0 -1.1 - -
[95%(5 #E X il ] [-1.2; -0.9]

TRBRIE G ORI I SUTB MO FERATIEOME RO A BIZBD LT OB IE-SL,
a: ) HARE(R 22 CREBIEL) | b B2, HbALeD KNfitiE 2 Al eiia iV CHisEtk 80 UM 2 Vv CHEE LT, 951D
SRAT Tl AFIBED T, 0.4% GESYE~ — 22 ) BB Z DT,
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N—=2F AL NB26 M ETOREDZE R (P I ERA) 13, AH14mghfE T-4.4+4.4kg (R —2A
AL DI 92.9kg) VTV L FR1.8mght T-3.2£3.7kg (N— 2T AL Dtk 195 5kg) o NF TR
FECT-0.6£3.1kg (“RX—AT AL DHJ:93.2kg) ThoT-, AHK14mgDVZ 7 VT R1.8mghtL DREZED
HEEMIZ-1.2kg (95%IEREX B :-1.9; -0.6) . T HRBEL DREFEDHE EIZ-3.8ke (95%(ZHE X [ : -
4.7, -3.0) TH-o17,

BRI R R S S e o 7, R UM fE T (56mg/dL AT ) SE MR dbs 13, A%
L4mghEC2BI20F, VT 7 LT R1.8mght TTHIVE, 77 RBETIFI3AFHE Sz,

OftRAEEAVAY LD B R, B A B FENHE R %55 8% (NN9924-42805K B )’

0 B o ANKAIVHERXUIIEGFA T TOA R NZLD IR (Basalf AV V| IRE A AY L XX Basal-

(HEAFE % Bolusfti%) THfLpE=s ha— L3 AR+ 43 72 2B05E PR3 8 731451 (A7 3mg B - 184651 (H A 1 49451) |

/R AFN Tmghe : 18241 (H AN : 4841) . AFI14mght: 18141 (A AN :47H1) . 77 &ARHE: 184451 (H AN :

B & 5051))

% )

REBRTE AR OA AR O RBRIECB T 2R O R eMEEMRGTT 5, 77 eR% R, ZEER
AT R e R

WHFWE  ANRAIUOEHE XUTIEIH T TOA L XY 2L D15 (Basal A > AU iR E A AV XitBasal-
Bolus##i%) IZIBINL T, —EHEMR F TR A BEICIDAH3mg, AAFITme I AAI14mego1 H 1[HH5
WET T EARDLHEIO#R G628 M FML 7, AHIE1H1EI3mg THREZ B L7z, HE#EI34
BT EEL, Tmghk C4mgdD H EIZIFFENENBEG- B HAT % K O8HZICEETHIHREL
oo AANZ, Z2JLIRAETZ O B OERHIORFED300 UL RN, 207 0 UL TFOKREIITROFEEL
oo 723 ARIMIE DV ALY 2GS DI DO I #2 5-BRAGIRE DA L A L F B 20% )8 L7z,

Ex F : HbALcDR—ATA U D260 ETOLE L&

S A T H

AR KEON—ZTAUNB26ETOLEE

il /3

S A T H

fiE B EERHEIEA THOHDALCDR—ATA LB ETOELRICEL T, KFOWFhoHETH

T TR DB RFES 1172 (p<0.0001)

HbAlc () AHAlI3mg K Tmg AF14mg ZFTRR
R—RF A" 8.240.7 8.2+0.7 8.2+0.7 8.2+0.7
(184) (182) (181) (184)
260 F OB -0.5%1.0 -1.0£1.1 -1.3%1.1 -0.1£0.9
(176) 174) (173) (176)
= (RAI-7"7'R)0 -0.5 -0.9 -1.2 -
[95%(Z X [H] [-0.7; -0.3] [-1.1; -0.7] [-1.4; -1.0]

TRBREES -0 R P UL UL B OFERIFIEOME O HICBID LT O BRI LS,
a: P18 E AR UER 22 GBI | b: BEZEIE, HbALeO RIMEZ 2 Eifiseikae ATtk St e Vv CiEE L=,

5212 VT, HbALcDORX—RT A b Db & () 2 FEAERF 72) 13, AAI3mehET-0.621.0%,
AFNTmghET-0.9+1.1%, AF|14mghf T-1.2+1.0% % N7 TR EET-0.2+0.86ThH-o7=,

N—2ATA L IPH26 A ETOREDEAV & CFY) + R ) 13, AHI3meghf T-1.4+3.1kg (XN—AF
A2 D) :85.9kg) . AK|TmghE T-2.615.2kg (R — 25 AL D1 :87.1kg) . AHK| 14mght T-
3.7+14.0kg (R—RAF AL D1 : 84.6kg) f N T FTHREET-0.5+2.5kg (N—ZF AL DI : 86.0kg)
Thole, 77 uRFELOREZDOHEEEIL, AFHI3mghf T-0.9kg (95%F X :-1.8; -0.0) \ AH7mg
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FET-2.0% (95%E#EX 5] : -3.0; —1.0) K OAHI14mghE T-3.3kg (95%EFE X [ : -4.2; -2.3) Th o7,

BERZR ML, AFI3mght THEI5H K Tmght T L, AFI14mght C2B12(: L N7 TR T
A S Te, R UL I FE A & (56mg/dLA ) A BEPEAR M 13, AAI3mgh Th24119644:
AFNTmghETATHI 1801 . A1 AmghE T4 1471t} NF TR BETHAH 1 564 7=,

®IFEREH (52:8) R E N F M ER (NN9924-428251E4%) °

S & o FRDUBERRIE RO BAMREE TS L b — L SR A4y e B AR A 2B RS B 458451 (A H 3meiE :

(4 1 2 131451, AN TmghE : 132481, AF14mght : 130401, F =252 )L FR0.75mght : 6541)

/R Eb

e B &

% )

RBRFE  RFIER D FERFEEEF (A R= oL TR ERIA AV SUMEER], o - atZd—E
EH| F TV REAIUISGLT2LER OV )y) EOOF A IE D% 2V O k2 st
T 5. T a7 VTR WATEERN] Hhige ik

55k 0 ROBERFIEEF (RVF= Ly L T Bl @A A WMRER], o 7 Va2 — B HEA
F TV FRIEH UEISGLT2ERI OV 4122) 1B T, AAI3mg, AFI7Tmg ITAAI14mgD1
H1ERE OS5 HDMNET 277 0 F R0.75mg D ¥ 18] f2 T #5252 [ £t L7=, AANL1H 18
3mg CEG-ABA LT, A EEIEI4EMI LD, Tmghk O l4mgd A EICITENE B 5-Blta) 54
W K OSHEBICEIET 2L E LI, AANL, ZEIERIETZED B ORAORFD 30457 LL LRI,
a7 LUFOKEITR OF 5Lz,

ED %o RRER G T OREILZA EFLORBUE (R RKK5 T M CoORHID)

FEAmE H

* 72 1 HbAlcON—RTAL N2 ETOE L E

&l /s KRB DN—2FA L5520 £ TDLA L &

FEAmE H

e F oo 52HICBV T, HbALeD R =T AL nbDZ LR (P54 S (R 7£) 13, AHI3meht¢-0.8+1.0%

(R—=RAF A DY) :8.240.9%) . AKITmghET-1.4+1.0% (R—AFT AL DF:8.3+£0.9%) . AHK
14mgRECT-1.8 1 1.0% (NN —AT AL DY) :8.4+1.0%) K ONTF 277 /LF R0.75mghE CT-1.41+0.9% («X
—ATAL DI :8.470.9%) Th-o7z,

NR—=RATAL B2 ECOREDO L ED (1) £ EUER ) 14, AFI3meghf T0.0+£2.4kg (R —2A
FA DI 71.5kg) . AFN TmgBET-0.9+3.4kg (R —2AF AL DEH: 72.7kg) . AH| 14mgHE T-
1.7%3.5kg (N—AT AL DY) 72.6kg) KT 2T 27 /L FR0.75mghf T1.0£2.7kg (N—AT AL D
¥):71.2kg) TH-T=,

TE) IR - 00 R R 72 I RIBMO B RIGIE O O A I BDL T O BIAMEIC LSS,
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5214

BB OHbALcORE R FRITRT,
HbAlc (%) N2 52 F OB
A F3mg
A= LT 8.5%1.0 (42) -0.7£1.2 (42)
AL A Gy WA 8.1£0.5 (22) -0.7+1.0 21)
a - Nav s —LHEH 8.0£0.8 (22) -1.1%+0.8 (21)
FTV U TR IHHA 8.3£0.9 (23) -1.1%0.8 (20)
SGLT2FHE A 8.21.0 (22) -0.8%+1.0 (22)
A Tmg
AR LT H 8.3£0.9 (42) -1.3%1.1 (40)
FNELA LAYy WA R 8.5+1.0 (22) -1.6+0.9 (21)
a~7 a2 —EHEHA 8.2+1.1(22) -1.6+1.2 (22)
FTVI R IHA 8.4%+1.0 (23) -1.5%+1.3 (23)
SGLT2FRZ # 8.3£0.7 (23) -1.4%£0.6 (23)
VR 7414mg
ANAR=ATLTH 8.7%1.1 (42) -1.9%1.1 (41)
AL A Gy WA 8.5+0.9 (22) -1.7+1.1 21)
a -7 Nav i —BRRER 8.41.0 (22) -1.8%=1.1 (21)
FTVYL TR IA 8.2+1.0 (22) -1.7+1.0 (22)
SGLT2FHE A 8.3£0.8 (22) -1.7%+0.7 (22)

8 AR R 2 CIEBI1EK)

BRI B L CRAL-AEF ST, A 3mghE T10141 (77.1%) 33044 . A& Tmg#E T 1064
(80.3%) 35018, AHKI 14mghE T1114 (85.4%) 3241 J VT 277 /L F R0.75mehE Th3 4 (81.5%) 17844

WEshic,

BRI TSI, B UL b M E (56mg/dLAH) E B MR ML, AFI3mght T
AKFNTmglET3HALE (R R= 7L T HIOE : 25121
BN A 2 AV 2 Gy MR HE R OF F < 15121F) | AFI14mehE T4F141F: (W Fhb 2 rdk=r oL 7 Al fF
) WG, 7277 /L FR0.75mglt Tl s S -1z,

Al (Db AV R= AT LT EIGED |

2) & MR

O T 7 N 2588k 7 TRt B B R (NN9924-42217388k , SMEAN T —4) 18

DAL AN IEAEVRATOEWINEN 2 BUBE R EE 3183 Bl QI E ARV T ATV BEEIREIZBIL T,
"HEMR T COAA 14mg X7 T8RO 1 A 1 ERO#KGEFEMLUT-, HEWEE 4 BREZEEL, 14mg O EIZIT#H
BB 8 I TDIOE L, EHBEHIIL 16 » A Thoto,

NR—2F AU ABVEBEBA DR DB RBEZ A LT ERE 1T 1,797 4i(56.5%), 18 EBREBEDHEZAL TV
ToWEBRET 1L 354 BI(11.1%), 18PERNR B KL OV MAE R B O 728 L OO B 13 544 FI(17.1%)THY, LI EVAS

R 5D B2 L TR 1 488 51(15.3%) Th o7,

THRAMIE B T HEAEZ B0 (1T 2D B0 E A~ b (MACE L L 3 58 FEBSENE O
JH 2R DUNT D) DR ANIE LT D ETORFRZFEAMG L 7285 & AH 07 F'R
~—r:1.8),
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NP=RL AHl TSR
[95%{FHE X ] N (%) N (%)
SiE 52 (FAS) 1591 (100) 1592 (100)
FEEIE H-MACE 0.79 [0.57; 1.11] 61 (3.8) 76 (4.8)
MACE DR R
D A5 B 0.49 [0.27; 0.92] 15 (0.9) 30 (1.9)
FEBBEHEN A 0.74 [0.35; 1.57] 12 (0.8) 16 (1.0)
FEBEIE D 2E 1.18 [0.73; 1.90] 37 (2.3) 31 (1.9)
fth oD BV A TE H
T NTORELE 0.51[0.31; 0.84] 23 (1.4) 45 (2.8)

BeEH T RO HbAlc D_R—2T A NHOE b O AEHERZS) 13, AAIT-1.0E£1.4% . 77 BRT-0.3+1.3%Th
77,

FERZRIMBE L, AFIFET 23 B 28 ) T ZBAREET 13 6 17 5 NT,
(5) BE - FREERIRER
M ERL

(6) A mEERA
DB RS (— sl A A A5 7 o BR8P Pl L ) | B e R 7 — 2 — Rl A, i

W 71 AR FRBR DI 2

R TE 1 R A A
MR A GRS AD At FH O R B FRIF BB AR R L L, LT OREM AT Z E L T2,
HY A2 FICBI AR OR &M R G 9 E Rt 15
A 71k LR T =
EEE M BERE T QS A1) A FH Dl N 2B PRy BB
Blz2IA 34~4414
T eSS 65014
FApHAE H BT R AAIORRARDL, PFAZE, LR (B EE%, Bl REIci I3
B CUERERSE) | A IMERE (HbAlc, R SE)

)RR G L LT T E DN A UL FE ML 7z Broo i 32
AL

QEZoI
BB RL
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VI. EhFE(CREET 5HIEHE
1. EEPNICEEHDILEMRITILEYE
GLP-1Z &R {EBh 3

2. EBEAR
(1) VEFRERT - fERRMERE o ©
=7 VFRIL, B M L DOCLP- 12 FIKICH & L. ATP)OcAMPOFE A AR S B D8I XD F b a— R PR EE(KLF
BNZA LAY S D, IBIT, MBS E WIS AIZIZ T A B3 2 3 E 35,
TNa—A

i

[T | , ca

00400 o
GLP-1 00
REE 0000

A28 O

®TJLFFR

ATP: 7T )3 =Vl ADP: 75 23w U B GLUT2 : 25807 Lo — RE R, cAMP: Bk 7 5 /o v — U g

S
Ty 0 1 20 y © 30 aF
H—H—NXJ—E—G—T—F—T—S—D—\l’—S—S—Y—L—E—G—Q—A—E—N\/)‘— EXFY I Y AWy L VY R Y GYXRY GI-0H
CH, "CH, 2 s
; 0
?NV\O/\/O\)\N/\/D\/"\‘Q/YNH
H
0
HO
T
o

oH
OMV\M’

T~V FRIZENGLP-1£94%D 7 X /BAFL S OFFE S AL GLP-17 17 Ths, B~/ VT Rix, UF7 VT K (H
ARTOWFE4 €7 b—P®Rz FH18mg) ERIEICT S MAELHEAFIZ SN TOA R, IHIZE DO LAk & 12 B B S /i 51T
HTEITI BRI AL RS ETND, B/ AV TF ROEEHIERIX 7 V7 I OREREERE G 5L & R B AT m OB
HTHZELODPP-UZ LD IO DRFEIZ L DL O THY, LU ORRRMER D IES L TND,

@ DPP-AICKTHLEMNE N ESE D20, XTI FREENSN O T I/ BEER (7T =2 %2-T AV EKEE Tl&E#L)
@ 26U NTEmSD T BRI I —b y TNEI BN U CHNVRE VR TEL 72T e iss
@ TTFREBEKEANDICUEIDIZIRET DD, 34V BT V¥ = TE ik

Vo — LBV T L T L7 ISR BAMED R RIZ A 5L, IET TOv~ 7 VT R R ESE, R
IVT I AR TEED, ZNHDZEICENE~Z L F RO 1 E B F CREESNAS,
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[#&n 5]

NI FRER—ALT B~/ VT RIL, D ENPRENZEDD, HLE TOFEBMENMEL, T2, B ORIy
RS TLEN D, R OFEGITEL TWiedotz, Lo, WA THHSNAC300mga AN 5 75 FTHILIZIVRRNO
G NREB LT, SNACEEH 5N~ VTR (BG4 U~ 2568) 13, 1B 1R G20 EFIREETORE &
DOEBMEIMZ DL TED,

ARIOREL, B~/ NV FRBEICERINSND BN TS, W SRR im0 B RESIL TS, B~ L F RO
WAAZIESNACE D BIFUE AL EETHD, SNAC@EFET@pH%@ﬁEﬁH W20, B T RO BN R AT
ENTED, WIREMEIL — B O T Th D, WL D AT =R AELTRANIRIN LA EAVRENTRY, fBE
BEFE 22, B~ AT RO H G EBENICIID T/ ~— (LB RIET DI EDHERIN TND,

SNACRSBEFZRM LI EIINF RERBEAE
(LT EDIELEDIC, pHERANIC LR E. VIR
ABERCIDIW|DSEIINFRERETD

BORSTNEIIILF FORIRIE
SNACICKRD{RiEEND

() EEE 1T BHHERRAE
ABNOHENS ThD e~ NT ROFGAFRARER L, K T HEGHATHLEAF B Y7 K RO KGR B G R GG 7
BHTHY, B VT RO EE TOIEBEBHABRIIEEL TRV, B VT RE TR E5ICBIT5ERIZ TR0 LR
THoT,

DGLP-1% BAKIZxt T AERET V7 I fE BB (n vitro)*!

ERGLP-152 K% 8 FE IR E N B S E 12 BHKA 2 VT, B~ L F ROGLP-1% FETE 2 GLP-1 (7-37) OH
KOVZ 7 NFREWE LTz, GLP-152 FARIEMEIXcAMPRR HH AR S LT, F72, BENILTE 7 /1730 (HSA, 0.005%F 7213
20) AL I=E X DGLP- 1A D 50%FHLE E (1Cs0) 25 H LT~

GLP-1Z Ik 325077 GLP-1Z &GS HE
ECso (nmol/L, F¥J+SD) 1Cs0 (nmol/L, Y-#J+£SD)
HSA 72 0.005%HSA 2%HSA
v NFR 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)
V57 NFR 0.15 + 0.064 (n=3) 0.25 + 0.058 (n=4) 7.1 + 3.5 (n=4)

DMBERE NER BERFET L~DR) %

PERIGET /Ldb/db= T A< L FRE0 (A | 1.2, 4.1, 8.2, 20.6, 61.7 pg/kg® M & T1H 1], 26~28 H [ T
Gz, ZOfER, K T EGAE~/ 0V FREGRETIRMIER AL RV AR EOBAIMER B3RO DL, 5 %HEEHE ]
WAMEIICB W T EME T L., IWER G REE I L T, NR—RAT AU MHIELTZHbALeME T UL, £72, TR G
~INVFREGRECIT, R G R B IS RE O S TRO DL, BB FTREZR I S H U, VAL G RES LT
BTG HE~/ VF R ERECHEEIZSL (0<0.01) . ZVa—ACHER LAY AV bt~/ VF R R CA S
WL,

3) I a— AR BMEA L R A3ih (T b, S=T &) %
— BB RS OREMEE R 7>k (n=2) b8 HH LIRS Bz V€L 7 va—RTFEE F T~ 70 F R (0.1, 0.5, 2.0,
10, 50 % TN200 nmol/L) 24K FH S HMHE A IRINL . A2 AV DWMERE MG LTZ, $7-, =T Zlz=aF 73
F (67mg/kg) HIEIF RN 5% 1653 ICAR- T v 2 (125mg/kg) A HEIF RN 5L, B Ml A EZ RO SE T, 2~4
BB ICE~Z VFRE2BIC1IERE L FHE5 L1 HHE:2.1 ng/kg. 3H H:4.1 ng/kg. 5H BH. 7H H :8.2 ug/kg) . 5
BRAGHT, keG4 1, SR O H B by Z 7 % E L T-,
ZORER, Ty TIE, IREERFINCAL A WIS 257> MTBITAECs X Z N2 4113 & T'14.5 nmol/LTH
ST, I=TH T, Vv a— 2B E RN R BB AE 5 12043 M D 7 va— A E AL, T E A~ 7 IV F RO #
5% 1 OB A BICBWCHREBARTE L CHBEICHMLZ, BB 5% TH B CIEABELRL IR0 b
ST, ZVva— AL ER RN 5-Bl A% 1503 I D 8 Fh A 2 AV 8 BE (AUC o 150min) 1 FAQIE G147 H B £ CH5-RMA
AL CA BN,
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4)Ze G e VB 1% D S )L — AR RS

2RUBE PRI B AR R, B/ VT R 1.0mgAE 1E] | 128 i (H &l A &) K THREL, EFIRETOHET)F
BIERZRT LI, TOMBER, B 5% 12BOEERMEH /7 NV a—RRENTTERELEL TR TRSAE~/ LFR
T22ME T L7z, o, 3ROEFEER (R, BEL VY B (EF " IR) VERWZRFRBRTIL, 7T eRe il T
THREHEI VT RT, 27 Va3 — 2R (AUCqam) D322%L TL., 3BT X TUZB W TEESUSOMEHE (A%
DAUC 5,) B20~29%IL T L7, 7T EREWEL TR TFREHE~Z/LFRT, 38T RXTUBN T Va—2ADFE R
I INE: (1% DIAUC (g-5)/5h) 2311~20mg/dLIE F L7, F72, FIAH%2K M O/ L a— AR E 1T 7 TR E il L TR
TEERE~ZVFRTIUMET LI (TR GHE~ I VT REEOR—2F A InBOIK T &1L 74mg/dL TH-72) .

AR=RSA BEHRTH DR
e EZTUFFLOMgE(N=37) == tT/NLFF1.0mg#¥ (n=36)
{mmalfL) w@u F54KE (n=38) —8— FSuKE(n=37)

16

14 |

BE

-
[¥]
|

[
o
|

L 1.1.1.1.1.1.1.\\\.&“" :.

AN —US B SR

T T T T T T T T T T ]
10 12 14 16 18 20 22 24 (F§Al)

PRRG®REARHE

=)
o —
IS
o
@

RNERFBE TBITE, K TRER I NFREOT TR OREFRMGE] (N—ZTA2) KLU E# 1218 D24
R MR N a—2ARET 7 7 A0 (RER (HlR, BERA TS RIFI 7 UR&]))

5)A L AV WD Y o — 2R AFHES

QRN R IF FR G AR B L LT IE S D i UG G L — AN B % B B | Y N S B By B 7 L o — A3 AR B
T AV AV WD T ) —2EAFEI KT DR TG e~ 7 VT RO LTl L=,

T Na— AR EZ9I0mg/dLAH216mg/dLIZ BT T E DAL RYPRE R O 2 AV 43R FE (ISR) 13, 77 2R L L
TR TG AT~/ VW FRCRKT2HERMUTZ, B TG~ NF RO 5525 T 1200 R R BE B B
AV PRE R ONSRIL, TG~V FROBE 2507 TR O EEEE B L [RARE Th o7,
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R—R5 Y BERTH BEITH
@ I ILFF1.0mgH —-= I ILFF1.0mgH
(pmol/kg/min) n@ ISR -= TS5tHEH
14 @ @EERE (EITLFRERSE)

12'—

10 —

PETE PRSI UINEN

I
5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0 9.5 10.0 10.5 11.0 11.5 12.0(mmol/L)

miEhs ILa—RE

2BUPE R BE K ORI E [T BT 2B 54 12 DB R 7 L a— A ARBR COA L RV 3 UER E

6)7 LA L4y B B

QBIBEIR R BB X G L C, SESFhe /N a—ARHRBRZER L, K V5 AE~ 7 VT ROT N A2 43N
SOWTCEFHt L7z, 2 TG A~ L FRD3635R5R & 3684 TIE 7 I REHB L TR TR 5 A~/ /L F R T,
ZEfEHE S LT P8~ 21ME T L, 3685RBR TIZ 7 TR LI TR TG~/ L FRT, BB I N AT RGN
14~15%E T L. F7-24RI 27 )L = B 3 1 2% T L7,

Fo TN —RBBEEERNCT N AT AEEME T L, 2V AT BEIT 7T e R ikl O THREH </ L FRT
SR L=,

2AUBE PR IFT BB B\ T AR IILEE RS DI HIAR LB THD I NI B INEHOW T, R TGt~/ L FRE
T IR G4 TEVTRL, C-XTFROBANIHT T BELED LN - T,

TENEPEHY

SRE AR I T ST EXE— L (TENT I/ 7)) O EE T a7 7 A W55 Crak RAUC 1w FEHE
ELTHRFILISRE R, K TREHE AT REEIZIVREZEHO T NABEHINBIEL 72, —J7 . AUCo sl DWW THE T
G RAE~/ VF RS LT TR B 5B ORISGEWIARLN 2D -T2, TTe R %L TR TR At~s
NFRE G4 CREVIINCE NEJEENBELZN, %M A Bl THNEHEHORBEIT )T,

Q) 1E AR IRIER - Friuiefa
IVIRRIZEE 32 H | RO VL @I BT 5 H | DES R
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VI. EWMEEET SEA
1. MR
(1) B LA 7 M eh
R L

(2) BRPRBABA TRERR & M= b B
1) HERETYMERIRH L= 351 % A SR 1 % G- D~ 7 L F RO B I
AR A BEEBMERE (170, AHI% 8 5 U SR 18 ) 2 X7 . 1 BIAHIAS A 6IGR LA LA 2 B D2
BA kA8 % 120mLa> K T28 F B 42 5 (He 5543053 M) L L& 0k~ 7L F R OUREE i (ST 7)1, A F ok
BYThHTY,

HAs Crax (nmol/L) AUCy241n tomax (D) t2 (h)
(nmol-h/L)
10mg | 19.05(62.07) | 374.03(59.17) | 1.0[0.5, 2.0] —
20mg | 34.74(46.26) | 675.94(43.84) | 1.0[0.5, 6.0] —
40mg | 61.56(38.52) |1234.37(36.99) | 1.0[0.0, 6.0] | 161.11(9.91)
BT (CVH) |t T IAB [FEPA ], —  REH

704
’\_j: 60 —
[
£ 50
0
B 40
7
30
= b *
™ 2p+
[ M .
¥ 10 —
kg
ﬁ O -----------------------------------------------------------------
ﬁ 1 T 1 T T I T

o1 2 3 6 12 24
EH&EaRRE (h)
—%— 10mg —*— 20mg —¥— 40mg

- - - EETERIE

ERTEMABTHTEL .
10 mgldi5358E8. 20 mgldz563HH. 40 mglZ#E5918E
AARANEEBHEHERE CRBITPEERB CORE B~/ VT FREDHR

AR I N TR MR L2 DT I3, BRI R ChL L RSN,
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2) R MERRE (I DAHI A RS N 5 G- DY L 7 — I D AOFEY B R

PNH T aY— T MY LOGREE & GRITEE) 1ZLLFOLB) TH-o72 ',

ng,ﬁﬂia%_:lﬁ {ﬁlji‘& Cmax(ng/mL) AUC0*24 h tmax(h) CL/F(L/h) MRT<h)
(ng-h/mL)

BERM% | 18 1364.38(59.90) 1023.18(21.09) 0.333[0.17, 0.67] | 293.20(21.09) -

1HH

¥ EBAtARTE | 17 | 1082.88(100.53) | 1340.37(27.57) 0.677[0.33, 3.00] | 223.82(27.57) 2.04(83.28)

91H H

K- (CV%) | tmax [XH JAE [REFA T, —  AREH,

3 1400
E
en
=
~ 12004
1 *
Ay
< 1000
D
>
L 8004
.|\
L
| 600
H )
12 400
.R
2 2004
+
2
g R - e nd
01 2 3 4 6 12 24
B5&Z8E (h)
- - - EE TRRME

JE BT PRAE A A 5E L T2,
H AN BHARRE (2 5P A7 e — M NY MR EOHE (R 5% H R)

(3) il
UL

W BRE - FREOEE
TVIL 224t () b0k E %) (I3 2 E 4. EROMHEICEE TSR LZ OB L OTHAFEN 0E2 R

. RYRERA/S A —F

(1) A&
A AR NGBR35 2 RUAE R 5-1% DI ENHE T A—HZ O TE, BARALTHIDLAHAI10mg, AHI20mg K O}
40mgZ- 281 M A B T #G-LTc L& DM AR ERIE T — 2 2 INEEL | /a3 — A MEZ -V TR LTz, RESEREE
WENREMRATIZ OV TR, 13, RHEMT (e 2L — a2 ) i | DTSR,

(2) DRAR B FE T 2
A TDRL

Q) HREEEH
THARHR B A IO CL 8T Lo(2)/TH R BE A & U CRIHE NS, 3l VIL S ENREICBE 92 E 1. M
REDOHER (RRRHBR CHERS oM PR DIERED VERRE ISR U DARIAERE N 5% D~ 7 VTR OHEY)
B R OB RE T A= 2B RO L,

BHoIF7530R

2RUBE PRI B [T DAKINR 5 DY~ I NF RO IIT T2 AD KAy (HEE M, BAEHFEYEREMFAT) 130.039L/h
TholeGHEANT—5),
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OF ik~
2BUEIRIF A (Z R T DA G- D 3 i A RIIRIBLEHEE S W GHEA T —4)

(6) ZDth
MG ERL

. B&EH REaL—ay) @
(1) fRt A&
TR B GRS R 2 92— /R — P AV RE T L

QNFA—RAEHER

2B PRI BT & R RUCE N A CEMES 7 iR R FBR 65 R (42331, 4223% 42225, 4234, 42807} UM28173ER®) 00243145
(MER: BE135141, & ME1080%1, Al : B A163961, B ASUTT 7V AR T AU AN15861, 77 N63441], Bl e A/ R=y
T NETT LA 20766), EASN=0 7 KT T T 3554, EERIEALAE B R A 190141, HE53041) 254554172 10681 .00 I #E
HARSRE T — &% FHW T, REERTEE B BRI 4 EHEL 72,

EANTHE LI BT, M, i (18~645%. 65~T45%, 75mLl B) . AR (B A, BAIITZVHRTAVH A, BAN,
AARANLSDT ST N) | B (A= 7 ETT o b A=y 7 T TT UL L KRB, eGFR (90mL/min/1.73m*2L L,
60~89mL/min/1.73m?, 30~59mL/min/1.73m?) . $% 5 & (3mg. Tmg. 14mg) . FEPELEEBOF I REBROEThH-o7-,
REEE R SE W B REARAT X G2 L ST BRE O A1 s B CEAME LFEFR ], DL RER 1%, F#n2359[22, 9215k, (K HEH388.5
[40.2, 188.01kg, BMIA331.5[17.5, 67.9]kg/m*, ¥ IR 7 fE B #1239.3[0.1, 5214, _X—AF A TOHbALcAH8.1[6.2,
11.5]% CTH -7z,

RLEE TS B REARAT DFE R . H AR AERE 1281 24 513mg, Tmg K ON4mgD1 H 1EIRR 1 5% O E F IO ¥~
TNAFRIEEL, 2N 1UR3.6nmol/L, £98.4nmol/ L& U¥I16.7Tnmol/LEHEE S LT,
TIVEFINSELN- I B OBTT OB RENAEOEY BN IE I EL MT T A ER THLEE 2L, (KEN
85kgDHLFRFT LTI L . 56kg o UM 29kgDBRER A CTIE P14 MU AFE FR AR SRR BE 23 1.334% L U0 755 L7 AT LR HEE S T, Fiz,
TIVET IZBWT, AT RATEYT 130,522 HEE S 7z,

. IR
AFNT, WUEHER] CTHHNACE YNNI HILE T, RO FGERELL TWA (TIV. RANCBIIAHE B | ROV SKah#
PRI HIEE 2. HEER (OIMEREN - 1ERMF ) OESR),

FHERA KB REMRAT OfE RICEE D& BB 5B OE~ I NF ROMX I NATT SATEV T AT 1% EHEE ST,

kil
(1) ik — A B9 P @@ 14
<HE>

B~ NVFROSHIL, " HTT AL LTIt~ 7V F RO BRI TR 52172727y Me O TRERS L Tnd, Tk
ERWZEENEE A~ TUF T T7 04— (QWBA) 3B Tld, B~ LV F RITEEF ORI E LG I KER 5 ORI AR
L, MLiRZRB TN, BB, 8B K OV D K572 M8 D\ R B @i L~V OB BEANGED BTz, MiRE LT,
it e ORIV R L~V O BURBELMFEAEE T, BRI R G-I ILiE — MBAF Al Ut~ 7 VT RO 5 A A IR E HY
THHIEDTRENT, KA — 3, T T D" E— o =BT 55D ThD,

(2) ik — R BEREFY & @ 1
<HE>
A TG AT ET Y MCB W T, P HTT B LT AE Rk~ 7 LV F R O3 A 1%, HEEIREMIZ 31T 54575 &L [F)
BT ol B~ NVF RO MR ~D4 A%, FEh L 7= 2 S TREM O IMIE LB IRL ~UL (%K) THHZENR
SNz, ZOZEDD, WA EC O ITRERN THLHI LD RBIND,

Q) Fitr~DFBITHE
<BE>
HTT L TAE R B~ VT RE R TR G ESNmILT v b Clid, D BEOB I VTR E O~ /LT REEYE OHE
WESFLH IO BV (RFEMW MAE L Ll LT 1/3~1/126%) 3, BRI~ VT RREIIR TH-T2,

) B~ DB T
UL

5) Z DD BEA~DBITHE
MU ERIRL
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(6) MIRERMEER
<BE>
BRI NATFROMIEFOT VT IAZ T Din vitrokh & FRITIINE Tdh-72% %,

. R

(1) AR BR L & MR R B
HTT VLT TG e~ 7 /v F R0.5mga S E RS YR E THNC IR B PG LICHE R, B~ 7 VTR
NI FREREDS TG 53 B ORIIBR B D B LI I Rtsh b e E Sz SHE AT —2) %,

Q) RB-EHIET HEEHE (CYPE) OHFE. 5=
TN FRIE, CYP ISR TR LRIE 225555 (CYP1A2, CYP2B6 ) ("CYP3A4/5) HH\ N E L E/EH
(CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6}, TNCYP3A4/5) & &7po7- SNE AT — & in vitroik

BRy) 35, 36

) DEBBHROARRUTOHE
A TPRRL

) REMOFHEORRRUEIL, FELE
UL

- B
(1) HE SRR B UE R
T/ VF R B E O SRR IR T R O3 T o7,
<BE>
HTT UL LTt~ 2 VT R A4 24.5mg/ kgD il B CHAIRE 1 2 5- U7k 5. HURREDRR I 3R1364.6%THY | JR
B OVEE R BRI SR T2 2 H014.8% B UM8.0% ($% 51419285 [) TH -7,

(2) Bt R
HTT LT TG M e~ 27 v FR0.5mgz fFE AL HERE TR BRI BTG LTRE R, kb6 A £ Tof 5
T REIT RT3 DR T R OFEH D Jilt s BEHEME AR 1353.0% . TM8.6% Thoo Tz, M G- BEDO B B~ 7 N TFNRZ(bIK
D PR H R REBEIEFRIE3. 12% ThoTc GHE AT —2) %,

(3) Pt
K TPRRL

S URR—5—I2BT H1ER
<7 )VFRiX, EhT AR —%— (P-gp. BCRP, OATP1B1. OATP1B3, OAT1, OAT3 & T*OCT2) 2% L TGk _FRIEEE
e BRAEEAE RS2 T GMENT —4 . in vitroaklik) *,

. EREC & BREE
LRl
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10. HEDEREHIHBE
(1) Bt ez EWERE

B RE PR DR D RARDYERE (VLT F = 2VT T A(Cer) ICED 53 ) W 24FK] 10 B FR 1 # 5% (A 5mg
% 5 ARG 10mg 2 5 A 5) DY BIfEZ | BHKEEAS IE H 72453 (Cer 90mL/min LL 1) & FLEHRFT L7 iE

R L FIORT GHEAT —2)%,

%4 B | Cou (amol/L) R o (B) e ()
BREREE WA 24 14.9 (53.2) 283.7 (53.3) 1.0 [0.5, 4.0] 151.7 9.1)
R R R B P 12 20.2 (75.9) 378.2 (78.9) 1.0 [0.5, 2.5] 159.3 (12.0)
S B A RE R 12 16.6 (102.0) 298.5 (107.3) 1.0 [0.5, 4.0] 162.8 (11.2)¥
o R R R P 12 8.6 (62.9) 163.5 (65.6) 1.5 [0.5, 4.0] 164.9 (8.9)?
KB AR 2BE 11 15.7 (128.3) 287.7 (128.7) 1.0 [0.5, 2.0] 152.8 (49.0)

ST PIME (CVH) |t (L JAE (GG ]

Conax: T B0 MAEHAEEIR L AUC 04 2 25 24 Bl FCORE — FepA] AR T 1E RS

Ui B0 60 L AFE AR BB TR 020 2B

a) 11 41

AUCo-a4n Cruax

T e EAE LLOHEEAE
[90%{E T X [ ] [90%{E X [ ]

R/ IEH 1.37 1.39
(8% - Cer 60~89ml./min) [0.91;2.06] [0.93;2.06]
HE L/ R 1.13 1.20
(7558 : Cor 30~59mL/min) (0.69;1.84] [0.75:1.93]
A/ IEH 0.61 0.61
(& : Cer 15~29ml./min) [0.42;0.88] [0.42;0.87]
R/ IER 1.02 1.06
CRH: BT 2 B & D PR ) [0.59;1.79] [0.61;1.84]

JE BB R 24 1, 8P 12 B, FRARSE 12 4, FE 12 B, R 11 4

T FEOHETEME K OF 90% SRR DRI, AR, MBI M OMATE GRS LT,

MBS DRSS AERE E (eGPR 30-59 mL/min/1.73 m?) &7 9" H4ME A 2B R 99 A8 324451 (SEVE A HI0AHT wiBE 40) %
SR T EERBABRICBO T, A 4mgk NS FEARDL H 1ERE O£ 52260817572 AH14mgD 22 K Y
HEPET a7 7 A VL IE #7 B RE 2 A T DR B DB LT 3R RRBR L [FRk ChoT-, BEEEDH EERE I
B WERE OB, 7R L L TAF14mg TEd > 7223, TS0 KER ST T 4 E DA EFLTH
D, BELREBEEDOR EFGIIREINRD 1Y,

(2) FFHaefEEWERE

TR RERS 22 D FEFE D B 72 588k 4 (Child—Pugh scorestZ&-3<5058) 123175 AKI10 H 8% O % 5-%% (K A15meg%5 H [
B EZITARAIL0meZ 5 B M5 OB HEL | TFHEREDN IE T 72 B L LR L= A L T+ GME AT —

2)10,

4 BB | Cou (amol/L) R e (B) e ()
HFRSREIE & 22 13.3 (62.3) 250.3 (64.0) 1.0 [0.5, 4.0] 156.4 (12.1)
TR AT RE R 11 11.8 (82.4) 221.9 (78.3) 1.0 [0.5, 3.0] 142.1 (7.6)
S T TR e R 2 12 10.5 (73.5) 204.2 (71.4) 1.0 [1.0, 3.0] 146.7 (13.9)
TR RE R 7 12.0 (41.4) 227.8 (41.6) 1.5 [1.0, 3.0] 153.7 (12.5)

BTV IIME (CV) | L VEH A [T
Conent I 80 MAE AR IE | AUCo04n: B2 572 24 IR ETORIE — IR gt i

tina - 35 1o HILATE AR R B TR IR ] |tV 200
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AUCo-24n Crax
JFHnE e ooHEE E Lo HEE E
[90%{E T X [ ] [90%{E T X [ ]
R/ IEH 0.91 0.92
(IR % : Child-Pugh43#HA) [0.60;1.40] [0.60;1.40]
HRAERE /IR 0.87 0.85
(1% B2 : Child-Pugh43>EB) [0.57;1.31] [0.55;1.30]
/IR 0.90 0.88
(FJE : Child-Pugh%¥EC) [0.61;1.32] [0.61;1.28]

SEGIEC IEF 220, BEEL1F], hAEE120], EETH
T EEOOHETE B M DR0%E HEIX 1T, Filin, MBI M OB CHHEE L7,

Q) =EE
2R PRIR B 243151 (OB B A AB31451)) 25t G & UT- REEE [ SEM B REARAT D5 S . 65RE AT 1% T2 655% LA = ~T755%
At B OVT 5% LA_E O EF R RED -2 A -~ 7 /L TR BE 0D bk & 90% (5 47 X [H150.95(0.89;1.01] & T'.02[0.90;1.17]
EHEES LT,

11. Z0Ofth
Epi B ER
AANOBEAFEAZLD, VU 2TV, UL T 7V ANRARY V3 Xv v R OBHER (= F =L AN U4 — L L O R
INGTARV)  TaEIR BANZZF D AUC BTN Chrax ~OESIRANC R L 72 D 3BT BN o T, RFNOPF A1
B LARFad L o OHEERE#ICT ax 0 (MR THIE) D AUC O RAZRSIVZ (33%) 28, Cpu ~D 21T L5
b P ARt

OF DI BIRE I B F T AFI DR 8

AR BLAEFH3E »P N AUC® Lt [90%(ZHH X [# ] Conan® FE ¢[90%{E i X R ]
V)77 (20mg) 46 1.07 [0.99; 1.15] 0.96 [0.88; 1.06]
S-UN77Y (25mg) 46 1.08 [1.04; 1.12] 0.88 [0.83; 0.94]
R-7AV77) (25mg) 46 1.11 [1.06; 1.15] 0.91 [0.86; 0.96]
A3 (850mg) 31 1.32 [1.23; 1.43] 0.98 [0.90; 1.06]
V2% (500 1 g) 31 1.03 [0.96; 1.11] 0.98 [0.89; 1.09]
TF 2V xhTY A= (0.03mg) 25 1.06 [1.01; 1.10] 0.97 [0.90; 1.05]
VK IV ANV (0.15mg) 25 1.06 [0.97; 1.17] 0.95 [0.87; 1.05]
7ut3i (40mg) 39 1.28 [1.16; 1.42] 0.66 [0.53; 0.82]
AN ZEF (20mg) 33 1.41 [1.24; 1.60] 1.10 [0.94; 1.28]
VR'FF (600 1 g)f 43 1.33 [1.25; 1.42] 0.88 [0.81; 0.94]

a Vv )TV ONT 7 DaAF Ly TaEIR, BANRY T U RNV ARTF X A ANRALIU (1 B 2 [\, 3.5 AR, =F=
IWVEANG VA=V R OVR VT AR V(1 B 1L 8 B IERE G b A 20 mg (V2 /7 VL ULT 7V ARRAI ROV TF Y
) AAD 14 mg(=F =V AN UA— VR VR VAR L TR BARAZF U R N ARTuX L) EZEFIRREICB W TR A
VEFERE L TS, c. AUC i V2 /7L SSUNT 7Y R-UNAT 7Yy Da% s 7avIR F ORI NSRZAZF 2 AUC) g0 AL |
AUCg4p: TF =)V EANT VA — )L K OVR LA AR )L R—= AT A THIIELTZ AUCogn: LARTF X d.LRFBF L AT —RTA
VTHIIELTZ Coago €. FE (RAIEBEHDY 72L) DHETENE, f.X—AT7A L TRELIZRTFad L,

AR DOEYERBICKITT AR (AT TS —) D& ©
I NVFRD AUC KN Chx (2 AT T — L EDOGFRIZED BN pH O LRSI DERIRAZ ML 72 DR B A BN D>

277,

i o AUCq o4 €
BAR LIRS N [95% {=HEIX[H] [95% (=X i1)

A (10mg) 26/27 1.13 [0.84; 1.53] 1.16 [0.85; 1.57]
a ARHI PG5 (KK bmg % 5 H R 5-%I12AK 10mg 2 5 BREI#E) . b.A AT TV —/L 40mg (10 H ) 240 A E 3K
LLTHEE, e bb (AT T — VLS 72L) OHEEAE, N: FATICE DT A AT 5 — L EBR B/ 72L OFEFIEL,

Cmax tl: ¢

36



VI. 2% (FRLDOIES) AT 5EE

1. EERBELTOER
AL

2. ERARLZTNDIEH

2. B (ROBEICFEELENVI L)
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V. {BFICBET25HE | 0HEEZ R

4. BERUVHZICEET 3FE L ZDER
V. {B#ICBT 25 E | 0EES R
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8. ERLGEAMIE
8.1 HBH4 2, AITIL, b, JREEZEIRNTIRAL | SEAIOMREMED O 3~4 » ARG L THRPA 00561
13, KDY EEZONDIBIR~DEREHBETHIL,

(fig#t)
o> GLP-1 Z AAR/EEIRE LB O E FHETH D, M, IRIEZ EITRAEL, 3~4 » A& 5L THOIRA 07
JEFNC IV TIL, OTERIE~DEINE X MG 528,

8.2 AHIDOTEIMWINTEL AAIH IR R R 32 rTREMEN D7 | MAFHE O R Eh-=CRI 1T 15 ., &IER %
B OWEIZONWTHSEET D28, [16.1 B ]

(i)
AFNOTH IR 1B THY, Fe 5 IEROBRDFie 2 WTREMEDRN DD M5, IUBHE DO ZEBCRIER T8,
RITE R B DB ISV THA R ET DL,

8.3 AFIOMEHIZHT=»> Tk, BEITH L ARMIBEHE IR & OF Ox L IFIEIC OV Tl ii452 8, [9.1.3, 11.1.1 &
il

(i)

AR OFEEAZIVR ML 3203050 T ARMAFIZB D IEE K O DOXLITIEIZOWT, BH K OEDOZEEIC
T THMIZS N, T6. FEOEREATOEEICHETIER (DA IHE-BEREFOHDEE 9.1.3) U8, ElfEM
(DEATREIEM EAHER 11.1.1) Off iz 2,

8. 4 [RMAEER AR TIENRHDHOT, @ATIEHE, HEEOEIRZEIIEFL QO DRBF IR G THLXIITERTHIEL,
[11.1.1 ZR&]
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IR L, SRS, Kl SR R, SIES ORI DODNSI LN DD, mHHEE, HBE
BRSO EE IR IE LI &, HHIC SRR BN E D EE L ETHb,
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8.5 AMEER OMHIEIR (A O BRI U WIERESS) 35N GA1E, (EAZHIEL, L EROZ R %
ZFHIoRE AL, [9.1.1,11.1.2 ]
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H AR ABEERE N SN UT- B R 3B (42331, 42225, 4224542807, 42818 & TN 42820 3XER) 1233\ T, AHKINZ BEE L 7= A
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Pix LRSEDIERNHDIZ0 ., ZNHO WA RIZIVRIMFEZE T BEn1HD,

<A R ORI OENIL, AR A R BRI -5 R RS TR TN B D,

<115 EBI O BRI, 75 A COMERH BETFIE DO 2 EEIS L R A EZ T BENAH5,

T va— )L O E OB RUL M CHIRIMBEZ 5 S, FAKMBEORIE 2 BIES T A2 20305, 7 /Va2—/ Vi

38



BIDT V=5 AR OREFT A2 3H T DR300, — 7 va— 37 a—A 7 oM g &S T
gD 7V a—27 2 oy kAR ET 2,

9.1.4 BRLWERIT-BE
A TOIBHE LB E T DL, AANTEICH IR TRINSND 2D . ARMENRET T2 ATREMED H D, [16.2.1 ]

(fifRL)
AFNFEIZE TRINESND, HMHFRERR AR OT AR ORI L KT AEEOH S, B ORFMiE 32T 74
BRAE RSN S TRY, H ORI 2 72 B TIIA DIENET 0 WTREMEZ G E TERNIENLRE LT,

(2) EREEEEE
A=Y P

Q) FFHpelEE B
BN

(4) £TEREE RS %

9.4 HLNEREEHT HE
2 H AU R E T8 3 0 LMEITIIAR R 583, ARV 2228, [9.5 2]

(fifE)
[(5) 47 ) DIES IR
(5) BE47
9.5 F4F

0T FRL COD ATRENME DB D Lot II AR 2 e 583°, AV RV T2,

R T#E5HE~ VT Re ARV, R EICHE 295 T T RIS A & Gk ERR & T AUC Hifg
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. ElfEA

1. 8lER
ROBWERRSHLDLNDIERHLO T, BEE+H5ITV, BEPROONIGE IR 52T IET 57 S @b iz
/T:J‘b:kc

(D BRGEIER & HERK

1.1 EXAEIER

111 R s (BEEEARHT)

A0, R, R OZEME, T, B A L BE, IR, SR, O F0 IER, R REFEORMAHER SN
LZENDD, T, A AV BIFI I AN R= T LT F E OO R EE MR MR IR 23S b ER Y KA k3 H1b
BN TWD,

IR MPEERAFRD NG AL, BEE & DR MEEINT 2R O ML EEZTHZE, 722, a I Navd —EE
FEDOPF AT T RO E e 53528, T, BEORIEIGET T, AFIHDWIEHFH L ORI K2 3570 L
WEIRAE AT L, [8.3, 8.4, 9.1.3, 10.2, 17.1.1-17.1.6 Z[#]

(fiF#)

GLP-1 Z A RIVEEIRE 2V =)L 7 L T A (SU) T A L AV BFN LD GRS IY | (RO F BUAE R RN MR 5054
FVELARDENH DT | BB DRIEITINL , AFHDVIEPEH L TODBERIE 3kl & o S M E IR 5152
L,

IRIMBEASZRD BB A DO IEIC DN T, AT NTHREOFE R~ TIRE S5 L,

B R AEERE BN ER R 3R ER (42337, 42220, 42249, 42807, 42818 J 1F 42827 3 ER) TOIMABEFIZ ST
HMEIAIC B3 AR O #E R (42818 B OY 42334 38R) . A AR 0O TARIUAE O R BLEI G 23 B <A AHMITFEO HALTED
77, 42818 FREBRICB W TR IREEL SNV T 7 NV F REEL LI U CHO AR CRIEIB N E LR85 RITERD BN TR,
PERIRIEICEE 925 1 FEERBROOFE B (42829, 4222°, 42245 K TN 42807 3BR) (2o Tl 42827 3BRT SU LD FfIFIC
Z DA% O fLUBERE T 3R E LR L TR MO R ELE S 2N EV ME [ 2358 B, 42225 3R TH ARR/LI (Met) L TY SU
DOHEFEFC Met D A B R Ll U CIRIAF O R B EA 3mSR BILTWS, F72, 42807 sREBRIC OV T, 38R
I COLLEIZ/22E 00 MLofE O R T ZEOFFH REE LB L CTA 2 AU ff R AR S O FE BB S A3 i\ ME 8 233880
BAILTUND, 4282° FRERIZIBUWT, ZV=ROFHRFIZ T R TORIMBEDOFEBLE S D @ MERIARBD DIV TNAIEIZ DN T
VL EE R SR A A e i AR A (EE R 7R AR . SO AR M sk 0 A S B3 & 37 UM B AS 56me/dL ARfDEE) O
FEBURIL (A Tmg BE 161 144 R OARA 14mg BE 2 1 2 1F) 25 E 2 FEEMAE X SU AR DR ELT,

OFABRIEIC T DA pE D 58 B L

4282 B
SU OFH RN
AH AH AH e E S AH A T T
3mg B Tmg B 14mg B FREE 3mg B Tmg #f 14mg ¥ FREE
(42 1) (42 1) (42 1) (21 B1)) (22 1) (22 Bi)) (22 Bi)) (11 1)
R e | 19.08) 38.1(16) 33.3(14) 28.6(6) 22.1(5) 13.6(3) 31.8(7) 18.2(2)
TACORMEEY | 55 [02] [70] [44] 1] [26] (53] [25]

s b 0(0) 0(0) 0(0) 0(0) 0(0) 0(0) 0(0) 0(0)
R [0] [0] [0] [0] [0] [0] [0] [0]
T L MEE | 7.13) 7.103) 16.7(7) 1.8(1) 0(0) 1.5(1) 9.12) 0(0)

Tife T AR A ©) [9] [7] [19] (5] (o] [9] [9] (0]

7 L BEE | 000) 0(0) 0(0) 0(0) 0(0) 0(0) 1.5(D) 0(0)

e 7 e P i gt 99 | LO] (0] (0] (0] L0] (0] [4] [o]
1222 R
Met O AHFH Met K O} SU
AH| AHA AHA RIS AHA AA AA HETVT
3mg #f Tmg #f 14mg #% F (248 | 3mg BE Tmg #f 14mg #% F Rt
(246 i) (247 1)) (245 ) i) (220 ) (217 1) (220 ) (218 #)

= e | 11.8(29) 14.2(35) 15.5(38) 11.3(28) 33.2(73) 33.6(73) 42.3(93) 38.5(84)

TACOBMET | [15] [19] [65] [12] (5] [26] [113] 111

b 00) 0(0) 0.4(D) 0.4(D) 0(0) 00 0(0) 1.43)
AT IR LRE 0] 0] [0] [0] 0] 0] 0] (1]
K72 LM BETE | 2.005) 3.6(9) 3.38) 2.4(6) 12.7(28) 12.9(28) 17.739) 19.7(43)
e e A © [1] [3] [2] [2] [24] [21] [26] [28]
K72 UL M BETE | 0.4(0) 0.4(D 0.4(D 00) 4.5(10) 2.305) 3.2(0) 3.78)
e R IS g 90 | [0] (0] (0] (0] (6] [2] [3] [3]
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4280 Bk
Basal A~ A Basal+Bolus A~ AU
T7RREE | AH AF AFH T7RREE | AFH AFH A
(80 f1) 3mg HE Tmg HE 14mg #f (72 f3) 3mg ¥ Tmg ¥ 14mg ¥
(77 ) (76 #) (76 1)) (71 1) (73 1) (70 #1)
~ ke ) 48.8(39) 48.1(37) 47.4(36) 50.0(38) 63.9(46) 73.2(52) 71.2(52) 71.4(50)
JoColig [234] [274] [371] [327] [678] [806] [605] [703]

7 - 0(0) 0(0) 0(0) 0(0) 0(0) 5.6(4) 1.4(1) 1.4(1)
TR (0] [0] [0] (0] [0] (6] [1] [1]
K2 XXM FEE | 25.0(20) 16.9(13) 19.7(15) 17.1(13) 40.3(29) 57.7(41) 41.1(30) 50.0(35)
Tife 2 A1 i [48] [1] [64] [39] [218] [237] [194] [188]
R 72 SUF MR | 11.39) 6.5(5) 9.2(7) 2.6(2) 11.1(8) 22.5(16) 19.2(14) 15.7(11)
W RS ILEE 90 | [11] [7] [12] [7] [38] [44] [52] [35]

BEAM/ BA A A
TIRREE | AH AF AFA

(32 1) 3mg Tmg #f 14mg #f
(36 f) (32 ) (35 f51)

F RO @ 65.6(21) 55.6(20) 37.5(12) 48.6(17)

[331] [314] [279] [313]
g b 3.1(1) 2.8(1) 0(0) 2.9(1)
AR 3] 3] (0] 1]
R T M BEE | 37.5(12) 33.3(12) 18.8(6) 22.9(8)
Tl AR L © [58] [127] [79] [87]
R T M FEE | 9.4(3) 11.1(4) 0(0) 11.4(4)
e R RMRALEE 90 | [9] [54] (0] [18]

FEHEIE GEGIED) . T~ TOMMAEL 1:100 A-FHIZh DR IUF LK
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A 837(25.4) 1627 fiik 2(<0.1) 3
L 355(10.8) 438 &2 YU R fE 1(<0.1) 1
[ 204(6.2) 265 I 1(<0.1) 1
fE R 143(4.3) 151 AL i 1(<0.1) 1
Mg - 142(4.3) 203 1 [ S PEAR b 1(<0.1) 1
E A R 79(2.4) 89 g R A 167(5.1) 217
Mg 63(1.9) 67 U —P N 56(1.7) 67
IR R 61(1.9) 68 RERD 29(0.9) 29
L REE 57(1.7) 66 M 7L 7 F o R ARFF— P RN 18(0.5) 19
A 54(1.6) 55 TIT—EHIN 17(0.5) 18
AR 49(1.5) 51 [N SR 11(0.3) 12
B 25(0.8) 29 TI=V T IV AT 27— BN 10(0.3) 10
M 21(0.6) 22 1o 7R R 7(0.2) 8
B 17(0.5) 20 T ARG UEET I NT AT 2T — B 6(0.2) 6
1Nz 9(0.3) 9 m
18P H R 8(0.2) 8 it h v b= 6(0.2) 6
IS 7(0.2) 7 ~NET e U 5(0.2) 5
HHEAE 6(0.2) 6 7L 7F = Hhn 4(0.1) 5
B30 5(0.2) 5 LEX QT IEE 4(0.1) 4
A 5(0.2) 5 IR E5A 3(<0.1) 3
APERER 4(0.1) 4 BRI 3(<0.1) 4
A e 3(<0.1) 3 C— BB M 2(<0.1) 2
W E R 3(<0.1) 3 JFERRE R AL 2L H 2(<0.1) 2
Egil 3(<0.1) 3 N e A L A 2(<0.1) 2
LyFT 2(<0.1) 7 y — I IWAILET AT =7 — PN 1(<0.1) 1
HR)—7 2(<0.1) 2 RGN SRR A 1(<0.1) 1
FREHE R 2(<0.1) 2 /NS N 1(<0.1) 1
FEEN RS K 2(<0.1) 2 ifi AU LN 1(<0.1) 1
R 2(<0.1) 3 AN O 1(<0.1) 1
TH kAR 2(<0.1) 2 b= B 1(<0.1) 1
DA PR 2(<0.1) 2 7L 7F = B 1(<0.1) 1
PefE EIEoE M 2(<0.1) 2 e Y E AN 1(<0.1) 1
B~ =T 2(<0.1) 2 ifiL PR SE R IN 1(<0.1) 1
N 2(<0.1) 2 SR IEER M 1(<0.1) 1
~ Y — U A RJEGERE 1(<0.1) 1 LERZE 1(<0.1) 1
HEE 1(<0.1) 1 B AR R 1(<0.1) 1
BIBORIE 1(<0.1) 1 A ARAET SPETUR M 1(<0.1) 1
ElE e 1(<0.1) 1 PRI 1(<0.1) 1
B . 1(<0.1) 1 SR R I B 1(<0.1) 1
MRS 1(<0.1) 1 TR MR 99(3.0) 121
1 OSERKGE 1(<0.1) 1 SR 39(1.2) 48
e R4 1(<0.1) 1 FEMEDEN 26(0.8) 29
[B)=375] 1(<0.1) 1 R LR 19(0.6) 20
BIPS 1(<0.1) 1 T SRR 3(<0.1) 3
A 1(<0.1) 1 fgiHR 3(<0.1) 3
AR 1(<0.1) 1 (B B R 2 2(<0.1) 2
+ R —7 1(<0.1) 1 J B 2(<0.1) 2
R % 1(<0.1) 1 R 2(<0.1) 3
+ RIS 1(<0.1) 1 PR—F V=R 1(<0.1) 1
filkEE 1(<0.1) 2 FoiEREE 1(<0.1) 1
Pefe K] 1(<0.1) 1 i i M A A T 1(<0.1) 1
MR H A I 1(<0.1) 1 B AR 1(<0.1) 1
LR 1(<0.1) 1 SRR 1(<0.1) 1
fEE 1(<0.1) 1 B 1(<0.1) 1
R 1(<0.1) 1 S A PR 1(<0.1) 1
JRERR R 28 1 1(<0.1) 1 bsE 1(<0.1) 1
Btk 1(<0.1) 1 A 1(<0.1) 1

Rt LOREREE 176 (5.3) 188 K= 2 — T — 1(<0.1) 1
ARG 147 (4.5) 151 USGREEN 1(<0.1) 1
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ETI7—PIE 2(<0.1) 2 o 3(<0.1) 3
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SR 1(<0.1) 1 BBIOREKEE 18(0.5) 20
i A R 1(<0.1) 1 AR 5(0.2) 5
L 1(<0.1) 1 B RE R 3(<0.1) 3
ST 1(<0.1) 1 B AE 2(<0.1) 2
RS 1(<0.1) 1 JREA 2(<0.1) 2
FE O 1(<0.1) 1 PR PR e 2(<0.1) 2
RE 1(<0.1) 1 SRR 2(<0.1) 2
R 1(<0.1) 1 JilNZS 1(<0.1) 1
TS 1(<0.1) 1 PRANGE B R 1(<0.1) 1
AR s 61(1.9) 64 DR A 1(<0.1) 1
B PR P M EAE 44(1.3) 45 RHBR 1(<0.1) 1
SEBERIE 3(<0.1) 3 e M 3 K OWE bR b 16(0.5) 19
HENTE 3(<0.1) 3 PR R i 4(0.1) 4
Tt 2(<0.1) 2 Lo-<h 3(<0.1) 3
SEBEM AL 1(<0.1) 1 T LR — PR AR R 1(<0.1) 1
AR 5 1(<0.1) 1 NEEInE R 1(<0.1) 1
AR H if 1(<0.1) 1 BZIK 1(<0.1) 1
ARYE 1(<0.1) 1 1 PEnH R 1(<0.1) 2
IR IG ¢ 1(<0.1) 1 TNk 1(<0.1) 2
Bliw) 1(<0.1) 1 FRGEY 1L 1(<0.1) 1
HiE IR 25 1(<0.1) 1 BESEVEK 1(<0.1) 1
T DR T AN A 1(<0.1) 1 A 1(<0.1) 1
MBI 1(<0.1) 1 % (fiL 1(<0.1) 1
AL ifi 1(<0.1) 1 W 5, 1(<0.1) 1
AR IETE 1(<0.1) 1 Do lREE 15(0.5) 15
BER KOV F A Bl 45(1.4) 55 SR 5(0.2) 5
DRI Y 10(0.3) 11 BF 2(<0.1) 2
HIBR 7(0.2) 7 R EPME 2(<0.1) 2
-MRgE S 6(0.2) 7 oM AR 4 1(<0.1) 1
0 3(<0.1) 3 DR IE 1(<0.1) 1
RGERE G 3(<0.1) 3 LEAE) 1(<0.1) 1
ANVAE B R 2(<0.1) 2 B ERET vy 1(<0.1) 1
P 2(<0.1) 3 AR 1(<0.1) 1
SR 2(<0.1) 2 TR AR 1(<0.1) 1
g ~IL~2 2(<0.1) 2 M EE 14(0.4) 14
A 2% 2(<0.1) 2 e I 7(0.2) 7
HREZ 2(<0.1) 2 e N PR 2(<0.1) 2
AT W 1(<0.1) 1 AR if 2(<0.1) 2
~Yaga—EE %k 1(<0.1) 1 [Exq) 1(<0.1) 1
HER 1(<0.1) 1 ifi 1(<0.1) 1
) 2% 1(<0.1) 1 FAHBR MARSE 1(<0.1) 1
LB R 1(<0.1) 1 BE PERBLULEADHE 14(0.4) 18
LA RS 1(<0.1) 1 RS 5(0.2) 5
=R 1(<0.1) 1 S SO 3(<0.1) 4
Rl S g% 1(<0.1) 1 BRI B 2(<0.1) 2
bk 1(<0.1) 2 {5 2(<0.1) 3
i e 1(<0.1) 1 R4 1(<0.1) 1
KRB LUV TALRREE S 26(0.8) 28 f i) 1(<0.1) 1
EHFESE 4(0.1) 4 15 1(<0.1) 1
ZIHE 4(0.1) 4 SHER IR 1(<0.1) 1
s 3(<0.1) 3 S REE R B 12(0.4) 16
W5 3(<0.1) 3 BRAE 5(0.2) 6
RS 3(<0.1) 3 FEHRE S5 2(<0.1) 2
K 2(<0.1) 2 IS 1(<0.1) 1
HFEE 1(<0.1) 1 SRR 1(<0.1) 1
e 1(<0.1) 1 i 1(<0.1) 1
FIR%E 1(<0.1) 1 JHHE S 1(<0.1) 1
BV 1(<0.1) 1 A 1(<0.1) 1
BEARKNE 1(<0.1) 1 AEREER 1(<0.1) 1
WLESE 1(<0.1) 1 RENIAT 1(<0.1) 1
AP 1(<0.1) 1 TS 1(<0.1) 1
B E 1(<0.1) 1 MERBL N RS 12(0.4) 13
R 1(<0.1) 1 1/ MRS E 3(<0.1) 4
R R B L O SRRk 23(0.7) 29 BAER I IEE 2(<0.1) 2
R A 7(0.2) 7 I BRIk iE 2(<0.1) 2
VUK 5(0.2) 5 U S 1(<0.1) 1
i PR 4(0.1) 5 ISR IE 1(<0.1) 1
I 4(0.1) 4 A ERIBME 1(<0.1) 1
Ba i 2(<0.1) 5 BRRZPER 1(<0.1) 1
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I A 1(<0.1) 1 LBk E 1(<0.1) 1
IR E 11(0.3) 12 BRI R RSE 1(<0.1) 1
Ve —jER 4(0.1) 4 ROHA 1(<0.1) 1
ARHRSE 2(<0.1) 2 Esanl ) 1(<0.1) 1
HHORSY 2(<0.1) 2 B, EMERS L OREIAB OB A4 (Feh 5(0.2) 5
R 1(<0.1) 1 BLOR)—TE5T)
LI 1(<0.1) 1 g BV 2(<0.1) 2
JiilsSIBle 1(<0.1) 1 T NI 1(<0.1) 1
IR i 1(<0.1) 1 LRSI 1(<0.1) 1
BRI Uk RS 9(0.3) 11 FLEERE PRI 1(<0.1) 1
[EEREREIN 6(0.2) 6 el A 2(<0.1) 2
Hig 2(<0.1) 2 HAME R AR ZE 1(<0.1) 1
A= — LI 1(<0.1) 1 R AR 1(<0.1) 1
JRFEFVER KT 1(<0.1) 1 SoE R IEE 2(<0.1) 2
LR R 1(<0.1) 1 PafR—T & 1(<0.1) 1
IR BRI E R E 9(0.3) 10 FEET L L X— 1(<0.1) 1
Phitt 4 3(<0.1) 3 SR L OWRHLE 1(<0.1) 1
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RISLRSE 1(<0.1) 1 SeRME, FEMEB X OHEIEEE 1(<0.1) 1
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BENKXSE BilE (%) H## BENKDE 1%k (%) H¥
AT X5

IR 286(29.9) 453 HRAY PR 2(0.2) 2
R 87(9.1) 90 Sk 1(0.1) 1
L 81(8.5) 38 R 1(0.1) 1
E A TR 48(5.0) 54 I E 1(0.1) 1
Nl 43(4.5) 51 TR R IR E 16(1.7) 17
M - 32(3.4) 47 BRI S 7(0.7) 7
AT 23(2.4) 23 SEIR 3(0.3) 4
A 18(1.9) 18 FEED N 2(0.2) 2
A iR R 16(1.7) 17 = UN 1(0.1) 1
HIERR 10(1.0) 10 SRR 1(0.1) 1
H& 7(0.7) 8 L i A S 1(0.1) 1
N 6(0.6) 6 FABEARRRAR P 1(0.1) 1
18PEH % 6(0.6) 6 DR 8(0.8) 8
HEAE 4(0.4) 4 KR 2(0.2) 2
IS 4(0.4) 4 Ho P4 1(0.1) 1
A 4(0.4) 4 DD 1(0.1) 1
Higin% 3(0.3) 3 e AP 1(0.1) 1
HRY—7 2(0.2) 2 iE 1(0.1) 1
53 2(0.2) 2 TSR 1(0.1) 1
L acdmes eyl 2(0.2) 2 REEPE 1(0.1) 1
B 1(0.1) 1 FEEH LU T AH kbR 5(0.5) 5
~ Y — U A REGERE 1(0.1) 1 1B5 2(0.2) 2
A PENTE B AL 1(0.1) 1 ZERRS 2(0.2) 2
A% 1(0.1) 1 EOFESE 1(0.1) 1
1Nz 1(0.1) 1 R L OB HUE 4(0.4) 4
Tl 1(0.1) 1 R 2(0.2) 2
R 1(0.1) 2 AP~ L2 1(0.1) 1
+ iR —7 1(0.1) 1 1 JE 2% 1(0.1) 1
BEEE 1(0.1) 2 JF AR % b 4(0.4) 6
D ER A PR 1(0.1) 1 NRATE 3(0.3) 4
P R 1(0.1) 1 iR Ty 2(0.2) 2
BRELEA LT A 1(0.1) 1 R B LU SRR 3(0.3) 3

Rt B RO ERE 56 (5.9) 58 A 1(0.1) 1
RRREGR 53(5.5) 54 VU g 1(0.1) 1
{5 g 2(0.2) 2 W 1(0.1) 1
w727 —BIiE 1(0.1) 1 MR LN R E 3(0.3) 3
U S — P E 1(0.1) 1 A S ER L INE 1(0.1) 1

B AR A 49(5.1) 59 FRR Z PR 1(0.1) 1
IRERD 16(1.7) 16 JEHE 1(0.1) 1
U R—EHEIN 9(0.9) 12 ifi A i 3(0.3) 3
TI= T I NF AT 25— BN 7(0.7) 7 e I E 3(0.3) 3
TIZ—EHMm 5(0.5) 5 5E . PR L OE S OHE 3(0.3) 3
TANGE T I T VAT 27— BRI 4(0.4) 4 i 1(0.1) 1
DEX QT LR 3(0.3) 3 IS 1(0.1) 1
i 7 R 2(0.2) 2 e SISEL] 1(0.1) 1
C— UG [ 1(0.1) 1 BRIOIREES 3(0.3) 4
y =T IWEINNT AT =T — PN 1(0.1) 1 IR 1(0.1) 1
St RERR A S 1(0.1) 1 BB RERE 1(0.1) 1
fEg R R A il A 1(0.1) 1 SR 1(0.1) 1
ML LS b= 1(0.1) 1 BRI i 1(0.1) 1
M 7L 7 F o R ARRF—PHIN 1(0.1) 1 EWRBLOIEREE 3(0.3) 4
i H R SR N 1(0.1) 1 S S FENE 1(0.1) 1
AN ARAT MR U SN 1(0.1) 1 RINZHRSE 1(0.1) 1
R HA i B 1(0.1) 1 BRI AR IBRIE 1(0.1) 1
IR IR SR N 1(0.1) 1 IEOHA 1(0.1) 1

RFEE 29(3.0) 31 B, BB L ORI OB AEY (FEhak & 3(0.3) 3
T R P MR 23(2.4) 23 ORI—F %5 )
HENEE 2(0.2) 2 ' B 1(0.1) 1
SEEEENE 1(0.1) 1 FLEARR R 1(0.1) 1
AR HH i 1(0.1) 1 gD RIES A9 1(0.1) 1
R A I 1(0.1) 1 HRIUkEREE 2(0.2) 2
NG i VR 1(0.1) 1 A=T— /L 1(0.1) 1
AL i 1(0.1) 1 [l D F 1(0.1) 1
A8 A HERE 1(0.1) 1 MR HERF L OMERRRE S 1(0.1) 1

— - R HREE R LU 5 ELOIREE 17(1.8) 18 LY 1(0.1) 1
e 7(0.7) 7 FEfEE 1(0.1) 1
T 4(0.4) 4 AR 1(0.1) 1
HE 2(0.2) 2 o inshE 1(0.1) 1
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9. BERBREHRZRICRIFTHE
Frlz72l

10. BEXRSE
BESH TR,

1. EALEDEE

14. EFRLDZFE

14.1 EFIZAEOEE

14.1.1 PTP EEEDIAT PTP > — R nSEOH LU CIRATAI54FE 9528, PTP v —hOREIZEY | W GLATEI A
EREEA~FAL, BT EAE B CRIAR SO EEREGIHEL I T228038D,

(fiF)

PTP ¥ —hDRRERIZLY, AN EIEREA~TIAL, TII R CHERIA R SO BEELRAINEZ R 2280
WESI TS, A& IET 5728, Wk 8 4 3 H 27 A B3I 240 5 TPTP OFRARKIHRIZ DV T R OV 8
4 A 18 AT B EEREE 304 5 [PTP OREARGHIZ- DUV T (B4ET) JICHEILL TR E LT,

14.1. 2 RFENIVGEHED RN . ARFELRTICPTPY — RSB0 L CARM 5 o8+ 52 L,
14.1. 3 ARFNIVIEHED IR, PTPS — R CRHRL TWA7=8 , 30 B LSO BT THIVEES 22 &,

(ﬁ#‘uﬁ)

ARFNIWIBVED RN A TH D,

IRAERNZ PTP > — b0 L5, BE IS T 528, F-—a biTEi o2,

PTP @2y — M TR EZMARL TRY, Iv > AU OEET COvBEL -84 O, "AIOF R 2@ L TOINKOMR E
DR _ob\f IIHEFR CTE TR,

12. ZOMOEE
(N EERRERIZE D 1FHR
FESI TR,

(2) JEBRREARERICE D B

15.2 SEBRFREBRICE D < B3R

15.2.1 IDRRUS Y bRV YILTF Pa;;b%JET’:’EEft.%ﬁ

B EERE~I NV FRERAWEZT Y R O~T 2 2815 2 FE S ARMERBR ST R A RICHEYS 353U
T A5 & (e KERR & T AUC gl z‘ob\f7/l\ TIXER FIRRBOZDEMTET, w7 ATH 2.8 %) T, FIR
i C Mg O3 2EHE EE O MNFEO BN L OB ERH D,

HURIRBERSE OB E O H 2 BE L OHRIRBERR I SUT 2R MEN S WNIESIE 2 RO ZEREOSH D BE T, AFID
FAMIIMESLL TR, [8.7 R ]

(fE3)

K F#HERE~ I VFREHWZFY R O~ 2 E1T5 2 R AFERBR IS I T, BRI B OIR R & 2/ 45
Be 58T, FIRIR C MRS DSZRD HILTD, ARAIO 512 B L 7= Z DM O NEEHEEE @Ehfb\focb\o

IR IIVT A AR THEM LT AD = X LG B K O TSR 501 L0 =7 2L Ty MIBW O FRGHE~/ VT RS
BICHERESNT C HIRNESH IR B EMEIC I DB THY, ~ VAR OT Y N TR R B\, TV R OeR G
JEZPEDMEW C IO GLP-1 ZBIRZN LI A =X LRI THZEDREINTND,

FEERBRR 7 0T DB \O CTHARIRBERE O 13720, Fo, FAIRIEEE O~ — I —D—>THAIMFEH L =2
BOE=ZV 7T = INEHENTORFEIE~DFEITRD LI TR, LLRRD, FURIREESSE OB 055 B
B ORI BERRRE 32 RN 5 WMEBHE 2 B D FIERE D35 BB IIAFI DR RBR LIRS TRY , RAl D24
PEIIFESL L TR0,
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15.2.2 Y)Lh7aH— b+ b YD LD IEERK T

AN HE THIE - RIS D, WA TEERI R 1 OJE D FICIRESND, P AT T mF— MY AL JHFTCOpH %
TERICEY, B~ N TF R ORHRBE R DR ZERTEDY,

~ A, Ty ROV I 2 A B G- ERBR TN T KRR B TOC GEREA) 0276 5220 M B
BUIGEIT, IR, MRS B RGR, R AE RO T HRBEROET . K OE T EO—RRiBZ L X
T RBDHILTNDE,

ATy M T AT o =N T LSUIRED O ~OBAT W ES LTS,

Fy b CH N AT aY = NY AORREIEE AR S, G AR E T 22N SNTWDY, Ty MIRIT 54
FAE TR OIT AL ORIEIT T D BITFEO LN TR, [9.5, 9.6 1]

(FE3)
1) SNAC {ZXD <7 VFROWI R HE/EH
HAPA RS BRI C LIS COMRINE P E L 72 A UCAFIZ B NS | B ICE~ 7/ LV F RO FRENRD LI, ZOIiE
HRR R I IR PR RS BR A XL RIRREE ChhoTz, T/, FEHIPTAE IR X% V=3 BRI2 W T PR GHALERR B OFR) 12
%92 IR (B FEDDOENR) D AUC)-s0m, DEEIE 1.94 THHT-ZEMND, AFNTE CHRINESNDEE 2 HID, X% H
WZRRRHTR O T, ISR O BI ISR ES N TRY, B~/ /L F RO 5 Yt S5 AN EEAJE BH o> B R ERE
BICIRE SN TOAZENHERESNTZZEND, B~V FROWILIZIE SNAC EORAULNMLETH D, BeblehF ki
AFN PRI REHTRB T, pH IEEEPENDHPEICE(LL, 8725 pH S FIZB W TR Vbt AT RERISES
HIRFHTRBWN T, FHESEME T ClEE~ AV TF RO MNTRO LIIRD -T2 E | SNAC ITEEEH AR D | SEAE
B pH 2552 T, K pH TIEMEAL T2 BEER LD D DB~ I NV TF RER#ETHEZ 25N TWD, SNAC 12X
2~ VT ROBURENERIT— R0 D RIS Ch D, TIXD AH =R LE L TRABNERIUZ LD Z EDVREN TR
0, IBEEEFRE LTl B~ AT RO A EE MBI T/ ~— L2 THIEBHERINTND 2,

2)  SNAC O #EMEZAM

<A Ty O L V- SNAC DR E#5-35MEaBhZ i L 7= 55 5. 200mg/kg/ A LA LD A &I WT, & 51%
B LINICA Ere— R RE A b (REAR, B8 ek | SEB) I, B L8 IREEDIK T, ROBRER T, KO
TEE) UISECRAE LT, —EDAH =X LHEROFE NG, 31 CRRO LT —BIREE L K OB T IL, Iha R T
DEBFARERICRBITHDEESE T HEZ AL THIR IR SLESN - LI L8R B S D = ¥ — R Z N FIK &
ZZ 5, ZNHOPT RLEE SN B DAEH SNAC IR E O S EIZBLEMENRD Bz, 728, Ty e W= IERE
R ENREABR TOMGTORE T SNAC OIEAZIEE K OFLH BT HERRSILCND A, A5 se A wtE B i oV T
A ROFEFEICKTTAREILRD LN TR, T T DD SN ST IRETE T (Chu: FEREE ) 13, ERC
300mg/ A @ SNAC %% 5-FREOIREE R DT IE A 6569 % (w7 R) | 276 {4 (T R) | 1810 f& (T¥F) KT 279 % (V)
ThHoT,

3)  SNAC D%y fi

EART Ve Ty MG RERE (MC) SNAC ZHEIRR O &% 5.1, 2O/ IOV TRFL 72, B RRIR S 12 I
ST, R, ILESAERE. 5 VTSR K O K722 8 O RMAKERRI IS A3 A0 Uiz, BE VEAEAR B OVIBAR O #a i REnR T
(AUC) 1T BRI LRI ETHY . FHAD MK, 58N ORI O SNAC K OZEDORHITET EHRIRETH -
77

4)  SNAC OHLHBAT

itk OMEMEZ > MU REAR R (C) SNAC A HLEIRE O 5-U, A BATHEA T L2, SNAC HIROIKST e = H.7
VO IR SV, Fit OB AR Bl I RHA AR L0 b m< (Lt BHE I AEH AUC b %7 5) . SNAC X%
ORI TR ILH P&z,

5)  SNAC DI [fEA

PV AT AP — R RY AO MR ER A HE A ZRICOW T, EERENTEE VG L 72, SNAC (T2 A& @<
fEE L, EOWERERE 531E 1.6~3.1% Toh o7, SNAC OREEEZR B R NIZEIT 2 E TR AEREO BRI IR #E & (4140 3B D
Cuax: 1,083ng/mL) & k&< A% BE i BH (300~100,000ng/mL) Z R EtL 7225, & FRE A1 SNAC 2B E e
ST, 2 FREED IR ER (4079 3XBR J (0 4082 3%B%) TSNAC A 1 A 1 [B] 10 A BEHR G Ui f@E 2 ukBi /) Sl
T2 T SEEREATIEICRY SNAC O MSERE AFE G EFHML 7z, $5-5848 10 B B OG- 30 551% (b ([THRIL
L7- AR AT 0> SNAC 3EEHEERL ] 4y O S SEREI IR 2% Tdo o7z, ENILIET VT Il o 1-ERPEREZ L B LB
AL FH o=l LTSRS HURREERE (UC) SNAC IZEMIE R TIXEMILIE T L 7 I LD BFES LT,

TVIL B eI P32 1. M REOHER QKRB CHRERBS Nz TR DRERETE HERERE 121 DAH
PR OG- DYV 1 7 — N LD FEENRE | OIHS
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X. JFERERERERICEET SR B

1.

IR

(1) E3 R EAER
(VIR 2HE 2. RFER Q& HEMTS

(2) REEIRIBHER %

KENDBER S ThHHE~ I NTFROLEEMEIEIRBRIT, 2 TR EUATHLA BBy 7O FIEOKGE PG

DR | DIHZ R

HIFICAT

liFE A Th D, LLE R ~DOEEIZOWTIE, B 1 EHERBICB T AMEbITo7cled | v/ VTR TR 50
FERLA DY ORT,
o 5. o .
RERIE H B o Bh& it
HRZ AR R Irwinj SDH#T b BT 0. 0.001, 0.022. | 0.001, 0.022mg/kg: F#E/2L
0.095mg/kg 0.095mg/kg: % 5-% 2, 4BF[H 122
FIRT (DO FESAT) | BElED K
WK T @bk BER B o 1
m, EEOIHI, EIR LK N EN
OB, B 514 24RFR % 12 HE
JRAEFE O BANN B OV BhE oD 38 B
HEFE ORISR D BT,
IR 2 % SDHZR T b KT 0. 0.005, 0.021, | &AL
0.084mg/kg TP 5§ 0.084me/ kg
TNIIGEEA DB Y7 L | HEK293#M8 | 7n vitro | 7.8 pmol/L B
T VR E
IR R
bEoE R ER A ﬁ YRGS | in vitro | B K8.2 pmol/L 2930
FRRFRIIC T | oo iy
TR e
TUVAN—E | h=rA4H )L BT #1H0.02mg/kg | EERL
%3H0.08mg/kg | MEF MR 0.47Tmg/ ke
#5H0.47mg/kg
L] H=IA4%n | &TF 0.01, 0.06, DO BRAERLS:  2IRAIC R
(ECG) 7l 0.36mg/kg (2 2L
[F]) %, 52 | 0.36mg/kght : ME18HC, & 5513
5. 2Bl OBk — R 2R g
(G2 EHIE | BRIk (bigeminy rhythm) 23, Z®
WBEO—HTH | %EEIITEREOLEH T 7y
ﬁ::) 7(&%/75‘:%275’;)“ %52 F‘JVC%)I—J
KRIZERD BN,
MEFEME 2 0.06mg/ kg (FH2[A])
i . o8| h=2490 | &A 0.5, 10mg/kg/ H | &L
%, ECG %63 1
i . o8| h=249r | &A 0. 5. 20mg/kg/ H | &L
%, ECG Z 1 THE I
B ee )T<EP pH. R | SDZEFv B 0. 0.005, 0.023, | #5-#£0~8K¢[HIZ 2 75v>7ﬁﬁ
SR AR 0.089mg/kg RRARIZKIETHERRBDOLN
E:T 7
RHEFRIT L VT 2K QAL
B B 1T 4% 545 0~ SIF BT L 4 n
L7223, DAFE (8 5-#£8 ~ 245 [#])
MR LT,
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Q) Z Dt FEHEEER ¢

<HBE>
HERE A EuLyLEs (&LE} 55 it R
R
SRR BHKH Az in vitro | X1 umol/L TN RRI KT ARG
L
68FHS A in vitro | 10 pmol/L MAEERRL
REEOE | BREEFHBERR | WistarzZvbh | BT 0.0.3. 1 nmol/kg | FazaL —r AR Tl B~/ L F
BT | Ty MTBTAIK | YRR X (Faal — M | RESICEVEEHE R _—RT1
H1EH EHEAEREK | 1EFaar—Fh £h LD NENEFE O B
OB &2 1%t | fakD 0 nmol/kg RO, EEEREHE A I h
I H1EM (e} BRI ooz,
Moo 27 o— v EEERR IR &
LA IERKRTIE | T F A nmol/ kgt TI&
M5 EREL LB CHBICIR T L,
IBITFLHES | SDEFVE FEHRIN | 0, 120 nmol/kg IR T8 =R (ARC) I2H W\ T
TNTF RO FBLE HA[A] 5% 5 v IINFReahf T TR
U ER B FEY) (CART) Bt A
LD ILFIENHER ST,
C5TBL%~Y | B F 1,2, 3K UMHRB | MiEKEEFISTFIEL 72V KR
A TENZE N30, | FzE (UK THEARCIZEHE L.
60, 120 Jz TN120 | TEH PR, iMirOR%BE . IS T
nmol/kgz1 H2[H] | Z28E . KKMEZRE) OM, MK
kb 40/ Hu%ﬁ%ff%u%énmﬂﬁm#&wm
HEIZBWTE N RS,
GLP-1Z BRI~ A TIL, 4
FEIR O K5y CH LIRS e
Ntz
JaA A A7 | in vitro | 100 nmol/L Hu?ﬁf?*ﬂ@ ERAEHZHONE
Ja v g v CEh., B~ v F FIL
(POMC) — 4 POMC/CART MRk ATEMEARL .,
Rkt X NPY/ 7 7 — F B X7 F R
VAN -} (AgRP) MR AL E T HZENVRE
(EGFP) } ¢ niz,
=—a—uX7
FRY (NPY)
— b b 1k
Renilla f £, 4%
S IAVA
(hrGFP) = v
AMMBEHL
TR T35
gl
RKTHORK | REEF M| KT 1. 2K O3~18H | AEITRBRMMAZEC Ce~s L
CITFNMEKRT B e T R BHTZxnZh %F‘ﬁfvﬁ%ﬂ:ﬁwbx BRI
HYEH (C57BL%&) 122, 243 O RS0~ VFREET
36.5 nmol/kg (H ﬁ&#é{ﬁﬁz’» Ao, £z,
MG ERHE) HLEEL 72ARC e OV 58% (PVN) (12
0 nmol/kg (il [} | BT 2RFINE, B VFREET
FRENIC L DA EF | ARCICHBITHCART mRNARH &
HiF) DERIERE L LRI LA B L
1H1E18 A # | 7=,
5. REFHHETIZ, ARCIZEBITS
AgRP } TU'NPY mRNA & 8l & 1A
PBERER N~ L FREEE L
THBIWZHEMLEZR, Z0fo
mRNAZEHL & 12H B2 2 LI
HIRDD T,
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ey

HRERTE H ghipfa b b8 FRES
BIRIIxT5 | MEET S BT 0.1.3.10 HE&E1~4H B OEHRIL, &
EH nmol/kg ~ 7 )VFREETH &R FRIE
LA E 252 THEEPRDENT,
1 B B : 10| REESHRILV2HHOEER
nmol/kg. 3H B : | IX. B~ NV FRETHEIZHED
4.5 nmol/kg. 5H | L. TDO/ERIZHKNTHBEFL
HEkUO6HH:5| 7=
nmol/kg
Tru—h | Tru—AMEE) | HEELDLZRE | BT 0.,0.97, 2.9, 14.6 | M KREINRIZIS 1T DR R RIFEIZ
PEEINRGE(L | BREE(LPE 75— | Ko T b nmol/kg X BHTT— 7RI AR,
WRIETHE | 7 RICxt 375 | ~UR(EhR IH1IENTHERMK | 0.97 nmol/kgbk FORETH BEIZH
i3] 1A U—RARE) (R R DUTz, BB TRHCB AR E
1%, £ L FR14.6 nmol/kelET
DR EIHA L, PTG
FE DR EFESTNO -,
KEWRO AR TR BT D, &
< NTFREETIIA AT AR T
FEOA L Z—aAx -6 (IL-6)
mRNADFEBUK T 23R DH LT,
WEMETARVAR | 2T 0, 0.97, 2.9, 14.6 | M KEMRICIS T HRENREREIC
Tur A E/ nmol/kg x5 T —IAE ML, &'
VI T IR LTH1E3EFK | ~Z /VFFK0.97 nmol/kgbh E DR
A (EAa)— (R R THBIEA L, B TS
BHGER) FAHAEESL <L F K097

nmol/kgPh EOFETHEIZHAL
7o MAEPTCIREZ, B~ VT
K0.97 nmol/keBE CTHEIZIE FL
72
KENROBEAR T REBURT NS, &
~ VT REECITAMERE B | B2
AL OEEICE S T8 T
DB O O,
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2. HHHR

RO~ NFROFBIERBREL T, TyM I = AF % AW RAER O 5B ERRE FR L, 3. A2 THD
T NVTFRIE, KT RGEATHLIAE I R TIEOAR
PEBUER EA R EEVERER, 23 AJFPERRBR B OV SRR A B BRI 32 L Qi RO~ 7 VT RO B 5 BB Ok
ROz, B~ NVFRE TR IR 58 ME

RO A T RIS

AR RIT G 22 T D72 | R A B~ 7V F RO R R 535

(1) BEE 5 EHRER
(FUA, Fyh) s
EhiE P 5 Fe 5 (mg/kg) Kt & (mg/ke)
<A F 0.1,0.3, 0.6, 2.4, 12 12
~UA ERIRPY 6.9 9
Zvh BT 0.1.0.3.0.6, 1.2, 7.5 7.5
vk RN 3.75.5 5
(2) RIE" 5 EHRER
(DR, Toh, =AY )L )6 6512781
o Bh T B
B gg @iziﬁ W | (me/ke/F) LR
- GH) | [ERARMEER R k]
0 SRPVEAZN U B RS T, iR L2237
0.03 A—=2 DAL, FFEEORED
N 0.09 2 <0.03
0.45 EFERE AR ARCHNR O I AR K OVE B i s
2.25 TARAL ORI K
<A IRPE R 2T LT (R HE AN & OME Al 2 DI
0 D MIERAEAL R RT A—=F DAL, FFEEOW
B ; 13 <1 ;};&U“ﬁﬁ‘u:’—/f‘/iﬁ,ﬁ/}\ JINBE HR LMY R B A
10 FORARCHAIR I e, 812 AR DILBR . Clllase
L ME LS = EE OB N
0 IRIE R 2 T AR AN K OME Al D)
0.01 D MR AR T A— 4 K OVidis T B DAL
N 0.05 2 0.86
0.21
0.86
M AL ) T A—Z DFEAL, R & M OpHOD
0 LA ESEEEOE, BT AT
. 6.67 DIEK
#EH 33.36 6 66.67 33.36 mg/kg/ FHE: (R E S ININHI L OEEEE O
66.67 k)
66.67 mg/kg/ HEE JEEMEDIR T, SiE, MY
0 IRIE 2 T AR EEHE AN K OME B )
. 0.01 3 0.86 D MIEAEAGEEY T A5 OVidide RO AL
Tk 0.1
0.86
0 FEBE 2 LT RS HE 0 m I K O A 7 D
W 0.03 o 0.6 D MRS K LR AL ) R T A— 2 DI
0.13 [45] b, IREK QYR FRNID AREOHENN, fifiss &
0.6 BEOB, + 47 v —ROBEK
MR O AE LR T A—2 DB, IR
BN, RPFRIT LR OELIRED 5.
0 figies B R OEAL, T8 BEDOZH
@ 6 o 20 20 K 1%60mg/kg/ H e AR MNP (K EI D
20 [4.4] K OB O + 4857 v —ROfE
60 K
60mg/kg/ H # : B E O K QR 7o (K
BB L7 — RO BT T
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o B45 LR
B %{i; (mjf/fgj'éa) W | (me/ke/F) EAFTR
e GH) | (B RI]
0 R REFT AL
0.01
0.06 0.75
BT 0.21 2 (GA2E])
0.75
(GE2[a])
0 RERD K O E S INP0H] R 5200 J OV iR
wn 5 6 10 AL T A= 2 DAL, R AL DR
[10] fili, + 457 v — RO PR R fe OVFig M
10 Wt
_ 0 SEPRAE 2 U7 IR B A B e e ViR 22 &
H=rA "
¥ 0.01 01 DAL
Ay 0.1 13 GE2ED)
1.0/0.5 1.0/0.5 mg/kghf AR E K OMRHE A & T BhEL
(E2[m]) T AR RSB
0 50 IREE D R O E SN . iR 5 & OV
iqm 5 17 [6.4] AL R T A—F DAL, B EEOZAL
20 )
0 EMERZ N U R E K O TR OB | ik
0.01 0.06 FH L MR R NTA—ZDEAL, JRPE
BT 0.06 52 (E2[H) FEIRE DAL, R EEOE
0.36 (7.7
(GE2[mE]) 0.36 mg/kght : LK L7 1y ZRRIE T
) BieEMHAR

(b, in vitro

) 82-86

AR it R

B AREDO AT B SR MR D Salmonella typhimurium K ORFEORN) 77 Bk | ek

PERED Escherichia coli % FA A IR 22978 B3R

B RN AEOCAT VU BR MR D Salmonella typhimurium R O2FEDR) 7k (=3

77 BERVERRD Escherichia coli % A=A I7225R 28 Sk B

AR BN Y B O T G R B R R (£

G F R Z SRR LY > /R ER A F = Y o (R B AR R =33

T D EHEE W/ R =33

4) DNA R ER
(FUR, T8
p Bh& y
BT e 5% (me/ke/ H) B 5 RS
mg/ kg
LR ERCHIBR IS 23 2 H & TRl bz,
- 0.0.3. 1.0. 3.0 MEFEME ST MECO.1 me/ke/ A (FRPRIREE &
v A 'ay i 00103 Lo 10438 | Fe&ELTRIZ.8R%) A, HET0.3 mg/kg/ H
IR (BEPRIREE B e U TRIT.T6S) R Chh-

=
LR ERCHIBR IS 23 2 H & TRl bz,

Fb ey 0.0.0025, 0.01, 0.025, 0.1 | 1043F% igEéi?ﬁoéiigéékﬁigﬁéﬂiigﬁii
=) Kl Tholz,

55




(6) £iER A SR
(Fub, UYX H=s P01 ) !

&l ey f

By R @i | (mg/ke/ ) P 51 ol B« AR
0.03mg/kg/ H LA LD FET, IB-JRIERD
WL, AEHERIE, B/ R ER LD
0 e AZEC2 AR~ | NIRRT 2 & IR E AR LT,
SAER O 0.01 TERE1TH BIHRE N OS2 R RIS 63 D IR
vk e R F ' 1 ARFCATA AT~ | 130.09mg/ke/ A (B PRERE B &L TR
W B VR g 2 0.03 i ”
0.09 B o i) 1.8f%)
(WEHREE20H) IR BB IRFE AT 9D e i
0.01mg/kg/ B (EEPRI#E B ELTHI0.2
%),
HHEERZN U 8 OB R E
0 D B OGS PR IR R OV M7 iR W S
A R N >
o | mewmrs | ar | SO0 ime~ion | BP0 d02ome ke AL
0.0075 M B130.001mg/ke/ A (ERPRIRE &
FEELTHI0.056%)
_ o0 R 7RO B 230.075mg/ kg (3
;{;7 T s | g o0% FEIRAS20~50R | g oo e e B
(3[§¢:1 MEREME1F0.015me/kg (3 B (21[E]) (B
1) PRI R CTRILTRE) .,
0 0.075mg/kg (3 A IZ1[E]) LI L ooRE TRl
B Ve SE A 0.015 1% LT REBh ) DB 70 (R T B>
H=0A | IebONT A 0.075 e K O RHATRIB R OB DFED S,
woo | wgome | EF 0.5 | FHIRROSLAOR | e b iy oo i W HIPE LT,
BoFE (3AZ1 AT B:130.015mg/kg (3 H IZ11E]) (K&
[7]) RETE R LTI,
(6) BRI S BR
(Thx, 74)5 %
iy P GRR P i
AN 1.35 mg/mLEUH|% P G SUSITRBO DAV I k13 % S ED
0.06 mL/PC WTIUZEDEDEE 2 DINDRE DAL LI
R FRRA 1.35 mg/mL3LH| % 77
vy 0.06 mL/JIC
FIRA 1.35 mg/mLELHKI%
0.06 mL/ /G
s o 10 mg/mLAEAI% B E U A oYY AN TRV N Il B €5 e VALY
0.2 mL/Jt A~ E D RIEMERIE DWW T DR BT,

(3*)]\ 71];7/(.5:/1/) 64, 65, 72, 73
1 e 5% OISR 2 JRBTRENE ORI 2, SRR 1 e 53RO — ISR A AR L7223, TR L%
T L RFTEETRR D DRI,

(N FDthniEiksM
AN
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x EEMNBIAICEET HIEH

OO

. IREIR S
i bl C BIEE AFEEIRN  EE-EMEOL ST EICIVER T
By o BEK
. BEhEARE
B VUL RX%EE3mg HE% 367 H
VLY A€ Tmg : HE% 364 H
VLB 2%5E 1 4mg : RE# 365 H
. BERETORE
HiRLRAT
. BRIV EDEE

20. IV EDEE
AFNTIBVENTRL , SRR ERTZD . PTPY — DR TIRIFET DL,

(fiF#)
AFNFTRABPEDNIRLS | SR B ERBHNTH D, PTP ¥ — M TR0 A IR L TWAT2D  IRAERTET PTP & —h
IZTRFOZE

. BEETEM

BEMERLTAR :HY
<FVoOLEY:HY
ZOMDEE T EM 5V
® U VLB RUGERRA T T~
XL % O BEE R OISR

 R—RS - AME

AFNT, A By 7oK FiE2mg GRFEH 1 2018483 H 23 H) W A B v 7 B F10.25mg SD. [87£0.5mg SD M ONEIVE
1.0mg SD (FK#F H : 202043 H 12 ) ERICE B3 & &8 T 58 % SR EIRL THD,

. EEEAR

20174£12H5 A CKE)

. BLERGERZEEABRUVUARRES, EMEENRGEAH, REMAKREAR
BEARSE AR B A FE BT AL e B 4h
EAH EH H £H H

VLY 2 5E3mg 30200AMX00513000
UL Y A€ Tmg 20204E6 H29 H 30200AMX00514000 20204211 H 18H 20214E2 A5 H
YL A 5E14mg 30200AMX00515000

. PEEXRIIHREM,. BAERVEASZEENZEOERARRUVEFONE

A1

10. BEERE. BMEERAREABRUVEOAR

11.

LN

BEEHM
64F (202046 7 29 H ~20264E6 H 28 H)
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12, REHREFIRICET 51EHR
AFNTFEIEL THH-D | BASEE EREL07TS CERISHEIA6H) IcH-3%, 20214FE11 A R H F T, &I 1E14H

SERIELS TS,
13. #@a—F
FAEGIE e | (BRI R oroiEe | T TERLE
LR PE i — (VJ=—F) HOTOMNES | 25 na—F
VL 2 E3mg 2499014F1021 2499014F1021 199116101 629911601
VAL 2 BETmg 2499014F2028 2499014F2028 199117801 629911701
VLB 2 6 E 14mg 249901413024 249901413024 199118501 629911801

14. REEBHLEDER

AR 17 BAMRIEFE L7553 5 I B TR R R R @ AN LU T O B HIVRSTOD,

O ARAIOBEE
BRIEE 1431

IRRICBIET 2RI W T, TARIOEANIL, HOCORERIFTIER O AR Th L 'Stk &
DI ZTRRN AT ARV EBE T 228, 1ESTRY, £, HEL O EICEET S

EFIZBWT, IRAN4meZ B 5928121, RFID Tmghi 22888 5322 LI38EHT 528, 1 &N TWDOT, i

12472+

RETDHIE,

@ AREFOEEREROEEIZBOTIRAIEDPP-4BLEANI b GLP- 152 B R & S LI iR TEM A AL C
WD, Az DR LT BR OB IRRBR AU 1370 < L AR O R ETEIIHERS L TR, JESTVDHD T, DPP-4
FEAIE OO I 528,

@ BRFEDOTANTAFIBITHCLP-1Z BREBEE DM BT ICR ET 22U, ok 1 MbERE T34 5
LTV W EBEICARAIZ #5458 50, AR O G 8 M BELHIW U7-#L B 2 2 e = iR a2 s,
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W74 RYBELSUS® AIJEHIKE | Tablets: 3 mg, 7 mg and 14 mg

#hREX | 1 INDICATIONS AND USAGE

3R RYBELSUS is indicated as an adjunct to diet and exercise to improve glycemic control in adults with type 2
diabetes mellitus /see Clinical Studies (14.1)].
Limitations of Use
‘RYBELSUS is not recommended as a first—line therapy for patients who have inadequate glycemic control
on diet and exercise because of the uncertain relevance of rodent C—cell tumor findings to humans /see
Warnings and Precautions (5.1)].
‘RYBELSUS has not been studied in patients with a history of pancreatitis. Consider other antidiabetic
therapies in patients with a history of pancreatitis /see Warnings and Precautions (5.2)].
‘-RYBELSUS is not indicated for use in patients with type 1 diabetes mellitus or for the treatment of
patients with diabetic ketoacidosis, as it would not be effective in these settings.

L% | 2 DOSAGE AND ADMINISTRATION

A= | 2.1 Important Administration Instructions
‘Instruct patients to take RYBELSUS at least 30 minutes before the first food, beverage, or other oral
medications of the day with no more than 4 ounces of plain water only /see Clinical Pharmacology (12.3)].
Waiting less than 30 minutes, or taking RYBELSUS with food, beverages (other than plain water) or other
oral medications will lessen the effect of RYBELSUS by decreasing its absorption. Waiting more than 30
minutes to eat may increase the absorption of RYBELSUS.
-Swallow tablets whole. Do not split, crush, or chew tablets.
2.2 Recommended Dosage
-Start RYBELSUS with 3 mg once daily for 30 days. The 3 mg dose is intended for treatment initiation and
is not effective for glycemic control.
-After 30 days on the 3 mg dose, increase the dose to 7 mg once daily.
‘Dose may be increased to 14 mg once daily if additional glycemic control is needed after at least 30 days on
the 7 mg dose.
‘Taking two 7 mg RYBELSUS tablets to achieve a 14 mg dose is not recommended.
‘If a dose is missed, the missed dose should be skipped, and the next dose should be taken the following day.
2.3 Switching Patients between OZEMPIC and RYBELSUS
-‘Patients treated with RYBELSUS 14 mg daily can be transitioned to OZEMPIC subcutaneous injection 0.5
mg once weekly. Patients can start OZEMPIC the day after their last dose of RYBELSUS.
-Patients treated with once weekly OZEMPIC 0.5 mg subcutaneous injection can be transitioned to
RYBELSUS 7 mg or 14 mg. Patients can start RYBELSUS up to 7 days after their last injection of
OZEMPIC. There is no equivalent dose of RYBELSUS for OZEMPIC 1 mg.

(2)SPC(Summary of Product characteristics (F)H 84 SAEEE) (2020 456 )

e law A Novo Nordisk A/S IE FoAF 20204F

74 Rybelsus 3 mg tablets AIFHRFE | 3 mg tablets 7 mg tablets 14 mg tablets
Rybelsus 7 mg tablets
Rybelsus 14 mg tablets

ZhEEX | 4.1 Therapeutic indications
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Rybelsus is indicated for the treatment of adults with insufficiently controlled type 2 diabetes mellitus to
improve glycaemic control as an adjunct to diet and exercise

- as monotherapy when metformin is considered inappropriate due to intolerance or contraindications

- in combination with other medicinal products for the treatment of diabetes.
For study results with respect to combinations, effects on glycaemic control and cardiovascular events,

and the populations studied, see sections 4.4, 4.5 and 5.1.

MiEK
O &

4.2 Posology and method of administration

Posology

The starting dose of semaglutide is 3 mg once daily for one month. After one month, the dose should be
increased to a maintenance dose of 7 mg once daily. After at least one month with a dose of 7 mg once
daily, the dose can be increased to a maintenance dose of 14 mg once daily to further improve glycaemic
control.

The maximum recommended single daily dose of semaglutide is 14 mg. Taking two 7 mg tablets to achieve
the effect of a 14 mg dose has not been studied and is therefore not recommended.

For information on switching between oral and subcutaneous (s.c.) semaglutide, see section 5.2.

When semaglutide is used in combination with metformin and/or a sodium—glucose co—transporter—2
inhibitor (SGLT2i) or thiazolidinedione, the current dose of metformin and/or SGLT2i or thiazolidinedione
can be continued.

When semaglutide is used in combination with a sulfonylurea or with insulin, a reduction in the dose of
sulfonylurea or insulin may be considered to reduce the risk of hypoglycaemia (see section 4.4 and 4.8).
Self-monitoring of blood glucose is not needed in order to adjust the dose of semaglutide. Blood glucose
self-monitoring is necessary to adjust the dose of sulfonylurea and insulin, particularly when semaglutide is

started and insulin is reduced. A stepwise approach to insulin reduction is recommended.

Missed dose
If a dose is missed, the missed dose should be skipped and the next dose should be taken the following day.

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

limited (see section 5.2).

Renal impairment
No dose adjustment is required for patients with mild, moderate or severe renal impairment. Experience
with the use of semaglutide in patients with severe renal impairment is limited. Semaglutide is not

recommended in patients with end—stage renal disease (see section 5.2).

Hepatic impairment
No dose adjustment is required for patients with hepatic impairment. Experience with the use of
semaglutide in patients with severe hepatic impairment is limited. Caution should be exercised when

treating these patients with semaglutide (see section 5.2).

Paediatric population
The safety and efficacy of Rybelsus in children and adolescents below 18 years have not been established.

No data are available.
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Method of administration

Rybelsus is a tablet for once—daily oral use.

- This medicinal product should be taken on an empty stomach at any time of the day.

- It should be swallowed whole with a sip of water (up to half a glass of water equivalent to 120 ml). Tablets
should not be split, crushed or chewed, as it is not known whether this impacts absorption of semaglutide.
- Patients should wait at least 30 minutes before eating or drinking or taking other oral medicinal products.

Waiting less than 30 minutes decreases the absorption of semaglutide (see sections 4.5 and 5.2).
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8.1 Pregnancy

Risk Summary

Available data with RYBELSUS use in pregnant women are insufficient to evaluate for a drug-
associated risk of major birth defects, miscarriage or other adverse maternal or fetal outcomes.
There are clinical considerations regarding the risks of poorly controlled diabetes in pregnancy (see
Clinical Considerations). Based on animal reproduction studies, there may be potential risks to the
fetus from exposure to RYBELSUS during pregnancy. RYBELSUS should be used during pregnancy
only if the potential benefit justifies the potential risk to the fetus.

In pregnant rats administered semaglutide during organogenesis, embryofetal mortality, structural
abnormalities and alterations to growth occurred at maternal exposures below the maximum
recommended human dose (MRHD) based on AUC. In rabbits and cynomolgus monkeys administered
semaglutide during organogenesis, early pregnancy losses and structural abnormalities were
observed at exposure below the MRHD (rabbit) and >10-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 is 6-10% in women with pre—gestational
diabetes with an HbAlc >7 and has been reported to be as high as 20-25% in women with a HbAlc
>10. 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 fetal risk

Poorly controlled diabetes during pregnancy increases the maternal risk for diabetic ketoacidosis,
pre—eclampsia, spontaneous abortions, preterm delivery, and delivery complications. Poorly
controlled diabetes increases the fetal risk for major birth defects, stillbirth, and macrosomia related
morbidity.

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 (0.2—, 0.7-, and 2.1-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
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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 (0.06—, 0.6-, and 4.4-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 >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 (1.9-, 9.9—, and 29—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 >0.075 mg/kg twice weekly
(>9X human exposure).

In a pre— and postnatal development study in pregnant cynomolgus monkeys, subcutaneous doses
0f0.015, 0.075, and 0.15 mg/kg twice weekly (1.3—, 6.4—, and 14—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 >0.075 mg/kg twice weekly (>6X
human exposure).

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

of stillbirths and a decrease in pup viability were observed.

8.2 Lactation

Risk Summary

There are no data on the presence of semaglutide in human milk, the effects on the breastfed infant,
or the effects on milk production. Semaglutide was present in the milk of lactating rats. SNAC and/or
its metabolites concentrated in the milk of lactating rats. When a substance is present in animal
milk, it is likely that the substance will be present in human milk (see Data). There are no data on
the presence of SNAC in human milk. Since the activity of UGT2B7, an enzyme involved in SNAC
clearance, is lower in infants compared to adults, higher SNAC plasma levels may occur in neonates
and infants. Because of the unknown potential for serious adverse reactions in the breastfed infant
due to the possible accumulation of SNAC from breastfeeding and because there are alternative
formulations of semaglutide that can be used during lactation, advise patients that breastfeeding is
not recommended during treatment with RYBELSUS.

Data

In lactating rats, semaglutide was detected in milk at levels 3—12 fold lower than in maternal plasma.
SNAC and/or its metabolites were detected in milk of lactating rats following a single maternal
administration on lactation day 10. Mean levels of SNAC and/or its metabolites in milk were

approximately 2—12 fold higher than in maternal plasma.
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8.3 Females and Males of Reproductive Potential
Discontinue RYBELSUS in women at least 2 months before a planned pregnancy due to the long

washout period for semaglutide /see Use in Specitic Populations (8.1)].

SPC(Summary of | 4.6 Fertility, pregnancy and lactation

Product Women of childbearing potential
characteristics Women of childbearing potential are recommended to use contraception when treated with
(BRI L) | semaglutide.
(202046 A)
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, salcaprozate sodium and/or its metabolites were excreted in milk. As

a risk to a breast—fed child cannot be excluded, Rybelsus should not be used during breast—feeding.

Fertility
The effect of semaglutide on fertility in humans is unknown. Semaglutide did not affect male fertility

in rats. In female rats, an increase in oestrous length and a small reduction in number of ovulations

were observed at doses associated with maternal body weight loss (see section 5.3).
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8.4 Pediatric Use
Safety and efficacy of RYBELSUS have not been established in pediatric patients (younger than 18

years).

12.3 Pharmacokinetics

Pediatric Patients — Semaglutide has not been studied in pediatric patients.

SPC(Summary of
Product
characteristics (Bk
P AR )
(202046 1)

4.2 Posology and method of administration
Paediatric population
The safety and efficacy of Rybelsus in children and adolescents below 18 years have not been

established. No data are available.

5.1 Pharmacodynamic properties

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
Rybelsus in one or more subsets of the paediatric population in type 2 diabetes (see section 4.2 for

information on paediatric use).

5.2 Pharmacokinetic properties
Paediatric population

Semaglutide has not been studied in paediatric patients.
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