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AFNEH D B IHEEE OB AR S B 58LE00, (RH B Dl 5452 NEETHD, T2 T, HEWELL
T, 3mg o 5A2 ML, AL ERGR LI ZICTmglT &3 5288 LT, EDIT, TmegZ 4B LA B G- L7121, ZhEAR
TG AT 4mgEF TR TELZELLZ (WL B LEREE) , 7238, AAIBmgDIERICELD o 7afpi=a fa—L
DPFHND BB ONTIL, 4 LIS AF3mg TO G-k /T HE TH D,

Q) BiZERUAENHRTERE - B

[ B e [ S5 LTUAR B il Bk (42337888 V) I2 B T, AAI3me, Tmg, 14mg (%1 H 1A% 5., LA#%3mg, Tmg, 14mgé i)
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&
ROCLP-1% A VEBN 3R A 56k FRFK & U7= [E N3k BR (42813 K 1M2829 38R) 12T, 2NN O IR I B W TR ICE
DR B RS ST B AFI TmgBEEHbA L ZAL BRI EE Tho 7228 EhS 7= iE kB (42339 42225
42807, 4281% K (M282% 3BR) |2 F3 U CAFKI 1 Amght TIIAFI Tmghb I it L IR E & G- P ILICE oI A EHGOR
BEENEVMEIA RO SN SIS XY | AFIOHERF A RIT Tmel Uiz, F70, AFEE-H o F Ik E O3 B A S
WHEEND, KA BN 5T 22N EE THHI20, ARMBEEL T, Smgb# 520460, 4 0L ERGEL7-
I TmglTIE /5, SOIT, HEFFA B Tmea 4l UL BB L7212, S RAT 07256 1003 14mgE TR TEAIEEL
77

728 AFIBmeENR TR ES N2 T O BINHERBRIZIB N TH | AFI3mez i 5352 THbALeAT.0% AR IR T L
TR E DN — ERERD LN LI AF3meg& & CHor o ha— A B ESINTWDIEE L, 4 LI 3mg T
DO G-fkGe s nl RESHIB 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 O A DR OB RERE 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,

BEORE

TR ERE kI 512, 1 B 1 A 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 Ok E(mL) | #5%EERRmin) | #12 | Cra(omol/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]

SRR 22t (2P SLARE LA
AR e OOk B &' 1

TR BRI E A3 RIC. 1 H 1 EAA 10 mg % 10 HERKER O G LILLEDOEY 7 VT ROBRE RITHK %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

BERE BIEPIRTE 2R BT, AHAI 10mg 2 BRI O 5 (5 5-1% 4 RFRIAE R, 55 2 IFfI$212K 200mL Z80K) Liz&&
DO~ NFRORERIT 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

B PIZB B AFI LS DS B AF ORI BT R 8
fEHEBRE R BIT, AH 14mg L7 T0REES 8% 1 B 1 [0 5 W EHRE (228, k& 120mL., %54 30 4

PLEMR) LT2bZ A, 7T RGO AR L LR L CL PG TR~/ LT ROREE EI, Cuw THE 32%&% U AUC,-
24},'( Ix 34%/J éﬁlﬂf; (5’{‘.)\7‘“57) °

E R R O NTFH DR 8

AFND

W~ D5

ITATHLD, 5

\i[ *ﬁ

14

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 D& H &Y

TEFEBERE A X5, SNAC & &2° 300mg X1 600mg DOAK] 10mg FEZHEE G LI-EZA, 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

AFHN 4mghk 515 D EFIRBEICIB T, 5 B HICIREL SN2 E ORY e a7 7 AL DL 32l—g19
(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
TS A~ VFROLFES I IET
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 T4 IEEH) *HHR, 1
E (A A) ., ik, SEEMATRER Hhissak B
T L E 7Zﬁ§¥?@ﬁ$@ﬁ&)
LA NN9924-4233 | RAAKDSMELN | o é;;?gé;%@@égLtﬁr{;)@f1 i
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 AN K OSME A ) (3.7, Umg) D1 H1EE G L2 TVTF o
[ B 3[R 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
TIRR K RIZI VT RED Hlg (B OB 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 AN K OFME A © (14mg) 1A 1A 5.7 T vHR XIFV T 7 v
] B 3 [A] 3 PIONEER4 (71145, FK1.8mgdD1 H 11814 5O F E R 22 2P
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 OVWME A © Basal-Bolus#&i%) (ZIEB ML=, 7T BRIZx9
] B 3 [T 3R PIONEERS (731451, BHAHKI(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 A WA, a-TVas—8

EallLiE NN9924-4282 2T M PR P R FLEEH], F7 VY0 R HA UL SGLT2PH 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
MAEABIONT. IEE M. Uisk. 8HE. KIE&
5B
BFOR AR
1A NN9924-4154 TR R AR OB REI K T2 B FOEOMG
NN SMELA (7841) MEAEAFIOMT . FEEM., UiEak. 3/, )KAE&K
5B
K B T R
5T ) R ztijﬂ&%ﬁ#@ﬁbk%@iﬁu\L:oté%%@]ﬁém
wskatme | T w2 ol )
o MEAEZ BT FEE M. X, BRIk S, 7
a2 A — N —E B
< ANT U ADKEET
1A NN9535-3789 TR B R BTG HE~ 7 NV F RO HER RO
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

EaLiE NN9924-4079 DREEE O M RERE B REREE A T AR I T D ARAI D HE
HEFN SR R T OWERE WEhRe, eV OBRFEORG
SELN (T1451) IEEM, Ztisk, KGR
(SR B e OV 77y R RBRRE DR 2
ELiE NNGS24-4082 DIEFE O iTH e [P RERE B2 9 DR E IR T AR HF DI
AR T HWRE YyEhne, ZatE K OBREOHE
A E N (5641) IEER., ZhEk . K& 538k
e L f s T L E R RO
- e LR A A ST SR 2 g
e NN9924-4267 P I BB AR OB e, Ze M K
[TV K IR R T =
57*)\ (551,%) (O SV ﬁ@*ﬁfﬁ B
IEEM, Ztiek, KGR
Y HEAER -V UL SO T 7Y
SR NN9924-4065 i) %ZK/%?Z/;*&UU;W?W@%%@J%mﬁL
AR SR (521) WBOBHN
FEER, UER, 1 >OREIEFIZLS A4
— X — R
WA HAE — AR T %
SRl NN9924-4145 IEFE R 2?%/';;:;’ g&ﬁv/*: T ORRRIRET
WA BR SR (3241) WaBORH
FEER, UER, 1 >OREIEFIZLS 7R A
— X — R
SRR AR — 8% 0 TR
P PARE 12 DR £ 1Y TF VT AT VAL VIR VA AR
dsiatmy | N9924-4249 Bt D FIIE 5 B AR BB
i SR (254) IEEMR, Uigk, 1> D& GIEFIC LD 724
— X —a R
S EAE — 7 kIR m A RRETF
e TaBIR LA AR T O IRy ERE %t
@Tﬁj?ﬁ NN9924-4250 %@j%fﬁﬁ) FTRAKIOHBOR
e JFER, Uiigk, 120 GIEF LD AL
— S — R
M EEH — LV RFax v EEOEEH]
(FF7&R)
” LARTFak v OFRYENREIZKT T DARA O
I . R ARt e
e NN9924-4279 S A (45(50) gjggg&)@%@%%%mﬁ x93 A8 b
FEER, EZR, 12O EIEFIZED A A
— N\ —Bk
SR HAEF] — A 275 — )L (FA EA R #K)
B st - giﬂgi%@ﬁ REIC X T DA AT T — LD
SR SAELN (54451) e PN _
AR BT, FEE M. WATHE, THEk,
13 55k
WYFHEAEH — 70X R v raAaR) s
(FHAEAER3E)
- BT a—rF R AOEY BRI T
s ) e HeRR e M
Fgin NN9924-4394 Prpigisop o ;711 IR RO 0RO HED K
IEAEZBIVAT, FEER. UERR, 3lrax At
— N —R R
TR E— R~
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
AEAEAT, ZEEHR, 77 RRE 1
Mk, KERS-, 28y vt — R —R Bk
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I
HEZAREY S

NN9535-3635

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

B FHAEEERE ~0> AL

K TS A~ VFRO B HagEE x4
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# G 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 B GL 27
7 F 2 100mgD 1 A 18l 5O H %K O 4
M HlR R

MAEABIOMT, IEE M., RIS IR, 2
SRk, 2B THEM R

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) REHRSHER'Y
VI FRHENREICRE T 2IE A | OHESR

2)QT/QTcstER "
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 AE# 5- L, DFEO IS T2 B2 RS U2/ R i 1.5megD E HIRIETQTeIRDIER 1T A5
2ot

Q) RERIGERZRAER
M5 ERIREART (DBRRERYRER 1) A MEREERER DS R
(4) #REL R ER

1) BRI ER
OB gL EIRNEN/EEER (NN9924-428151E58) )

*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 KRB 243051 (ARAN 3Smghf : 4961, ARKTmght : 49651, AHKN14meht : 48451, V77V 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 1E3me THEG-ABIAE LIz, A EEIT4aEmIT s
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 AFH|Tmg AFldmg | V70 NVFE | 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_R— 2T AL B D 2L B (L) + FE (R 25) 13 AK3mehECT-1.0+0.9%.
AFKNTmghE T-1.4£0.9%, AHFI14mghET-1.520.8%, V57 /LFR0.9mghE T-1.3+1.0% % N7 TR
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FET0.1£0.7%Th o7z, YTV /LT R0.9mghfE& DFEAEDHEEEIL, AHAI3SmghET0.2% (95%(F 1 X -
-0.1; 0.6) . AHITmghET-0.2% (95%(ZHE X [# : -0.5; 0.2) K OAA14mghE 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 UAHN14mgT-1.9% (95%EHEIX[H] 1 -2.3; —1.5) Tdro7e,

N—ATA L IPH26A ETOREDEAV & CFY) + R ) 13, AHI3meght T-0.4+1.9kg (XN—AF
AL DIFH]:71.4kg) . AF|Tmght T-1.2+1.9kg (N —RAT AL DEY : 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 %
TOKREDZEAE (P IEERZE) 13, AAI3mghET0.0+2.4kg, AAITmglET-0.8+2.1kg, A
14mghET-2.9+3.9kg, V527 /LFR0.9mght T0.5+2.0kg N FFREET-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 EREETIIRD BN > T=03, UF7LFR0.9mghE Tl s S -,
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,

QE Y%  ERS 4L A S IAE S ER (NN9924-42335KER) ©)

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 ARFI Tmght 17561 (A AN :2961) | AF 14mght: 17561 (A AN 2861) . 7T &R REE:

/R 17841 (H AN :3041))

% )

RBRFE 0 AFOFMBEORNE L OVZEEERGTT D, 77 R AR, T E e R TR iR

WEFE . CEHBER T TARBmg, AF|Tmg, AHI14mgd1 B 1ER A5 X378 R01 B 1EFR O #5426
MM 7, AFNT1 A 1BI3mg TR 52 BltA L7, FREMHEI4aAMIEEL, Tmg & N 4mgdD &
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 /3

P A H

fiE B FEFMBERB THHHDALcDR—ATA LD H26HH ETOZEALRITEIL T, AFHMPRED T =T

HE T TRk A E B M EES 7z (p<0.0001)

HbAlc () AHAlI3mg AH|Tmg AFl14mg ZFTRR
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]

TRBREEE -0 R P U UL B O FERIRIEOME O A ICBID LT O BREIC LS,
a: P8 EAFUER 7 CREGIED | b: BEZEIE, HbALeO RIMEZ 2% Eifiseika Ttk St e v CiEE L=,

R—RAT A PH26 ETOREO L& CFH) S AZ AR ) 1%, AFI3mghtT-1.5+3.3kg (N—2RF
A2 D) :86.9kg) . AK|TmghE T-2.6=4.1kg (R — A5 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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FERZARMAE T VRS STz (KA TmeghE) , B R UL IMAEEE E (56mg/dLA ) SiE 55K
V&, ARFI3mghE THEIGH:, AANTmehE C2HI21F, AAI14mght T, 77 2R CLHILFRESN
72

QBREE  ANRILID DA RIEANRILID EZX LR LIL 7HIOTEFR EO G A, Bt E £ ER (NN9924-

422258ER)

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 (AR 3mg i : 466451 (H AN :5201)) | AF Tmght : 46641 (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

L HE 0 ANV OB IUIANIA I ERVR= AL T RO BFIE O AFEICEML T, ZHER T T
AFI3mg, AAITmg X IIAAI14mgD1 H 1B A5 HDHWETZ 7V 7 F-100mgD1 H 1ERER H 4%
BT M FM L7z, AFNX1H 1E3mg TR G4 BIaL 72, HEWHII4aEMILEL, TmgKk U'14mg
DA BITENE NGB iA B4 % K U8B % IZEIET 2L E LT, AANL, ZEHRIE T2
D HOFRADOEFEDI5 LRI, 2y 75U TR O E LT,

* 2 HbALcDN—RATALNB26I ETOE

FEAGE H

MFE B . REON—RTAUB26 ETOLEL i

oW

FEAGE H

& B FEFMBEA THHHDALcDR—ATA L6 ETOE(LEICBL T, AFITmg &k OAHF] 14megd

E T VT F L 100mglZ kT BIEL HEDBMREES Nz FELTE~—0:0.3%) o KAFIB3mgDT 27 VT F 0
100mglZxf 9 BIELMEITRENIZN -T2 (FRBM)

HbAlc (%) AHI3mg 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)

. N -0.6+1.0 -1.1*+1.1 -1.3+1.0 -0.80.9
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%(5 48 X il ]

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 Tmg AFl14mg VEINTF
100mg
R 8.0+1.0 8.2+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=2T A PB26E FE TORED LA & (L) EAFHERZE) 1%, AFI3mghE C-1.243.2kg (X—RTF
A2 D] :91.6kg) . AKITmghE T-2.243.9kg (R — 25 A DF-15:91.3kg) . AHK|14mghE T-
3.1%3.8kg (N—AF AL D44 :91.2kg) K V47 7°F 2 100mghE T-0.6+3.2kg (NRN—RFA L D
#1:90.9kg) T o7, V47 V7' F100mghE& DFEFEDHEE L, AFH3mghE T-0.6kg (95%13 #E X[ : -
-1.1; -0.1) . AHFITmghf T-1.6kg (95%IZHEIX[E : -2.0; —1.1) K OAFA 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 B RZ TR B R E (56me/dLATH) SEGENEAR AR 13, AH3meht T2315614: . AH| Tmgh 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

5§)6)
*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: 28441 (H A A : 29
LY @) . 7T REE 142060 (A A 1541))
% )
REREE © ANRAR OB UIANIN I ESGLT2 ML E A O M Al & O OfF R EIBIN L= AR B O F 0% & 0%
AR D, TR B OVFTINF R IR, B SR TRER FiGAER
b5k 0 ANRAR OB UIANRAI L ESGLT2BAER O Wi & OO AFIEIBINL T, ¥ 7T A FI—1RIk
L _HEMR FCAAI4mgD1 H 1A 05 YZ7 0V FR1.8mgD1 H 1[EIfE Fi&5-HDO T 7 TR
D1 A 1B 5252 [ S8k L7z, AFNXLH 1E3mg TR 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
FEAmE H
B OEE ) KEON—ZFAUB26 ETOLML A
il /s
FEAm E H
A B EEFHMEE B THDOHDALcON—RAT AL D B0 FTOEILEIZBIL T, AF14mgdD 7 Z AR ITHE

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

HbAlc (%) AFH14mg V77 VFR1.8mg IR
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%{5 #E X ]
= (RAI-7"7'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 L E (P I ERA) 13, AH14mghE T-4.4+4.4kg (R —A
AL DI 92.9kg) VTV L FR1.8mght T-3.2£3.7kg (N— 2T A Dtk 195 5kg) o NF TR
FECT-0.6£3.1kg ("RX—AT A DH]:93.2kg) ThoT-, AHK14mgDVZ 7 VT R1.8mghtL DREZED
HEEMIZ-1.2kg (95%IEREX B :-1.9; -0.6) . 7T HRBEL DREFEDHE EFIE-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 RBETIFI3FHE Sz,

O AREAVR)EDOH R, ERE#RFENE R R 55 ER (NN9924-42805K88) 7

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 B 731451 (A7 3mg i - 18461 (H A 1 49451) |

/R AFN Tmghe : 18241 (H AN : 4841) . AAI14mghE: 18141 (A AN :47H1) . 7F&AHE: 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-
Bolusf{E) ITIBMLC, “EHEHEMR F TR O#LICEDAAFBmg, AFITmg XITAF 14mgd1 B 1161525
WET T EARDLH1EIO#R G2 M FML 7, AHIE1H1EI3mg THREZ B L7z, HEEIT4
BT EEL, Tmghk C4mgdD H EIZIFFENENBEG- B HAT % K O8HZICEETHIHREL
oo AANZ, Z2JLIRAETZ O B OERHIORFEDI00 UL RN, 2070 U TFoKREHIROEEL
oo 723 ARIMIE DV ALY 2GS DI DO I # 5-BRAGIRE DA LAY 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 U NB26ETOELRIZEL T, KFOWF o ETH

T TR DB RFES 1172 (p<0.0001)

HbAlc () AF3mg AFH|Tmg A 14mg TR
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 D b & () 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, AHI3mghf T-1.4+3.1kg (X—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 vRFELOREZDOHEEEIL, AFHI3mghf T-0.9kg (95%F X :-1.8; -0.0) \ AH7mg
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FET-2.0% (95%E#E X 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, AFI 1 4mght C2B12(: L N7 TR T
A ST, R UL I FE A E (56mg/dLA ) A BEPEAR Mg 13, AAI3mgh TH2411964:
AFNTmghETATHI 1801 . A1 AmghE T4 1471t} NF TR BETHAH 1 564 7=,

©FEHREY (52;8) L EE RN ENFEER (NN9924-4282588) ¥

S & o RRDOBERRIE 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, AFI14mght : 130401, F =252 )L FR0.75mght : 6541)

/R Eb

e B &

% )

RBRFE - RFIER D FERFEEEF (A R= oL TR ERIA AV SUMEER], o T atZ—E
EH|, F TV REAIUISGLT2LEH OV )y) EOOF A IE D% 2V O 2 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 HDNET 277 0 F R0.75mg ¥ 18] f2 T #5252 [ Ehe L7=, AAL1H 18
3mg CEG-ABA LT, A EEIEI4EMI LD, Tmghk O l4mgd A EICITENE B 5-Blta) 54
W K OSHEBICEIETDIHRE L, AANL, ZEIERIETZED B ORAIORFD 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, HbALeDR—R2T AL nHOZ LR (P54 S (R 7£) 13, AHI3meht©-0.8+1.0%

(R—=RF A DY) :8.240.9%) . AKITmghET-1.4+1.0% (R—AFT AL DI :8.3+£0.9%) . AHK
14mgRECT-1.8F1.0% (NN —ATA L DY) :8.4%1.0%) kT 277 /LF R0.75mghE T-1.41+0.9% («X
—ATAL DI :8.470.9%) Th-o7z,

NR—=RATAL B2 ECTOREDO RS (1) £ EUE(R ) 15, 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£2.7Tkg (R—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)
SGLT2FH E # 8.320.8 (22) -1.740.7 (22)

8 AR R 2 CIEBI1EK)

BRI B L CRAL-AEFSIL. A 3mghE T10141 (77.1%) 33044 . A& Tmg#E T 1064
(80.3%) 35014, AHKI14mghE T11L1 (85.4%) 3241 J VT 277 /L F R0.75mehE Th3 4 (81.5%) 17844

WEshic,

R M XA S 3, ERZR UL M E (56mg/ LA SEBEMEARMAE X, AHI3meht T
AFNTmght C3FI41E (R R= TV T HIGEH : 261248,
B A L R AWM E A OF L 1B1248) . ARFN 1 AmghE TaF41F (W T b A LR =1 oL 7 AIJF
D) #ES., 7277V FR0.75meglt Tl &5 Sien -7,

Al (Db AV R= AT LT EIGED |

2) & MR

OB 77 80 NGB 7T 2Rk IR T B R (NN9924-422 1788k, SMEANT —4) 1®

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#KEGEFEMLUT-, HEWEiE 4 BRAZEEL, 14mg O EIZIT#H
5B 8 R ICEIETHIORE L, EHE ML 16 # A Thot,

NR—2F AU ABVEBEBA DR DB RBEZ A LT ERE 1T 1,797 4i(56.5%), 18 EBREBEDHEZAL TV
ToWEBRE 1L 354 BI(11.1%), 18PERMR 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)

B 548 THED HbAlc DR—ATA L IHD I B () T MR ZE) 13, AFIT-1.0+£1.4% . 77BHRT-0.3£1.3%TH
77,

FERZRRIMBE 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 T A GG AD At FH O R B FRIF BB AR R L L, LT ORFEME A EREZ R L T2,
HY A2 FICB AR OR &M R O i E Rt 5
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. EhFEE(ICREET SHIEHE
1. EEPNICEEHDILEMRITILEYE
GLP-1Z &R {EBh 3

2. HEHR
() e R - fE RIS 20
e P F KT BE B A EDGLP- 12 A RIS AL . ATPASGCAMPOEA A S5 ™ o L) | 7 b AR 17
BT A L A A4S D, SHIC. MBS AT Y LT 45 a5,
Ina—=z

i

[T | , ca

00400 o
GLP-1 00
REE 0000

A28 O

®TJLFFR

ATP: 75 )3 =V g, ADP: 75 3w 2, GLUT2: 2817 Lo — 2k R . cAMP: Bk 77 /3 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~ VT RITRGLP-1£94%D 7 BRSO EIMEE A T D GLP-17 70/ Chs, t~/ /VF R, V77 VTR (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)
@ 260U NTESTBAMY T —& y TNAI BTN CHIVRF VIV KRIGE AT HA 2T I —iatEe
@ TTFREHADIUEIDIZRET B, MLV ET VX = Tl

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~/ VT RBEICEINSND BN TS, WA im0 FHICRESIL TV, B~ LT 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-1Z BRIk AIERA LT V7 kG 8Fut(in vitro)?V
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 Rk 325077 GLP-1Z &GS HE
ECs (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)

2) M BERE TR (BRI T L~ R) 22

PERIGET /L db/db= T AT~ L FRE0 (A | 1.2, 4.1, 8.2, 20.6, 61.7 pg/kg® HET1H 1], 26~28 H [ T
LTz, ZOREE, TG~ A FREGRECIInSE A A PR OBNME M 233 B, 5% Ak L O»
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) VIV — RSB A L AN AW (T b I=T ) 2D 29
— A OREMEIE R 7> N (n=2) MO A H URERS I -z VT Zba—21F5E F T~/ VTR (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
AR~ A FREZ2B I B E R F#% G L (1A H:2.1 pg/ke. 3H B :4.1 pg/kg. 5H H, 7H H:8.2 pg/ke) . #&%5-
BRAGHT, keG4 1, SR OTH B by 7 7 & 1=,
ZORER, Ty TIL, IREERFINCAL A WIS, 257> MZBITBAECs X2 N2 4113 & TU'14.5 nmol/LTH
ST I=TH T, Vv a— A B E RN R BB AE 5 12043 M D7 va— A E AL, T B~ 7V F RO
B G515 OB H BICBW TR BMAATE LB L CHBISEEMNU 7228, ik #5147 H B T BARZITERD SR
ST, VVva— AR ER RN 5-Bl A% 1503 I D 8 th A 2 AV 8 EE (AUC 1 50min) 1 R AQIE G147 H B £CH5-RA
AL CA BN,
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4)Z2fIEHE K OV O I Lo — A2

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
B HIINE: (1% DIAUC (g-5)/5h) 2811~20mg/dLIK F L7, F72, FIRH%2K M DO/ )L a— AR E 1T 7 TR E il L TR
TEERE~ZVFRTIMET LI (K TRGHE~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
@

RNERFBAE ZBITE, K TRER I NFREOT TR DOREFRGHT (N—ZTA2) KLU E# 128 D24
R MR N a—2ARET 7 70 (RER (HlR, BERATY RIFI 7 UE&]D))

B)A L AV WD T L — A2

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=,

TN a— AR EE9I0mg/dLAH216mg/dLIZ BT T E DAL RV PRE 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 o — A ARBR COA L RV 3 UER E

6)7“11/17:{:/%\?%25), 27), 28)

QRUBE IR R E AR R E LT, SEF e/ L a—AUHRBREEEL, K TEERAYE~Z VT ROT N3 50l
DOWTE LTz, K TG~ /L F R 03635388k K 36845 R TIZ 7 IR LR L TR FREM <~/ LFRT,
ZEREIRE 7 L I T N8 ~2 1% T L, 36853 BR Tl 7T HRE L TR TG~ L FR T, BB AHT LTSN
14~15%E T L. F7-24RER 8 7 )V = L P BE R 1 2% F L=,

£z, SN a— RPE RN N T REIME T L, T BRI T TR L TR TR G At~/ LV FRT
SR L=,

QFE PRI BB F 2B\ T R MBE R R IR DR HIALEL THAZ L T W OW T, R TR GHt~ 7L FRE
TR 5% TEWITRL, C- T FROBDIH T B EL RO BN -T2,

)EAEPEHY

SRE AR BN T ST E— L (TENT I/ 7)) O FEE T a7 7 A W55 Cra RAUC 1w FEHE
ELTHRFILISRE R, K TIREHEZ AT REEIZIVREZEHO T NABEHINBIEL /2, —J7 . AUC sl DWW THE T
G RAE~/ VF RS LT TERE 5HORISGEWIIARLN 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) BREREER CHER S =il A
1) BEHE T MR < 351 D AR DR 54 D~ 7 A F RO S BY e
F A AR B BBt (17051, ARAI% 5 5 LT BRI 1801) 256 B 1 I LIBIARHAS PR ik G DA s B ORIl
DA bAEEH 120mL0> K T28 B BB 5 (e 542 303 I £2) Lz k& D~ 27 L F RO RE (A7) 13, LU F ok
BYThHo1,

A& | Cpax(nmol/L) AUCy241n tnax (h) ty,2(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
A AR ANEEBHEHERE CRBITAEERBCORE 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

BT T b NI LOURT B (ST TH) DL FOLBY Tloore o

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 B R E ([Z 1 5P A 7 e — M NY MR EOHE (R 5B %I1H B)

(3) il
UL

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

. BYRERA/NTA—4

(M R AR
H A BRI 1B 1T B S AE B 55 OB IE T A—Z 2o\ CiE, BHARNLTHIB AR 0me, AHI20mg Bz OF
40mg% 28 M S E Fe T G- Lz RERIE T — X & IEL, /oal X—RAUMNEE W THATU =, REERTEE
WIBNRERATIC OWTCIE, 13, BEER (FE ol —al) fiffr ) OIS,

(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 IR @ R 2 92— /R — P AV RE T L

QNFA—RAEHER

2BUNE IR IF B % T G T E N A C RS 7 B AR AR 6 5Bk (42337 422329 42227 423439 42807 [ (N42818348%)
243141 (PRI - BAE1351451, Zoi1080%1), AFE: A A1639%1), BASUIT 7Y B R T AV N15861, 77 N634%1, Rff:BA
W=y I XATTT7 LA 20766, BA/ =7 FTT7 235541, EEVEALE B A 190141, HE530%41) 2>H455172106815
DI HE AR EE T — 2 % AT, RHEM SR EhRE MR 2 E i L 7=,

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) . FEPELEEEBOF L REBROE N ThH-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 ABERE 1281 24 K13mg, 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
85kgDHEERFAT IZXF L, 56kg K UM 29kg D W BR A CIE K I FR AP 2 3 1. 3315 L N0 7515 L 72 AT L3 E ST, 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#
PUCBITAIEE 2. EEER (OIERENL - /EREF OTESR),

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 LTSt~ 7V F RO BRI TG 21T o727y M 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~ NVFROME MR ~D4 A%, FEh L 7= 2 S TREM O IMIE LB IRL ~UL (4%K0H) 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
MEAELH HIZFRO S (R AL el L C1/3~1/126%) 3V, EER ML~/ AV FRREMETH 7=,

) B~ DB T
UL

5) Z DD BEA~DBITHE
MU ERIRL
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(6) MIFERIEEER
<H¥>
T~ NFROMIEFOT NT AR T Bin vitrofk & FRITIMNE T-72%2 39,

. 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 FREREOZ IG5 B ONRNIER S D B IR (LIC I R#s D LHEES - BRI AT —2) %Y,

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

5&) 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 B LTt~ 2 VT R A4 24.5mg/ kgD il B CHBIRE 1 5 U7k 5. HURREDRR I 3R1364.6% THY | JR
R OV e SR I T2 AU H014.8% K U8, 0% (5% 19215 () Thh 7237,

(2) Bt R
HTT LT TG M e~ 27 v FR0.5mgz fFE AL HERE TR BRI BTG LTRE R, kb6 A £ Tof 5
TS REIT RT3 DR T R OFEH D Jilt s BEHEME AR 1353.0% . TM8.6% Tl o Tz, # IR G- BEDO B B~ 7 N TF NRZ(bIK
D PR REPEIE RT3, 12% Th o 72 GFE AT —4) 39,

(3) Pt
K TPRRL

FSURKR—E—ICBT B1EHR
T~ VF R, e T AR —#— (P-gp. BCRP, OATP1B1. OATP1B3, OAT1. OAT3 % (ROCT2) IZ% U ChER FRgEEE:
2B EEAE RS2 o7 GHNE AT —%, in vitroakl§R) *%,

. 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) & FLEHRF L7k

RELUFIRT GMEAT —42)%,

. w AUCq-241
PSES %k Ciax (nmol/L) (amol+h/L) tax (h) tiz (h)
BREREE WA 24 14.9 (53.2) 283.7 (53.3) 1.0 [0.5, 4.0] 151.7 (9.1)
1 B R RE R 12 20.2 (75.9) 378.2 (78.9) 1.0 [0.5, 2.5] 159.3 (12.0)
S R B RE R A 12 16.6 (102.0) 298.5 (107.3) 1.0 [0.5, 4.0] 162.8 (11.2)
T B 12 8.6 (62.9) 163.5 (65.6) 1.5 [0.5, 4.0] 164.9 (8.9)®
ER-CLE el 11 15.7 (128.3) 287.7 (128.7) 1.0 [0.5, 2.0] 152.8 (49.0)
L[ SV (CV%) | oy VLT A [ ]
Conax: e MAFE P ARIEIRFE . AUC 04 : $E5-1% 24 WERTETOREFE — I5FR AR T AE
o I 160 LT A I R R RE D L 00 Y 2R B0
a) 11 4
AUC0724}\ Cmax
B EE HeoHEEE HeoHEEE
[90%(=5 #E X [#] [90%(= HE X [#]
T/ IEH 1.37 1.39
(4% : Cer 60~89mL/min) [0.91;2.06] [0.93;2.06]
HRAERE /IR 1.13 1.20
(W& - Cer 30~59ml./min) [0.69;1.84] [0.75;1.93]
HE/EH 0.61 0.61
(£ : Cer 15~29mL/min) [0.42;0.88] [0.42;0.87]
K/ EH 1.02 1.06
CR#: MiGENT 2 LB D) [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 FERDL H 1R O£ 52260817 572 AH14mgD 24 K O
HEMETF a7 7 A VT IE F7 B RE 2 A T DR E DB LT 3R RBR LR ChoT-, BEEEDH EFERE I
BB DOBIEIL, TR LB L TAFI14mg TED >7=08, ZHBD KREFAITEE T h SO HEELTH
n, EEREBEEOREFERIIMEINLH 7250,

(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 —

,57)40)0

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)
B TR REfE 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 OVT5% LA_E O EF R RED -2 A -~ 7 /L TR BE 0D bk & 90% (5 48 X [H150.95(0.89;1.01] & T'.02[0.90;1.17]
EHEES LT,

11. Z0Ofth
Epi EER
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 LARF xR o OB E#ICT ax o (MR THIE) D AUC O RAZRSIVZ (33%) 28, Cpu ~DEEIT L5
b P ARt

BSOS B T AAN DB 42, 49, 49
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(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 IR ES N TRY, B~ /L F RO G Yt S5 AN EEA1JE BH oo B R ERE
BICIRE SN TOAZENHERESNTZZEND, B~V FROWILIZIE SNAC EORAULNMLETH D, BeblehF ki
AFN I REHTRB T, pH IEEEPEND P PEICE(LL, 8725 pH & FIZB W TRT 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. IEEEAREM LT A28, B~/ F RO H CABERIENICHD T/ ~— LA T D2 LD MRS T 520,

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 RMAKERRIC IS 5540 Uiz, e VR M OVIBAR D #a i a5
(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, EOWERRE 531E 1.6~3.1% Th o7, SNAC OREEEZR B R NIZEIT 2 E TR AERE OB AR I8 & (4140 3B D
Cuax: 1,083ng/mL) & k&< A% BE i B (300~100,000ng/mL) 2 EtL 7223, & RS 13 SNAC & 2B & e
77, 2 FREEDFEIR S ER (4079 3X5R J 10 4082 3B%) TSNAC A 1 B 1 [B] 10 A BEHR G LI t@E 2 ukBi ) Sl
T2 T SEEREATIEICRY SNAC O MR E AEGEFHML 72, $5-5848 10 H B OG- 30 5514 (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 AEIC P32 1. M REOHER QKRB CHREBSNz M TR DR HERERE 121 DAH
PR OG- DYV 1 7 — N LD FEENRE | OIHS
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X. FFERERERERICEET SR B

1.

IR

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

(2) REMHEZEIBIERO 67 )

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,
_ 5. o .
RERIE H s o B b5 AR
HRZ AR R Irwinj SDH#T b BT 0. 0.001, 0.022. | 0.001, 0.022mg/kg: S/
0.095mg/kg 0.095mg/ke: ¥ 5-#% 2, 4WF[E IR
FIRT (DO FESAT) | BElED K
WK T @bk BER B o 1
m, EEOIHI, EIR LK N EN
DDAV, BEE 1% 2412 1T HE
JRAEFE O BANN B OV BhPE oD 38 B
BEEE DN ZRD BT,
I R SDF&RZ b Ay 0.0.005, 0.021, | &L
0.084mg/kg TP 5§ 0.084me/ kg
TNIIGEEA DBV 7 A | HEK293#M8 | 7n vitro | 7.8 pmol/L B
T VR E
IR R
bEoE R ER A ﬁ YRGS | in vitro | H%K8.2 pmol/L 2930
FRRFRIIC T | oo iy
TR e
TUVAN—E | h=rA4H )L BT #1H0.02mg/kg | L
%#3H0.08mg/kg | MR 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
[B]) %, 52 RE#% | 0.36mg/ ke : ME1FE T, #5513
5 B 2E OFBERTEY —R& 7R~
(G2 EIE | —ERMR (bigeminy rhythm) 23, =@
WBEO—H TRl | %EB2EIITEREOLEH T vy
ﬁ::) 7{§ﬁ/ﬁ‘mu&b’:}ﬂ %52 F:]VC#;)I—J
KRIZERD BN,
MEFEME 2 0.06mg/ kg (FH2[A])
i . o8| h=2490 | &A 0.5, 10mg/kg/ H | &L
%, ECG 7 %63 1
i . o8| h=249r | &A 0. 5. 20mg/kg/ H | &L
%, ECG 7 Z 1 THE I
B ee )T<EP pH. R | SDZEFv B 0.0.005, 0.023., | #5-#0~8k¢[HIC @75:/)7@35‘
SR AR 0.089mg/kg fﬁuw:&&#%% RSN
E:T 7
RHEFRIT L VT 2K QAL
W B 1T A% 5% 0~ SRR L2 8N
L7223, BARE (#5148 ~24K5 1))
MR LT,
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Q) FDfthd iIﬁEi%ﬁm)

<HBE>
HERE A EuLyLEs %Ek 55 PR
R
SRR BHKH Az in vitro | X1 umol/L TN RRI KT ARG
L
68FHS A in vitro | 10 pymol/L MAEERRL
REEOE | BREEFHBERR | WistarzZvbh | BT 0.0.3. 1 nmol/kg | FazaL —raECIL, B~ L F
BT | Ty MTBTAIK | YRR X (Fazal — M | RESICEVEEHE R N—RT 1
H1EH EHEAEREK | 1EFaar—Fh BH LD NENEFE O B
OB &2 1%t | fakD 0 nmol/kg RO, EEEREHE A I h
I H1EM (e R} BRI ooz,
Marzxra— L HERENR AR K&
LA IERKRTIE | T F A nmol/ kgt TI&
HEddea EREL LB CHBICIR T L,
IBITFLHES | SDEFVE BRI | 0, 120 nmol/kg IR T8 =R (ARC) I2H W\ T
TNTF RO FBLE HA[A] % 5 v IINFReahf T TR
U ER B FEY) (CART) Bt A
LD ILFIENHER ST,
C5TBL%~Y | B F 1,2, 3K UMHRB | MiEKEEFIATFIEL 72V X
2 TENZE N30, | FzE (R THEARCIZEHE L.
60, 120 Jz TN120 | TEH PR, idirOR%BE . IS T
nmol/kgZ 1 H2[A] | 23'E . MMM E SR E) O, Mg
Beh 40/ Hufﬁﬁﬁﬂ%éénmﬂﬁmﬁﬁom
HEIZBWTE N RS,
GLP-1Z BRI~ A TIL, 4
FEIR O K5y CH LIRS e
Ntz
FaA A A5 | invitro | 100 nmol/L Hu’fﬁf?*ﬂ@s@ﬂéfiiﬁ’ﬁﬁﬂi
Ja v g v CEh., B~ v F FIL
(POMC) — 4 POMC/CART A TEMEARL
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 | AEITHRBRMMAZEC T~ L
CITFNMEKRT B e T R BHTZnZh %F‘ﬁfﬁ%ﬂcﬁ/}b\ BRI
HYEH (C57BL%&) 122, 243 O RS0~ VFREET
36.5 nmol/kg (H ﬁ/}#é{ﬁrﬂz’» Ao, £z,
A ERHE) HLEEL 72ARC K V= 58% (PVN) (12
0 nmol/kg (il [} | BT 2RFNE, B VFREET
FERELIC L DR ERM | ARCICEITHCART mRNARHL &
HiFf) DEREERE L LI LA BT mL
1H1E18 A M# | 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 EES
BIRIIxT5 | MEET S BT 0.1.3.10 HEEG1~4H B OEHET, &
EH nmol/kg ~ 7 )VFREETH &R FRIE
EAEE 252 T AEIAAFRD DIz,
1 B H : 10| k&EEEHZILKO2HHOEEE
nmol/kg. 3H H: | IX. B~ LFRETHEEIZHED
4.5 nmol/kg. 5H | L. TDO/ER IZHKNTHBEFL
HEkUO6HH:5| 7
nmol/kg
Tru—h | Tru—AMEE) | HEELDLZRE | BT 0,0.97, 2.9, 14.6 | M KEINRIZIS 1T DN R TIFEIZ
PEEINRGE(L | BREE(LPE 75— | Ko T b nmol/kg X BHTT— 7RI AR,
WRIETHE | 7 RICxt 375 | ~UR(EhR LHIEL7ERK | 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 DN R EREIC
Tur A E/ nmol/kg x5 T —IAE ML, &'
VI T IR 1H1E1SHEME | ~Z/VFF0.97 nmol/kgbh DR
A (i Hmay)— (R R THBEIEA L, B TRICE
BHGER) FAHAEESL <L F K097

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

B M~ LT ROBMRIRLL T, Fo kO =2 A% IV AT 1 5 5 B M LT, 7235, Ry Tl

TNV FRIT, R THRSRATHIA B E VIR FEOAR

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

PERER, BB, 28 AR MR B OVEFE R A R BR IT EHEL T ey, At~ LV F RO IE#R 5 R BR O #E
BAITMZ . B~ NVFRE T RGBT 53RO A FTLIorT,

(1) BEE 5 EHRER
(7’72\ 3/1\) 70), 71), 72), 73)
EhiE B GRE 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
(7]7X\ 3\\/}\\ 7‘\7;7/(471_/]/) 66).,67), 74), 75), 76), 77), 78), 79), 80), 81), 82), 83)
o 5 T B
B gg (mffja) W | (me/ke/F) LR
T GE) | [EeARuRE R ]
0 SRPVEAZN U B RS T, iR L2237
0.03 A—=2 DAL, FFEEORED
N 0.09 2 <0.03
0.45 P G PR IR CHI I 0D 38 TR AR KON R % A e
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“H?ﬁ‘vﬂ—/f‘/ﬁw\ JINBE HR LMY R B A
10 FOIR AR CHIATAE I 5l 8 1% AR D PR . ClinsE
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/ H & (A EE NI EH K OHEETEO
66.67 k)
66.67 mg/kg/ H & IEEMEDIK T, 8B, N
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 O IEED 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
(GHE2[mE]) 0.36 mg/kght : LK L7 1y ZRRIE T
) BieEMHAR

(Zwb. in vitro

)84), 85), 86), 87), 88)

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

o D EFEE W/ R =33

4) DNA R ER
(TR, Twh)47 52
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 | FeELTRIZ.8RE) A, HET0.3 mg/kg/ H
IR (BEPRIREE B L e U CRIT.7T6S) R Chh-

=
LR ERCHIBR IS 23 2 H & TRl bz,

Fb ey 0.0.0025, 0.01, 0.025, 0.1 | 1043[% igEéi?ﬁogiigééﬁgﬁéﬁigﬁii
=) Kl Tholz,
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(5) ETEFEEF AR
(Fvh, UHX H=rAH)N) 52), 53), 54), 55)

. 5 Beh & P PN
By R @i | (mg/ke/ ) P 51 ol B« AR
0.03mg/kg/ H LA LD FET, IB-JRIERD
WL, AEHERIE, B/ AR ER LD
0 e AZEC2 AT~ | NIRRT 2 & IR E AR LT,
SAER O 0.01 TR 1T H BHEHE S ORZ MG REI 4 5 MRk i
Fub | BT ' e SBR AT~ | 10.09me/ke/ H (FRIAKREE B L L THO
R i 8 0.03 o "
0.09 B o i) 1.8f%)
(WEHREE20H) IR« G W ATk D e T
0.01mg/kg/ H (A MRS B b THI0.2
%),
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 | R BT d02ome ke AL
0.0075 M B130.001mg/ke/ A (ERPRIRE &
FEELTHI0.056%)
_ o R 7RO B 230.075mg/ kg (3
;{;M R | T o0% FEIRAS20~50R | g oo e B,
(3[§¢:1 MEREME1F0.015me/kg (3 B (21[E]) (B
1) PRIETE R LU TRLTRE) ,
0 0.075mg/kg (3 B Z1[a]) BL_E DR TR
B Ve SE A 0.015 1% LT REBh ) DB 70 (R T B>
H=0A | IebONT A 0.075 e K ORI YRE O AGFRO B,
woo | wgome | EF 0.5 | FHIRBOSLAOR | e b g oo A W HIPE LT,
BoFE (3AZ1 AT B:130.015mg/kg (3 H IZ11E]) (K&
[7]) RETE R TR,
(6) BRI S BR
(79§, 7 %)89 90
iy e 5% el R
AN 1.35 mg/mLEUH|% B GENL ORI ERRD DIV VR 1% 5HRED
0.06 mL/PC WTIUZEDEDEE 2 DI DAL FRH B
. FRRA 1.35 mg/mLELHIZ 77
vy 0.06 mL/JIC
FIRA 1.35 mg/mLELHKI%
0.06 mL/ /G
-5 R 10 mg/mLEdFIE | MERSIE2GRD BRI, EI TR EEAL T OM
0.2 mL/Jt P~ E DORIEVERIEOW TR B,

(3*)]\ 77;7/(.5211/) 66), 67), 74), 75)
8 1 #e G- OIHLE (31T 2 JRPTRITEME DRt & . SERE A 3 53V ERBRO — IS AR L 7223, Y A %t
T RETREITRRD e o7,

(N FDthniEiksM
AN
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x EEMNBIAICEET HIEH

OO

. IREIR S
i il s BIEE AT RIS R EMEOLGTEICIVER AL
By o BEK
. BEhEARE
HHE UL A%E3mg : 361 H
VL A BETmg : 361 H
VL Z®8E 1 4mg : 361 H
. BERETORE
SIRRTTF
RO LEDFEE

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

. B—H% - A

AHNL, ALY 7O Fi2mg GRERH :20184E3 H 23 H) I ONCA B vy 7B F1:0.25mg SD., [[11E0.5mg SD & ONFEI:
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. BEERR. BEERLRFABRVZIOAR

11.

LN

BEEHM
64F (202046 7 29 H ~20264E6 H 28 H)
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12, RELHAMGBIRICET SF®R

BAL1AA
13, &Ba—F
52 7L 55 0 SN e THRIE R = — - Lt i ELALE
A P S — (YJZ—F) HOT(OHDH 7 S 25 AT
U~LH Z8E3mg 2499014F1021 2499014F1021 199116101 629911601
U’\‘\/T/‘j‘x%’i?mg 2499014F2028 2499014F2028 199117801 629911701
U’\‘\/T/‘j‘x%’illlmg 2499014F3024 2499014F3024 199118501 629911801

14. RIEHBTLEDEE
BR2FLLA 1T HAHREFR 111753 5 AE T8 (R R R @B AN UL F OB B FEI RSN TN D,

O ABFIONEE I RICETE T DI T, TAFIOE AL, HOCOHERFIER O AR THH R dp s E
TRIEE T AT 2T TR RBA TG SR BE T 528, J L3 TRy, Fo, AEACHARICEETS
HEEIZBOWT, TARA14mgs B 53 BB, AR O TmehEz 28 8 53 2 Z LIl 528, 1 ESNT0WADT, EA
272 TR ETHIE,

@ AR OEERFEARCEE IO TURAIEDPP-4BREAN I 371U GLP- 1= IR A S L7 s FERA AL C
WD, Iz DR U BR OB IRRBR AR 1 370K L AR O R EMEIIHERS L TR, JESTVDHD T, DPP4
FHER DD IR T B L,

@  BMRFEEDDOITARTA BT HCLP-1Z FAREB SO B AR E THZ 8L, Rk O il bERE T 3Ea -
L TR W EBEICARAIZ #5585 50, AR O G 8 B L HIW U 7-#L B 2 2 e i = i f a2 s,
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214 Novo Nordisk Inc IE FEAF- 20194F

W74 RYBELSUS® AIJEHIKE | Tablets: 3 mg, 7 mg and 14 mg

#hREX | 1 INDICATIONS AND USAGE

1328 | RYBELSUS® is indicated as an adjunct to diet and exercise to improve glycemic control in adults with type
2 diabetes mellitus.
Limitations of Use
‘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.

%K | 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.
‘The dosage 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 (KN 3L SHABEEE) (2023 45 10 H)

£4t4 | Novo Nordisk A/S FE T 20204F

K764 | Rybelsus 3 mg tablets AIJEHIKS | 3 mg tablets 7 mg tablets 14 mg tablets
Rybelsus 7 mg tablets
Rybelsus 14 mg tablets

ZhEEX | 4.1 Therapeutic indications

3R 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.
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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
U=

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.

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
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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 HbA,. >7 and has been reported to be as high as 20-25% in women with a HbA.
>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
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.
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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.

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 Specific Populations (8.1)].

SPC(Summary of

4.6 Fertility, pregnancy and lactation
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Product Women of childbearing potential

characteristics Women of childbearing potential are recommended to use contraception when treated with
(RN BLELAREE) | semaglutide.
(2023%10A°)

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
The safety and effictiveness of RYBELSUS® have not been established in pediatric patients.

12.3 Pharmacokinetics

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

SPC(Summary of
Product
characteristics (BX
P B LA )
(20234£10 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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