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T AT M4mgE T B CTEXAZEELZ (WL LA 1EFR S, 728, AAIBmgDRFRICEY 72 mpE= ho—1
DELIDLBE DN TL, 4L AHI3mg TORE Gk FIHE ThD,

Q) AZERUHAENRTERE - 1B

[ B ] 45 LT TAR B v B (42333805R %) 1238V T, AKI3mg, Tmg. 14mg (%1 H 1[E#% 5., L% 3mg, 7mg. 14mgeit#k)
OWTNOFEEL  HDALcD R —ATA U NB26I EFTOELEIZDOWT, 7T B/REFRIH T HEEME DS RFGES I, E-AH
14mgE COHP TR EML R CHT-Z LSBT R HESE R L Uiz, AFIOHERH BIZ OV Ti, BE&
FROGLP-152 AR VE S 3R A 6 IRER & L7= [E N BA (42818} UM2829 38 BR) 12 C, T Z ORI BIRBEIZB W TAHNIZE
VT DR B e B ST B AN TmgE EHDALZE AL BRI FE Tho7-2 L, FES Ui R R (42339 42225
42807 4281% } 142829 FBR) 12U N TAA 1 dmght TlIAF TmeBE I it U B 1B E 0 G- RIS E - A EEF RO
BEIENEVMEIA SR SN B XD | AFIOHER A BIZ Tmel Uiz, £72, AFIHE 510 B IHEE O3 B 2B s
WAE D, KBNS 552N EETHHT20, ARMBHEEEL T, Smegb & 5204460, 400 ERGEL7-
B TmglTH &35, SO, MEFF A B Tmea 4 UL BB L= SRR+ 070551003 14mgETHETEAZLEL
77

728, AAIBmgHEN TR ESNTZWT O FBIFRRBR I\ Th | AF3meZ ki 5752 & THbALe AT 0% AT ITIK T L
TR E D — EREROLNIZZEID . AF3mg&k & CHo R iz hra— A B ESINTWDIEE L., 4 LD 3mg T
D E G HEfGEH AT RE S FIET LT,
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4. RERVHEICEHET HEE

1. BERVREICHET SEE
1.1 REIORITE ONEWZIVE T 22805, RKFNL, 1H DI BLOKRIORE IIFKDOFNZ, ZEfEDIRIETa
/7,-f-’74: FOK (F9120mLEL F) EEHI123meE, Tmehe I3 14medEZ 18R 3528, $7-. IR ORI %D 7K

VI R K O D SRAN O D HEEABET DL, 5 E] e K O A TR L TS0, [16.2.1-16.2.35 1]

(ﬁwfﬁ)

AENT BT VT ROWINAREET S SNAC ZEHL TS, FROFR5EZICE~ 7 L FRITEICE TRINEND,

B~ NVFROWIIZ
TE 1.

(T TFRLO RN 3

ERIF T2, L FOEBETFLIBEITHRET LI,
AENIZIEOIRETIRHTL2LERDD, 1 HOILORMOREEIHMAKOFNIRA T2 L,
HE 2. AFNTay 7 H 0K (8 120mL BLF) EEBICRAT 228,

EE 3. MoK OFERRHIRALZWZE,
HE 4. AFIRA % OMEER B R (R R L OIRA%Z 72K 30 4
OHEER BB L2248,

BEOPE

53) ZNASF$ 52 &0 oD A Ok S AH

RN E 2342, 1 B 1 [BIAHAK] 5mg % 5 H I GZIIAHR 10mg 2 5 HREIXKERO&R G LI-LxDOE~I7LFRD

Bk R i%@ﬁ?i&‘ff( FLLTFDLBY TH-T,

— . BHBEE L~ 26 it 14 T

TIEWF DR R THE

& MRZE

ZHREEITRDO LN DT FNEANT —4),
&Erﬁi oK EmL) | 5 %A (min) | #13 | Cha(imol/L) | AUCz4n(nmol-h/L) tmax(h)
GHEHe £ 120 30 26 15.53+6.46 296.90+124.51 1.00[0.50, 4.00]
10R R & 240 240 26 | 29.18+28.69 554.50+546.71 1.7500.50, 6.02]

VI BRI L o VP SR [AHDH ]

R R OOk BEDE S, 12

RS MR 2551, 1 B 1 EIAK 10 mg 2 10 AMKER NG LIZLE20E~ I L FROBRHSIT R G%EE
B, K ERITIILL FO LB ThHo7= GMNEANT —4),
ok & (mL) B 5 Mo AR (min) Bi%% Crax (nmol/L) AUCo-24 1 (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 » 1.5[0.5, 4.0]»
120 19 33.4+16.87 ¥ 685.9+333.89 ¥ 2.3[0.5, 12.0]”
15 19 11.2+7.28 221.7+140.06 0.5[0.5, 6.1]
120 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]?

FEIEINE RFHENRZE e VT SAE [REEH ]

a) 1961 b) 184

fr e B VERIIRAE 2R BT AH 10mg 2 HEL Rl O #e 5 (B 5% 4 BefAlff e, 5 2 IR 127K 200mL 2 8K0K) Lizlx

DI NVF R OBRZEEIL, HOKENTIILL FOLEBY Tho7z GFE AT —4),
ﬁﬁ(t;li;% %% Conax (nmol /L) AUCy 1 (nmol+h/L) s (H)
50 24 10.5+6.8 171.8+114.8 1.50.5, 3.0]
240 26 7.9£8.0 129.3+142.0 1.5[0.5. 4.0]%

FEIIE EARIER L e 13 RAB P

a) 23 fi

B IC BT BAFI LIS D SR DS A DRI Fo 1T F )
TR 2 B2 AA 14mg L7 T REE 5 884 1 A 18] 5 WERIER S (Z2EE, oK & 120mL. #5554 30 4
PLEMR) LizeZ A, 7 TR EEFEOFHRFE LLER L C, R B G RF T~ L FROBREZE RIE, Cha Tl 32%% OV AUC-

2an Cl =8 34%4‘375")

7= OMEANT —2),

538 R O BN 6 DR
AANDWINA~DEBEI IR THLT280 , 53E] By e O THRATL TR,
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| 7.2 A#I14mgh B 5T BB, AFIO Tmehi 22688 575 2 LITHIT H2 L, [16.2.1 5]

(figt)
AFNTE TSR RIS, WU T EERI R 1 O JEIDEIC RE SN DT LD, SNAC OG- RO K UWELIC 2 S
DEFEFN 3 E PUAFET DT ENARNOWNU B % K F AT RENED DD, AFIOD 1 Bl 5 Tk EEE B (TR TS
HDEIRAITITRET HTZ L

SNAC DEHEY

TERERIR A A5t SNAC &8 &3 300mg i3 600mg DAK] 10mg SE& HEIE 5. L7225, BT LT RD Chu
FIFEI 4.8015.30 K TN 3.03+4.64 nmol/L. AUCq 501 1EFFVEIL 414.47 149917 B TF 241.09+398.22nmol-h/L T
HY. SNAC OEH &N 300 mg NHEENT DL~/ VT ROBRFEREDK T RALNZ,

AH| 14mg g% 1 FEARH T2 DVITAA] Tmg §E% 2 §EIRH 3286 . SNAC #5152 LICLDAREKDIEY)
BRE~ O SRR T2 LI LA BN~ DO FEEA I E X | AH 14mg §E% 1 S22 OVITAA] Tmg
FE% 2 BEIRT 22813 HELEL 220,

| 7.3 #EABNSERTO LRSS, BHES 528,

(fF#)
AANL 1 B 1 EFREORAITHLZEK N~ VT ROH I EFHA RN LD, 1 BRI E 2~ LT
ROMEE R A~DEET/NSL, — I ThHEEZLND, ZDOZEND, KHIOFE G52 SNT-E1E. B H TE@EICE
oA RN By il

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)

é 10 15 20
T Time (days)

BhHEx=Eh-A

AF14mefk 5% DO EHFIRIBIZB W T, 5H BICIRELENIB A OB X017 7 AL DL Ial—ia 19
V20O FZERUVA=ZICEET 53R
AENOE IR TNIA B 7 R T LR~ F R GBIa FH2) Thd, KFlEA B Y7o T LD

T IFRET DL, FRZA BB Y7 FIEDDARFI SUIAFINOA By 7o TIEICOIV 2 2 BEIZXL T, FH
BB AL fRET AL,
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5. ERERAHE

MBRT =21\ 5=

PSS

B R B O T EE R (e 2E1 0 1 “;ji/ Y
BB EC) ~
TR R LAt AR, KENHE I QS 2R
% 1A HARAN KL OSME A 7a7 y ALV ORE
BT SR (18fal. O | mpeABIOMT, SRR, R AT
A AN : 24451) . EHR G, HERER
P hTa—rF T AOLE S IE
- FTREBOKRFH(QT/QTciER)
{;ﬂggﬁ NN9924-4247 %@%}f&(iﬁég) © | WIELFOMT, 7TERROEF L TnEY
DUkt BRI G B M. IRk 41512
A — N —R R
TS e~ VT ROLES I ZIET
HEORT (QT/QTcitbR)
% 1A NNO535-3652 TR R o EFxvTRX YR EEG M RETHRA
SRR FLE A (16841) TR IaAF =N —=F WA G RS
BT, ZEER, 7T BRA R, KE
5, Uiex, SR ATRERM B
AHKI(3, 7. 14mg) O F &S BIfR, AA (3,
7. 14 mg) 1B 1[E# 5.0 BAEIE O R 4%
SE1L/11AH NN9924-4281 2BUHE IR FRE © ORI EORE
[E N PIONEER9 H A (24351) AEAFOT, 778N (CEHEHER) KOVZ
JVFR0.9mg (2 T 5, IEE M) Xt 1w
(BAR), Zhaik, SR TRER LR
I e 7 Z’mf&fttﬁ (BARIRYE)
ST NN9924-4233 | HAA K USHE A 77 ERICHT SAA (3, 7, Lime) D1H1H
Ep IR | PIONEERI (703431 © | BEOHIMERULBIEO LB
Elﬁ)\'H\GWU) ﬁ%f’ﬁz%%wﬁm “HEHER, 7°?fzn“iﬂﬁﬁ\ %
' [, Zhiak, AREIATRER ik
HETVTF D kg (B OB IR IE HE L O ff
FAER)
ANRIIL DI XIFARRIL I EALR= )L
2R p PR P R LT B O El & O OF RSB L2 ASH|
ZBIHH NN9924-4222 | HAR AR USMEA © (3.7, 14mg) D1 H 1R G L2 TV T F
] B 3 [T R PIONEER3 (1864151, 100mgD 1 A 1\ 5- O ZhHE K OZ 20
H AN 1 207451) Lt
AEAFIMT, ZEER A TINAFI— FE
JEXRTER, ZIEFE . MR ARENPATRER et
T TR KL ORIZ T NTFRED B (8 0bE R
AR E OO REE)
ARRVIL D I T ARV I ESGLT2 5
2R PR Yp R A o i Fl & o Of A IEIC BN RHA
B NN9924-4224 | HAR AR USME A o (14mg) D1 H 1R 5L 7 TR IV F 7L
] B e [ 5 PIONEER4 (71141, FR1.8mgD1 H 11813 5O A 0E K Ve 20
A AN 7541) O et
MAEAEIDMT, ZEHER, X7 AHI— E
KR OT TR, ZEH, 2k, 3FIE
TR R b R
TTRRED K (2 AV DG PER)
ANRNALAPEH ATFEGFH T CoA AU
2R H PRy R L2169 (Basalf AV JREA VARV KT
EAlIkE NN9924-4280 | H AR A K OSME A © Basal-Bolusf ) IZBIML7z, 7T BHRICx T
] B 3 [T PIONEERS (73141, BHAHFI(3, 7. 14mg) D1 H LA 5-OH MK
A AN 1 194451) V22RO et
HEAEABIOMT, ZEER, 7R £
[EEE, Shtiak, AT TR R
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T 2F 7 NF R EO g (18 0B R IR L O Of
IR

708 1B R AP S B (AL =L LT Al A
B AV PR a-T Vai s —E8

EANEE NN9924-4282 2B R FR FLEA], 77U R EA XIXSGLT2RH
[E PN R PIONEER10 H A (458451) FlOWF ) ITBIL7Z, AF| (3, 7. 14mg)
D1IE1EHELT 277V FR0.75mg i 1[a]
BT #5022 M K OO Hls kst
MAEAEIOMT, IEE R, FEIR, 1[E (A
) | Shias, AREIATRER He i a5k
TR ED LRI (O T A LEER)
AL NN9924-4221 2R pE PRy R AH) (14mg) O OIE 1T T 2R 2O
HEsL a5 PIONEER6 S A (3183431)) IEABIOT, —EHER, 778 R, £
ESEENE S T Y
TTRRED el (JFF )
ARFAIL R ORZILR= LT L T AN L5 Bl
PR VE LT AR TE . Basal A o AU > @
F 4 P T R HE P ; - . R
ST NN9924-4234 | %A 52 B DBAAMIVL S EBasal £ ) D
TN PIONEERS i g FFREIB LT, 77;tﬂ<ﬁ_x¢zéiliﬁﬂ(l4
S0 (32451) ;g;ﬁ@ﬁl A 1B S OB NMER OZ 2O bt
MAEBEAT, —EER, 77 RRR, £
EEE, Sk, 28 W ATRER it BR
KFN D4, DEM N ORAET _AFEY
EAatiE! NN9924-3691 fREE B R T A DT
SR BR SRE A (1556) MEAFIOMT, ZEHER, Ui, 78R
SR, B R 55U
ARFN DL A M, KB O )
- ROTEF Of Y
ﬁﬁlj‘jﬁﬁ NN9924-3692 fﬁﬁiﬁj) UMD A, TR (T ) B O
i THEHAE~/ VTR GESRH) TR, .
AR5
I 5 FE T O K%M@”ﬁéﬁé\ TRV, SR K N )5
A NN9924-3991 BEREH R E PR DR
HES 5B 5’1~)\(£071§IJ) HELBMT, FIERHB, ZEHSH. 1
Mgk AR 53R
B 55 ERR E AR
AHN 5% IR T IREOXAIL T KD
A NN9924-3794 TR SR AT P G- B O EROK B0 Y Eh AR E A~ D
SRR SRE A (16141) BT
MAEABIOMT. IEE M. LiERR ., 8HE. IKIE &
5B
BEOFEFER
g o TR SR AHN OB REI KT 2 R FOEOMG
AN FMELA (78451) VR 2 B0, FEE M. THERR . 3BE, IUiE i
HaER
BROKERR E R
ST R Kfu&gﬁ?ﬁe@ﬁk7}<%@ﬁb‘(:ié%%%ﬁﬁé@
skt | NO9EB9ST ) (ar) ol
i HEVE LB IEE M. Uiiak . BBl S, 7
v AL — R —E R
VAT ADKEE]
H1HH NN9535-3789 fREEH R BTG~V F RO HER AR ORI
SRR SAELN (741) R & Qe OGRS
FEEMR., Uiiak, Ha& 538
14 ° A 1 > 244 N N
I _— (B @C*;;/;ﬁ7 2 —h R SO K Ok
SRR FLELA (9%1) }

FHEMR, Uik, Him b
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Wl B N7

R RERRTE OB

EAuE NNG924-4079 DL O B RE R BRERERE E A A T O E I B I DARAI DI
WEFL R R R T OWERE WaEhRe, ek OBRREOBE
FNEINGYD) I, SRR, KR 5 R
(fFE FEAR R M VL7 R RERR E D 2
AL NN99Z4—4082 DL DO ATFHS e R & FFHERERR =2 T D BRI B T AR K D 3
SR BR Al T HWERE YEhge, Zet L OB EEORE
SRE A (56491) IR, SR KR 5 R
e LB R RO
- ;g@ggﬁfig L R A A T UL S 2T
g NN9924-4267 fhiny PRIG BB T DA R OB R, 2221 K
WS AR R B IS
SR (55051) el .
FEEM, Shtisk, KE G Rk
MR EANER -V 7N U T 7Y
e UL I FIN R OT AT 7Y DI B R
@fgjﬁﬁ NN9924-4065 %@j&;‘%g) DAKIOEBOKT
A FEER, R, 1> GIEFIC LS nAA
— N —EF B
MM EAEH — AN /T
L NN9924-4145 (e HERIR 2};12—%/';;:;%%2*;;%://@%#%%%%&:%#
AR - SR N (32651) HROHES
T, TR, 1O GIAFIC L5 7a 24
— X — iR
SRR AR — 8% 10 R
I PR 14 DR FE Ao 1Y TF =T ZNTOF— L VR LA R
Wi NN9924-4249 B DD AR BB
o SHE A (2561) HEM. Uiisk, 1 >OFGIEFICL 7024
— N — R
Y AEAEH — 7 0®3IN / aANAEF
- IR KGRI ANRRY T O EEE %
{@i@%ﬁ NN9924-4250 %@j&;iﬁig) TRAKIOHBOR
e ‘ HEM. M, 1 >0 GNEFIC LD n2A4
— N —F R
MM EER -V ARTF o EEOEEAR
(FF1R)
o LARTax DY EREIZ T T AAF O
| wosiazrg | KUEFERE WO, AANOKIBIEI AT B b
e HOBBOWKF
JEEH . . 10 GIEFIC L7827
— X — iR
SR HAE] — A 275 — )L (FA EAE R #K)
e i —— ﬁ%ﬂﬁ%%%ﬁ%a:iﬁ”éz“ffﬁy“—/v@%
gt | VOORATAML gk (Gag) Bogn ]
MAEA BRI, FEE M., WATHE, UfER. X
183 530k
B AEAEH — 7 a_XRoR /v ra AR
(FREAEHZE)
W% =3 Ny WLV ENGE 27} e S ach
EALE| RN SR o et s )
wsats | e e i) ;ﬁD“ZVF&UV7““W/@W@@@
WARLEIOMT ., FEE R, IR, S a 2t
— X —EZRER
TARF B~
KT HAE~IVFRETTvREDZ IV
e . X EHER, B BEOS L a— 2R R
ﬁggﬁﬁ NN9535-3685 :ﬁgﬁﬁﬁﬁb PR R B N B NI R B
B Z SUNT D Ll RS
HAEAEIOT, “EHER, 77 EARXR 1
ik, R 28y aA— N — R
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B HINARERE ~ 0D B

" ZRBERIARE (75 Je FEE e 7 TR 0D B AR 4
AL NNO535-3635 B) B OMERER RS N e
WS BR (12431) el _ e
SEA 4;;%7%%. Dﬁ I, QEE{% 7T ARG,
Uhgk | WATHE, RERG AR
IR IR 2R3 D PRGN 5- 2 DI 2
B TF#BEAY~ NV FRESTRREDK M
AL NNO535-3684 2B RIS B Wk T DHEEPUNC G- 2 DB DN
HESNRBR HAE LA (38451) Bt
MEEZBEMT, THER., Ui, XE#
5., razxgt— N—R R
AHI (B By AR LD OF FIERLE)
DM B, H &S BR &K OH DRk
Bl
” S AHFIQR1EES) 7 78R KO THRE5H
%gﬁﬁgﬁ NN9924-3790 %%giﬁ T VTR (BB G) D%k R OA L)
i PEOD BT
WAEZBEMNT, 778N (CEHER) KO
Ti&’a?ﬁﬁ T NVTR(GEER) R, 2
L OREIRATRER e R
:://\7)7m//k0)tt$i(fxﬂﬁﬁ‘ LD
BERPREE)
ST NNO924-4223 | 2R IE ARAN S GER FICETLAH (14 me) 018
SR PIONEER2 SR A (822451) 1B 5. Lons /7Y 7 %25 g1 B 1N
o B OB R V2D st
MAEZEIMT, JEEH, R, SEEE
Zhiak . 2BEA T TRER] LR
B OB R FIckB 5, 7Ly 7L
A EFREICEAARB DL R E 27
EANEE NN9924-4257 2HINE PRI B 7F - 100mgD 1 H 1B G-D A INE K V4
WO ER PIONEER7 FLE A (504451) 1D LRt

EAEZEIOAT . IEE M, REH, 2 ERE
S ltiak . 2REAC AT LA

O:7HiE R O: 5 5&H
sk BEIEAEI (113 4 FH LTV ARVRBRICOW TR SRS (RBRIEE 15 L TR\ KRR 18R

HEEtr)
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(2) B R B

1) REHRGHER

VI 3¥EREIC

2)QT/QTciRER'"

B9 5IHA | DES M

fEFERLBR A (16641, B G-WBREHO 1T TR E A~ 27 /L F K (0.25, 0.5, 1.0 ON.5meZ i 1 [al#& 5 48 4> H &
i) 2 16 R E R G- L. DRI 2 BB i U7 58, e 1.5mgD E & IRAE CQTeMIME DR 1T A5

otz

Q) RERICRZRAER
5. BIRRRE (DBREAYRER 1) A EREERER ) OHZ R

(OF: +13:0E4:53
1) BINTEREEEAER
OEIhEE : ERNFEI/NHEEER (NN9924-428151ER) ®)
S) B R BRI SR o BUOMRTE T A SRR K ONEBNRVE Tl = b — LSR5 70 B A A 27 R
(e fE 2 993 BT 243051 (A H 3mghf - 4961, A& Tmght : 4941, A& 14mght : 4841, VF 7 /L F R0.9mgh : 4841,
EIUESEY TR 4961)
# )
RERFE - AFORAEKEER, BAMEIEOZ &R OCEIMEERTTT 5, 7R R (CEER) LRV T7 L
FRGEE ) kT WA TR LR
BEFWE o AHBmg, KAITmg, AF14mgD1 B 1R A5, VF 27 /L FR0.9mgD1 A 1E L F #5377 'R
O1 B 1EFR O BE5-265238 M FM U7z, AANZL B 1E3me TR GBI LIz, HEEIT4aEm e
L. TmgfKk O'14mgd A EIZIZFNEF IR G-BRAE D4 M OSHEBIZRET HIIORE L=, &K
X, ZEEIRRE T2 D H ORPIORFEDI05 L RN, 2y 7 55 LU FoKEIITRR 05 Lz,
1% FHE PR P 3 0D B 12 S L NIRRT 1T, R DB IRIF R DD & 2 7 ME AR O Fe -
BRI L=,
ES 3. HbALcDON—ATALNB26HETCOEE
AT H
* 72 ¢ HbALcODR—ATAUNB52IHETOE R
=l b/ IKEDR—=AT AL ) 5H261H K 520 £ THOE(LE
AT H
& B 26T BHbALDRE BAE T RITRT,

HbAlc (%) AFHI3mg AA|Tmg AAl14mg V7NN | TR
0.9mg
PR 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)

. . -1.1+0.8 | -1.7+0.8 | -1.7+0.8 | -1.4%1.1 -0.2+0.7
26BETORLE (13) (45) (44) (45) (1)
A= 0.3 -0.1 -0.3 - -
(EHF-V77° VF80.9mg)® | [-0.0; 0.6] | [-0.4; 0.2] | [-0.6;-0.0]

[95%15 4 <. [#1]
FE7E (RAI-7"718) P -1.1 -1.5 -1.7 - -
[95%E #H X [H] [-1.4;-0.8] | [-1.7;-1.2] | [-2.0; -1.4]

IBMOFERITIR A 52 LI R G T CRL- Bl 2 -5<,
a: )+ ATHE(R 22 CEBID | b: B REO TR UIE IS T 2IREET VW THEELT,

520123V T, HbALeDR— AT A b0V & CER) HHE AR 22) 13, AF13mghE T-1.0£0.9%,
AFNTmglET-1.4+0.9%, AF14mght T-1.5+0.8%, V77 /L FR0.9mghf T-1.3+1.0% % 7T &R
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BET0.120.7% Th o7, VFZNLFR0.9mghEL DOREFEDHEE MBI, A 3mghE T0.2% (95%(E #E X R«
=0.1; 0.6) . A TmghET-0.2% (95% 15 4 X [E] : -0.5; 0.2) & OARHI14mghET-0.4% (95%(F 48 X [# : -
0.8; 0.0) ThoTe, 7T HREDEEZEOHEEMIL, AAN3mgT —1.3% (95%F XA -1.7 ; -0.9) | AHAl
TmgT-1.7% (95%FHE X[ : —2.1 ; ~1.3) K ORI 14mg T-1.9% (95% (S HEX [ : -2.3; ~1.5) TH-o7=,

R=2F AL PH26IH FETOREDOE i () LR ZE) 13, AFI3mghf T-0.4£1.9kg (X—2RF
AL DY T1.4kg) . AR TmghE T-1.2+11.9kg (N—R2F A DI : 71.3kg) . AH| 14mghf T-
2.4+3.0kg (WRN—RT AL D) :68.0kg) . VT /L FR0.9mght TO.1+1.6kg (“RX—AT AL DY)
74.7kg) B N7 T REET-1.1 £ 1.6kg (N—R2T AL D44 :70.3kg) Tho77, N—ATALNH520H %
TOKREDZA R (P ARAERZE) 13, AAI3mghET0.0+2.4kg, AAITmghET-0.8+2.1kg, AH|
14mgfET-2.9+3.9kg, V77 /LF R0.9mght TO.5+2.0kg Sk N7 T AREET-1.0+£1.7Tkg TH 7=,

R RS S o7, B AT MU B E (56me/ dLAS) JiE (5 MEAR B 13 A
DEMEHKR O T ERETIIRO BRI -T2, VYT 7V FR0.9mghf TlI2fl2fF@msE s,
V) TR U CRIEBE R 7250 BT 5 2) SURMEIUBHIER & 1 RS L3 7356me/ LA iU,

QB %  EFR L F E AR (NN9924-42335K88) ¥

FS) G EEERE K OEENRE Tl o b — L SR 43 72 2B R R B 703451 (A 3mghE < 17541 (H
(e fE 2 AN 2961) . RFNTmghE: 17561 (H AN :2941) | RHFN14mghe : 17561 (H AN 28%1) , 7 TR
EIUESEY 17841 (H AN : 304 )

£ )
REBRGTE © AFROHIMPIEOGNE L L EEERFT 5, 770 B, CEE R TR a5k
&5 0 ZEEH T TAAISmg, AFTmg, AH14mgD1 H 1EIRR A &5 T T8RO A 1ERE O #5426

BRI L7-, AFNE1H 1E3mg THREE BB LT-, HEWIT4AR T EEL ., Tmg &k KN 4mgd &
TENENEGBRMEN DA% KOS Z IR E T DI E LTz, AANL, ZZRETZEDORD
ﬁﬁ%ﬂ®ﬁ$®3o UL ERTZ, 2y 7 L F ok 0 & 5L,

£ B HbALeDR—ATAU B0 ETOELE
At fffi 75 H

BiE A . (KEOR—ZATAUB26ETOE(LE
Bl 1/
S A H H

& B FEELE E THOHDALcD R —AT AL D b6 £ TOZ L EICBIL T, AF BEMEED T TH
HETT I ERCx A E-ME S EES 7z (p<0.0001),

HbAlc (%) AH|3mg AH|Tmg AFH|14mg TTBR
S 7.9+00.7 8.0-0.6 8.00.7 7.940.7
(175) (175) (175) (178)

. N 20.9+1.2 “1.3£1.0 1.5+1.0 20.3+1.2
26 WETORLR 167) (160) (160) (168)
T (AA- 72 R)® 0.6 -0.9 1.1
[95%(Z 4 X [H] [-0.8; -0.4] [-1.1; -0.6] [-1.3; -0.9]

TRBRSE G- O R R SUTIB MO BRI O OF IO LT BONBIREICESL,
a: ) HATE(R 22 CEBIED) | b: BEZEIE, HbALeD RIAMIEZ % EAlise sz W THfize sk, e Bontra v CHEE LT,

N—=2F AL PH26IA ETORBEDZE L (Y S BEHERZE) 13, AHI3mglf T-1.5+13.3kg (N—AF
A DI :86.9kg) « AANTmght T-2.6+4.1kg (RX—RF7 A D) :89.0kg) . ANA14mgE T
4.04.2kg (R— 2T AL D45 :88.1kg) N F T ERBET-1.4%3.5kg (~—ZF AL DT : 88.6kg)
TH-T=,
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R MBI LAl ST (RAN TmghE) o BRSO IS 78 (56me/ LA ) JiE M7 4G i b
1, ARHI3mght THEI5H:, AR Tmeght C2FI214 . AFN14mght TLEILE:, 7" Z 2R CLEILHHRE S
77

QB RAE: AMRILIL D& RIEAMRILEL EZ LRI LT HIO @A EO G . EIFFH E FEEER (NN9924-

4222548%)

Xt B ANRARY DB UIANIN R EAVR= AT LT IO i & O OF A RRE TR b — L 3R

(HEF 2 5372 27k PR 9 S8 1864451 (A 3mgiif - 46641 (H A 5241) | AF Tmgi : 46641 (H AN 524 |

EIUESEb AFN14mght: 46561 (H AN :5141)) | 227V 7"F 2 100mgh : 46741 (H AN :5241))

% )

HBEFE - AR OB UIANIALIL LRV A= AL T RO H] & O P RREISEIN U ARF O A 0 &
OB EMERET D, SE VT F st B, T HERIATRER ik B

55 0 ANV OB AN EAVER= LT L T RIORA OB RABEIGEMNL T, —HER T T
AH3mg, AFHNTmg XITAAI 14mgDd 1 B 1[EFE 045 DI Z 7 V7S 100mg> 1 A 1[EFE 1 £
LA T8 M FEM L7z, AFNTL A 1EI3mg THREGAPIAL 7z, AR iTaEmI e, 7mg/3z014mg
OHBITITENZ N GBIES4 % K O8I B ICBIET L0 E Lz, AANL, Z2iIREET
D HOEADOEFEDI05 LA LRI, 275 L FoKREHRITR OS5 L,

S . HbALcDN—RTA U DH26IH ETOLE{ &

ST E H

B OEE B . REON—ZTAUNB6HETOL LR

&l w

FFA T H

& B FEEME B THAHHDALCD N —RZT AL D261 ETOZEALRIZEIL T, AF Tmg i OAA 14mgdd

LH T VT F L 100mgl kT DIELHEDRFES N FELIE~—0:0.3%) . ARAIBmgDT X T VT T
100mglXf T BIEL ML RENZN -T2 (FRBMH),
HbAlc (%) ARHI3mg AH|Tmg A 14mg YRIN T F
100mg
JUEE 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 ENESH! -1.3+1.0 -0.840.9
HEETORALR (435) (438) (436) (446)
B (RA-v 277 F 0.2 -0.2 -0.5 -
100mg)® [0.1; 0.3] [-0.4; -0.1] [-0.6; —0.4]
[95%15 48 X i ]

TRERIERG- O R ESUTIB MO FERIFIR O O A IO FONBIIEIZES,
a: PHE AR EG 2 GEGIER) | b BB, HbALeO R FMEE 2 A saita VL Trlivetk ., b Boatra O CHEE L7, RO
AT, 0.3% GEH M= —20) DIliZEEI Nz BT,

T8I BITD A AN TOANIA IV AN LR RE TRIORT,

HbAlc (%) A FH3mg AFK|Tmg AF14mg VAT F
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
TSEECORIE (38) (39) 37) (39)
B (REI=4707°F 0.1 -0.2 -0.6 -
100mg)"® [-0.2; 0.5] [-0.6; 0.1] [-1.0; -0.2]
[95% (5 48 X 1]

TRBREEE G- O B 1SS BN O ERIFFE O O I BD 5 F, Ao BRI IE 5,
a: V8 AR ER S GEBIED) | b BF7213, HbALeD RUfEE L i yeika TV Clise kSt iatia iV CHEE L7,
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NR—=2F A PH26IH ETORBEDOE i (Y TR ZE) 13, AFI3mghf T-1.2£3.2kg (X—2RF
A2 DY) :91.6kg) . AHKITmghE T-2.213.9kg (R —Z2F A2 D F-#5:91.3kg) . AH| 14mghE T-
3.1E3.8kg (N—RT AL D) :91.2kg) K OVH7V7°F100mghET-0.6 £3.2kg (NN —RT A D -
#J:90.9kg) Tdro7-, V47 U7°F/ 100mght & DFEFEDOHEEME L, AFH3mghf T-0.6ke (95%(FHE X[ : -
-1.1; -0.1) . AFITmghf T-1.6kg (95%(ZHEIX[# :-2.0; —1.1) K OAFHI14mghf T-2.5kg (95%(Z HE X [ :
-3.0; —2.0) ThH-o7-,

SEMIZBN T, AF4mght TR O 27 )7 F 2 100mght T4 4440 B R MK s A3 A S
770 BERZ T IMBEE R 7E (56me/ LA ) JEMME R A 13, K 3meht 23415614, AH|Tmght T
24414218 . A 14meght T36H16014:, > 47V 7"F 1 100mght T3 76435 & 7=,

@B REE  ARRILID DH RIEARRILEID ESGLT2IRE RO AL DA .. EFE £ E S I4E R ER (NN9924-42245

B)©

*f & ARMRAIL DI UTIAIRL I ESCLT2RRERI DA & 0 fE AP E Tz ha— L AR 45722

(AR 2 TUHE DR 99 R 71141 (AR A 14mgBE - 28541 (H AN :3161) . UZ 7 /L F K 1.8mghf: 28461 (H A A : 29

B Bil) . 77 AREE 14261 (A AR 1561) )

% )

RERFE 0 AN OB XIANE N ESGLT2 LRI O i) & O P FFEIE MU I AR O F 9t &k V%
EWERETD, FITRREOVFTZNAF R IR, & SR TRER FhiGR

BhE I E o ANBRARC OB IIANRL I ESCGLT2ILERI O WA & DO P B EIGEIML T, # 7 FI—1kiIck
LHER FTAAIN4mgD1 A 1EE OS5 V77 VT R1.8mgD1 H 1B FEEHDLWTT TR
DO1H 1B 5252 I/ L 7=, AT H 1\ 3meg TR 52U, HEHEIZGRMI Ll
14mg?D R TITE G- BN B8R MK ICBIEZET A IR E LTz, AFNL, EIEIREETED H ORYIOR
FHD305 LA ERNZ, 2y G LN OKESEITR NG LT,

* B . HbALcDN—ATAUINB26IETOE( LR

SEAE H

BOEE B . REOR—RTAUDB6EFTCOLELE

il /9

FEAGE H

it B EEFHIE B THOHDALcDN—RAT AL 526 ETOELEIZBEL T, A 14mgD 7 Z7®ARITHF

T AERME (p<0.0001) K NYT 7 LFR1.8mgll it 5IELME (FELE~—0 1 0.4%) BHEES
77

HbAlc (%) AFAl14mg Y57 VFR1.8mg FIER
PR 8.0+0.7 8.0+0.7 7.940.7
(285) (284) (142)

. . -1.240.9 -1.140.9 -0.1%0.7
26 BETORE (278) (272) (134)
A (KA VTN -0.1 -
1.8mg)" [-0.3; 0.0]

[95%fZ 4 X [H]
= (RAI-778R)0 -1.1 -
[95%(5 48 Xt ] [-1.2; -0.9]

TRIRHEEE 500 B L OB MO ERFSE O FH OF IIZBb o3, Ao -8Bl £-5<,
a: ) ATE(R 5 CREBI) | b BEZEIE, HbALeD KM% £ EAfsE L% WV Cilisetk ., e Bontrd AV CHiEE LTz, FESTHED
FERT T, ARFIBED A, 0.4% GEL T~ —0) BFEMITINZ BTz,
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R=RFA B0 ETOREDOE R (B AR ) 13, AK 14mghf T-4.414.4kg (X—2A
FAL DY 92.9kg) . YT/ LT R1.8mght T-3.2+3.7Tkg (“X— AT AL D : 95.5kg) K N7 T &R
FECT-0.6E£3.1kg ("RX—RAT A D) :93.2kg) ThHoT2, AH14mgDVT 7 VT R1.8mghtE DREZED
HEEEIT-1.2kg (95%EMEX T :-1.9; —0.6) . 7T EARBEL DOREFEDOHE T 1Z-3.8kg (95%EFEX R : -
4.7, -3.0) ThH-o7=,

BRI RS S e o T, TR SUR I e E (56me/ dL AT ) fE MR M 13, 4K
14mgBE 2020, VS5 7 VFR1.8mghE TTHI9E, 7T B REE T3S ST,

O AREAVR)EQH R, EREL R FIE R AR5 5 ER (NN9924-428054E8) 7

S) % ARRAIUPRHE T IEDHH T CTOA L RY LD 1R (Basal A > AV IRE A AV X T Basal-

(EEAFE 2 Bolus k) CifiufE= b — LS A+ 45 7 28R IR 953 ;A8 T3 1451 (A 3mghf : 18441 (A AN : 4961) |

EIUESEY ARFNTmghE : 18241 (H AN 1 48451)) | AFI14mghf : 18141 (H AN :4741) . 7T wREE: 18445 (H AN :

B E 50451) )

% )

REBGTE © AFOA RV BAN O ABEIZBITDE IR L E2EERTTT5, 77 R, —HER
AT RE R M R

BEFHE o ANRAIUOFR SUIIEIH T TOA L AV A LD IEHR (Basal /> AV IREA AV XidBasal-
Bolus{E) IZBAILC, “HEMR F TR AOFKEIZEDIAK3meg, KK Tmg iFAA]14mgD1 H 118]H5
WETFEARDLH B0 G252 M FhE L7z, A4 B 1EI3mg THRG-2BAAU T, H R34

WL, Tmgh O1dmg D H BEZIEE N G- Bl A DA % ) O8I #% 12 RET B L5 E

Too AFNE, ZEHRIETED B OEAOBRFDI053LL LR/, 27 5 LU F ok ﬁ%m&ﬁb
7oo 7235 ARIAE DY ALY %I T DT DI P 5-BRIAIRE DA L AV H 8% 20% 8 & L 7=,

* B . HbALcDON—ATALNB26HECOEE

ST H

B OEE B . REON—ZRTAUNB6HETOL R

&l w

FFA T H

& B EEFMEEH THDIHPALCDON—AT AU H26 ETOELREICEAL T, AFOWTFho AETH

7RI R BEE RAES L= (p<0.0001),

HbAlc (%) AFl3mg AFK|Tmg AF14mg FIwR
R—RG A0 8.240.7 8.2+0.7 8.2+0.7 8.2+0.7
(184) (182) (181) (184)
260 FTOEILE? -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%fZ 4 X [H] [-0.7; -0.3] [-1.1; -0.7] [-1.4; -1.0]

TRBRER B 500 A 1L ST B IO BE R RO A O A S B T, OB EIZ LS,
a: P AR UER 2= GEBIED) | b: BEZEIE, HbALeD RIMEZE 2 B 52iEE -V CHlisE k. o Boire O CHEELT-,

52123V T, HbALc DX —RT A b DA & () = FE R 72) 1%, AKI3mghET-0.621.0%,
AFNTmghET-0.921.1%, A& 4AmghET-1.2=1.0% % T TR T-0.2£0.8%TH -7,

N—=2F AL PH26IA ETOREDZE R (Y T BEHERZE) 13, AFI3mglf T-1.4+3.1kg (N—AF
A DI 85.9kg) . AF TmgBET-2.6+5.2kg (N — 2T A2 D : 87.1kg) . AH| 14mgh T-
3.7t 4.0kg (N — 25 AL DA : 84.6kg) B VT T HREET-0.5+2.5kg (~— 25 1 DI : 86.0kg)
Thotz, FTRRBEEDOREEDOHEE ML, AH3melE T-0.9keg (95%FFE X [# :-1.8; —0.0) , AHKITmg
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FEC-2.0% (95%(E HE X : -3.0; ~1.0) K OVAH14mghE T-3.3kg (95%(FHHIX ] :-4.2; -2.3) Th -7z,

TR ME X, AHI3mehETHHEI514: . A Tmeh T, AA 14mght C2612(: X O 77 BAREETL
A S Te, R UM AEEME E (56mg/ LA ) AE BEPEAR MAE 1%, AA3mghE Th2H4119644:
AFNTmghETATHI 1801t . AHI 1 AmghETA8HI 14711} NF T AR BETHAH 1 564 s S,

©FEHREY (52:8) B2 EE N ENHEKER (NN9924-42825:6%) ¥

X % RBOFERIE IO BMERE Tl ha— VAR 47 B A 2B R 9 B 45861 (AR 3meht :

(4 1E 2 13161 AFITmght : 13261, AF14mght : 13061, 5 =277 /L F R0.75mgh¥ : 6541)

IR Eb]

% )

REBRFIE - RBIER ORERIFIEREAF (AL R= AL TR BRI AV S UMEER] o -F Va2 —E
EH|, F TV FREAN IISGLT2LEF OV hs) EO O AEIED 22k K OF Rt
95, T aF 7 T NI WATHER iR

BEE - ROFEREIEEA (AVER= VDL TH| ENTLA L RA) G UMEER], o -7 Vas X —BIHEHA
F TV F KN UEISGLT2LEH OV A7) (ZIBINL T, AFKI3mg, AHKITmg T AR 14mgd1
A IERE Q#5503 7 2770 F R0.75mg D 1[A] B T #% 54 5218 [ F2 i L7z, AAX1 A 1[5
3mg CTHEZBAMELT-, AEWHIZ4EM L, Tmgk ONMdmgdD & IZITENENE 5 B1E) 54
W KL OSHEBICEIET2I5RE L, AFNL, ZIIRIETED A ORYIORFED 305 LL LRI,
Ty 7R LR OKEIZRR O 5Lz,

ED o RRER G T ORELZA EFLORBUE (R RKK57HE B TOFHID)

SEAGE H

* 72 ¢ HbAlcOR—ATAL D52 ETHE i

&l /s REDOR—ATA L NBE2HETOLE L&

SEAGE H

it oo 52ICBVT, HbALeDR—RAT AL nbO L LR (P4 £ UE(R ) 13, AFKI3mehET-0.8+£1.0%

(R—2F A DI :8.2420.9%) . AN TmghE T-1.4£1.0% (R_X—2F AL D4 :8.3£0.9%) . AHI
14mghET-1.84+1.0% (NR—RTA L DIFH): 8.4+ 1.0%) K VT 2T 7 /L FR0.75mght T-1.4+0.9% (-~
—ATA L DY) :8.440.9%) ThH-o7z,

NR—2FAL B2 ETOREOZECED (1) £ EUER ) 13X, AAI3mght T0.0+2.4kg (X —2A
FA DY) 71.5kg) . AFNTmghE T-0.9+3.4kg (R—RT AL DY) : 72.7kg) . AF| 14mghf C-
1.7£3.5kg (R—=AF AL D1 : 72.6kg) e T 257 LF R0.75mghE T1.0+2.Thg (R—R2F AL D
¥J:71.2kg) TH-o7=,

1) GBI G- o B o 1k E7 I B MOBE R RO O A B BH 5T FFb - BUHNIEIC S
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520231 T AP FEERDOHbALc O Fex FRITTRT,

HbAlc (%) NR—RF A 52 FTHL bR
A HI3mg
ZIVBR= AT LT H 8.5+ 1.0 (42) -0.7£1.2 (42)
HNIA L 2N 2 Gy YR HEF 8.1£0.5 (22) -0.7£1.0 (21
-7V F—BHLER 8.020.8 (22) -1.1£0.8 (21)
FTV VL SRIEH 8.3%0.9 (23) -1.1£0.8 (20)
SGLT2pEH 8.2£1.0 (22) -0.8+1.0 (22)
A Tmg
ZIVR= AT LT H| 8.3%0.9 (42) -1.3£1.1 (40)
BN A L ) 2 Gy WA HEF 8.5+1.0 (22) -1.6+0.9 (21)
a7 Navd—EHEHR 8.2+1.1(22) -1.6+1.2 (22)
FTVT TR IA 8.4%1.0 (23) -1.5£1.3 (23)
SGLT2HEH 8.3+0.7 (23) -1.4%0.6 (23)
R 14mg
AR T H 8.7%1.1 (42) -1.9+1.1 (41)
HNIA L 2N Gy YR HEF 8.5£0.9 (22) -1L.7£1.1 2D
-7V F—BHLER 8.4%1.0 (22) -1.8£1.1 (21)
FTV VL SRIEH 8.2%1.0 (22) -1.7£1.0 (22)
SGLT2pEH 8.3£0.8 (22) -1.7+0.7 (22)

) AR (R 7 CREBI4K)

VBRI 5L CREL-EERRIT . AH 3mgBET1014] (77.1%) 33044 . A K| TmgiE T 1064
(80.3%) 35014, ARHI14mgHET11 1451 (85.4%) 3244+ }e VT =77 )L FR0.75mght CTH3 41 (81.5%) 17814
wEENT,

AR MBI A ST, A UL M ERE @ (56mg/dLAR ) fE EPER MBI, AHKI3mghE <
3BIAE (NF B ANLF= AL T RIGEA) | AR TmglE T3HI44: (R FR= oL T HIGEA 26124,
BN A LAY Sy ERN OF F < 161124F) | AN 14mghE TAFlAf: (Wb A2rk= oL 7 A
)i Eh, 7277 )V FR0.75melt Tl & S orz,

2 MR

O T 7 M 2GRk 77 Ak B B MR (NN9924-422 15K Bk SMEIL AT —2) 19

DL AN RIRAEVZZOEWINE 2 BB RIE BE 3183 il st I C VARV AT 21TV BEHEIREIZBAL T,
THEHER T TAA 4mg XI7 7RO 1 B 1 EREOBG25EM 7, HEWEET 4 #BATEEL, 14mg O &3
SRR 8 R ICBIETDIORE LIz, FHBAMIRIL 16 » H ThHoto,

NR—2F AWM ASPERR B2 DR DL R BE A L TR BT 1,797 151(56.5%), 18PEBEBRDHEZAFL T
7985 1T 354 BI(11.1%), 1EPER B B K OV B R BB OO TE 528 L OO BRE 13X 544 FI(17.1%THY, LI E I A

KT H2A L TR 13 488 #1(15.3%) Th 7=,

FHEGTE B THOEAEAEI T RS FE T2 INE A N (MACE D L 58, FEBSEIE O i A 28 ST FEBSEE
AR OWT I DI PNZTEBL T D E ORI AR L7 5E R . AR O T F 2RIkt 2 IEL MR GES - GES T
~—0:11.8),
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NP—R ENl ZFIER
[95%(5 48 Xt ] N (%) N (%)
JEBIH(FAS) 1591 (100) 1592 (100)
FEEALHE H-MACE 0.79 [0.57; 1.11] 61 (3.8) 76 (4.8)
MACE OHEREE B
INIIK 0.49 [0.27; 0.92] 15(0.9) 30 (1.9)
FEBBEM RN AR 0.74 [0.35; 1.57] 12 (0.8) 16 (1.0)
FEFIENE O 15 5 1.18 [0.73; 1.90] 37 (2.3) 31 (1.9)
D EIRFFAT B H
T RTOIELE 0.51[0.31; 0.84] 23 (1.4) 45 (2.8)

B TIRED HbAle DR—RAT7 AL NHOZ b CFH) SRR 22 13, AFIT-1.0£1.4% . 77ERT-0.3=1.3%Th
277,

FRZR I L, AFIRET 23 # 28 1 O T-AREET 13 6 17 &gz,

() B#E - HEFER
%G E Rl
(6) JamaafE A
DR pRAE A A (—fise it P BRI A 5 A o IR AT 8 PR Pl LR ) | B R TE 1R 7 — 2 — Al A, i
HRTE 12 W R G BR D N

e A iR A (R 1)
AERE T A GEER A1) A O R A 2TBE PP BB & G U, LUF O R E (A i A2 23 St S a7,

B A &2 TSR AARBN O 2ME R OFNEERETT 5

ELEVIRiN R g 5

BIESsE U R 770 RS ) A A A oD gl A\ 2T00E PR YPS ;8 3

Bl 34~4438

T ESEGIE 65041

FARHHAEE BT 5 ARANOIRARGL, OF RS, 22N (F F95, EERnFEREICE T2
H CangkE) | A b (HbALe, (R E%%)

KRG L U CHEME T DN UL M L 7= 3B O 5
BB

QR
AL
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VI. RMHEEICEHT HHE
1. REPHICEES S ELEMRUTLEME
GLP-152 A (R EB)HE

2. EBEAR
() fE BRI - fER#RE: 20
T VF R, BB I EDOGLP-15Z2 BIRICHE A L. ATPBCAMPOEAZ RS EHZ 228D, 7 b a— AR EKE
HNEA L A By WS H D, SHIT, MBS BB IET IV I3 5y W a5,

TNa—A

i

[T | , ca

A28 O

®TJLFFR

ATP: 7T )3 =V lE, ADP: T /3w U, GLUT2: 2817 Lo — 2k . cAMP: Bk 77 /o o — L i

e
[#iE]
Ty 0 1 20 y © 30 aF
H—H-NXLE—G—T—F—T—s—u—v—s—s—v—L—E—G—Q—A—n_N\/)L EXFY I Y AWy L VY R Y GYXRY GI-0H
CH, "CH, 2 s
; 0
?NV\O/\/O\)\N/\/D\/"\‘Q/YNH
H
o
HO
T
o

oH
OMM

T~ VFRIZERGLP-1294%D 7 2 /BB FI OB RIPE A 9 D NGLP-17 )8y Thd, E~//VFRix, V77 VF K (H
AR TOIRFEL B/ h—POR F:18me) LRIBRIC T S MEHHFIC I SN CD S EHICE D LA 2 B BB i A4 T
AT LI BRI AR ST TND, B~ VT ROEBIIIE R 7 V7 I OIRIEEE#E &AL & R A @O BLFn %
I DHZE L ODPP-AUZ L D5 fRi b ORHEIC L DL DO THY | LU DR RAMEM N ES L TD,

@ DPPAICKT DL EMZ R ESELTD, XTFRERNSALOT I WRaAEM (77 =2 %2-T /A VB Cid )
@ 260U ATE S T BRI =Ly TNVEILFREN L THNVRI VN RinE /T4 02T 1 _BEiES
@ TFFBRADIDUEIDICRET DD, ULV 2T L = Tl

Vo —ERRRIINT L T L7 ISR AIEO BRI 5- L, g Cov~ I/ NV F R fita B IESE, fE R
IVT S AR TEES, ZNHDZEICIN B~ A FROERTO E F RSN,
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[#& O 5]

RIFRER—=ALTHEI VT RIE, DFEDRRENIENS, HLE TOFEBRIEIMEL, 2. B ORI Y
RS TLEI D RO GITEL TRl ofz, Lo, WA THHSNAC300mgz BANZ & A T 52 LI LRk 0
B G MNEBLTZ, SNACEEH 5% 0B~ LT R (B4 D~ 2%6E) 13, 1B 1B G0 EFIREE COMRE &
DEEEINZHILINTES,

AREIDORFEIL, B VFRBEICRINEINDE N TEZD, WSRO EEHIZRESNTND, B LVFRO
WL ZIESNAC L D EIHFI LA B TEH D, SNACDH FFT COpHAEFEERIZLY B~/ L F RDAaM iR A<
EMTED, WIRENE T — DD RIS H T D, TIN D AT =R B U TRAINARIN (- 2D 2 EAVRENTHY, B8
EAREI LT 228b, B/ AV F RO H ODEEERBENICIHID T/~ — (LA RET DI LD RSN TS,

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

BORSTNEIIILF FORIRIE
SNACICKRD{RiEEND

) FENHEE T+ SRR
ABNDOFEZNS TohDH e~ NT ROFEHRIERERIL, K T HE A THEA By 7 K FIEO KGR H 35 REICFEATG 7
BTHY, BV /VF R OG5 TOFRDIAABR T FZ L TRV, BV FRE THRGICBIARRIT TRRoL R
ThoT,

DGLP-152 ARk DR ET VT Ik A8 (in vitro)?V
ERGLP-152 1A% 8 FE 2R E N R BLS 72 BHKA a2 W T, B~ L FROGLP- 1% FETE 2 GLP-1 (7-37) OH
KOVFTNFREER LTz, GLP-15% BARTEE X AMPHE I BRI L U, &2, BMILIET /L7 I (HSA, 0.005%F721%
2%) Z MU T & Z DGLP- 14 A O 50%HE 1 FE (1C5) ZHH L=,

GLP-1Z2 R4 2%0 ) GLP-15 K #E5 G hE
ECs (nmol/L, E¥)+SD) [Cs (nmol/L, E#)+SD)
HSA 72L 0.005%HSA 2%HSA
< NVTFR 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)
UVZ 7 )VFR 0.15 = 0.064 (n=3) 0.25 £ 0.058 (n=4) 7.1 = 3.5 (n=4)

2) MR TR (BRI ET L~ )22

BEPRIFEET /Ldb/db~T AT B~ /L FRE20 BRI | 1.2, 4.1, 8.2, 20.6, 61.7 pg/kg® A& T1H 1A, 26~28 H M T#
Uz, ZORER, B THG e~V F R GRCIRME R 12 R R E OB IME M 238D O, #5%2ME KO
HAMEN W T AME T U, VAR S LS LB €, R—ATAUAHIELTZHbALCME F L7z, F72, K TR 5 At
< TVF R GRETIT, R G e U B IS RE D UE RO DL, BB FTREZR E S B, VAL 5 E L bR LT
TR e~ N FREERECEEICEL (p€0.01) | Y NVa—ATHE LA AWt~ NV TF R 5ERECH S
WZENL 7=,

3) I a—RIGEMEA L AN G (T, 22T 4) 2 2

— BB OB R T (n=2) 2B H LE RSN - ERE V< 7 va— 25 7E F T~ 2 L F R (0.1, 0.5, 2.0,
10, 50 K& TN200 nmol/L) Z KM EHMHERIZERINL, A AV P ERZEREI LT, o, =7 Zic=a5F 73
F (67mg/kg) EEIFHARPIE 5% 15501 A7/ v (125mg/ke) ZHBIFARA R G L. B MIAARI A 87, 2~4
WRIZICE~Z VT RE2HICIRIKER FHE5L(LHH:2.1 ug/kg. 3H B :4.1 pg/kg. 58 H. 7H B :8.2 ng/kg) . ¥ 5
BRAART. Skt 5141, 3K A BICEILEE Y T 7 % Fhi LT,

ZOFER, T T, IBEERERNIA L AV S E RIS, KT MIBITDECEIZZNE 13 K M 4.5 nmol/LTH
STz, =T HTIE, v a— ARG RN B G- Bl AA S 12055 B 07 /v a—ZEARIE, B THR G At~/ LV F ROk
B 5%1% OB H BHIZBW TR S-BMAATE LU CHEICHEMUZ, 5% 70 H CIEaBER2 o Len
STz, Zva— ZEHGE IR 4% 5B 441 15055 B MU A o RY L (AUCq-150mn) 13 FHEHX 54T H B £ TR G
ATE L L TR RIS 7,
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DZERGIRE R OB AR D MBES V= — ARG

DIUBEIR I B X RIC, B~/ L F N LomeZ @ 1[al, 1238 ) (B 23 Te) BT 5L ERIRIRCO3E 5
WIERZ AT L 72, ZORR, # 5% 128 OZEERE ST b 72— ZAREDN T T eR L gL TR MR G e~ 7 v F R
T2HET LI, Fo, 3ROFER (MR, BREOY R (S /7 8) JEHWERHRABTIL, 77 Rl T
TEGRETNVTRT, BRI7S7 2= AR (AUC 00) 23220 T L 3RF S TR TRESUSOMERE (R
DAUCy5) D320~ 29K T LTz, 7T EAREHEL TR TG A~V FRT, 3BT A TUTBN T/ Va—AD PR
IR (AL DIAUC (-5 /5h) 2311~ 20mg/dLAK F L7z, £z, BIEELERO7 /Lo — AT T T eAR L L TR
TREME~Z A TFRTIINME FLZ (B PRG-IV F RO R—=27 A HHOK T RIXT4meg/dLThH-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
@

BPERIFBE BT E, RTREMAEINFRROTFTEROEGBRERT (N—AF 1) ROE 54128 D24
RS MAR T 7N a—2ARET 0T 7 AV RER (HR, BRR VTSI RIEIIR]))

BIA L R LAY IO T b m— AR AF 2O

QTR PRI FRE Akt B L U7 L B MDD i MU & O L o — R BE % B B | B N S D B 2 L o — A7 A S BR

T AV AV WD T VT —2EAFEIIX T DR TR G HE~v 7V TFROEEEZF ML,

TV — 2P EEA90mg/ LA H216mg/dLIC T T2 E DAL A P EE K O A) A WAEEE (ISR) 1%, 7T R & i L

TETHREHE~I VTR TRAT2HEMMN LT, K TFEGHE~7 VT RO 525 1 - 2805 Rk B 2B b1
AVPREE KNSRI, 2 T G-H 2~ VT RO G251 TR LRIFRE Th o7,

30



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

2BURE PRI A K OME R ([T 1T B 5 R 1 2B D BRFERI T NV — A ARBR TOA Y RY L Sy WEEE

6)7‘/1/73735\/57\‘&%25)’ 27), 28)

2BUBEIRIF B R LT, SFESF 7 N a—ARERBRE EHEL . K TG HE~Z v FROT V3550l
DOWTEAM L2, 2 TG~ L F R 0363538k K 3684 R TIX 7 IR LR L TR TR GERAE~Z LVFRT,
JEREIRF 7 L T 38 ~21%K T L. 36853 TIL 7T BN LR L TR FREAE~I VF R T, BH% TN AT U RIGH
14~15%K T U, F- 24 RS2 NV T AR FE S 12%1K T L=,

Fio, SN a—RBEERERNC T NI AREME T L, ZNV T B EIT T TR L TR TG HE~ 7 L FRT
SVIKT L=,

RUBEFRIR R 1B\ T IR MBS B B DG HIR L THAT VAT AWM HOWT, IR S5~/ L FRE
TR % TEWTRL, C-_TFROBD DB B LN~ T2,

7)EAEPEH

SRE AR ERE BN T, TR E— L (TR 7)) Ol T E T a7 7 A M-S Con e RAUC & FEHE
ELTRAILIR R, R TRERE AV FREEICIVBZ OB NAPEHAEIEL 72, — 5, AUC sl DWW TE T
BeE Y~ NTFREG5%ETTvREEERORINGENIALNRN ST, T TR 5% LT TR S e~/
NF R E# TREYIICE NEPEHANRIE L7223, B IR E Bl CHNEYEHOEIEITh -7,

Q) fEFA IR - Friuhefa
VIR 2 H | ROV VIL S E IR 5 H | DB R
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VI. EYEHREIZET 5HE
1. MPREOKED
(1) B LA mepRE
PRl

Q) EERREB CHEIN-MDERE
D) R BRI T A AR R O B 5% D~ 7 VT RO IRY) B RE
H A A (EEBE B MERBRE (17651 AR &4 G- U BB 1 X 1841) 256t R 12, 1 H 1[RIARHIA B %65 (1 DL _E#e s K ORI R
DL EAEAR% 120mL o0 /k T28 H B IE R 5 (B 54300 RFER) L=t D v~ L F R oOlREE & G ) 1X, L ToL
BYTHHT,

F&E | Chpax(nmol/L) AUCqp-24p tinax (h) tyy2(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)
HEATT LT (CV%) | Lo T YA (PR . — - R

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 A ANEES HEHERE B ITAEFRBTCORE /N FRREDOHD

AR BN TL PRI E R D I3 BRMETRIF THHZEN /RS,
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2) eSS PEHERE (B DARI AR N 5% O Y VA7 v — N D AO I B ik

AN B DRI LOURTER G ATTH) ZU T OLIB) Tt

(ng-h/mL)
BeEBAA: | 18 1364.38(59.90) 1023.18(21.09) 0.333[0.17, 0.67] | 293.20(21.09) -
1HH
VHBRLE | 17 | 1082.88(100.53) | 1340.37(27.57) | 0.677[0.33, 3.00] | 223.82(27.57) 2.04(83.28)
91H B

KT8 (CV) | tmax (T RAB[HEPH ], — R

3 1400
£
an
=
~ 12004
5 *
14
< 1000
EN
>
L 800
+~
L
| 600
w )
oﬁ 400
.R
2 2004
H
g
g R - e nd
01 2 3 4 6 12 24
BE5&ZERE (h)
- - - EETRE

A i T REAR 72 L 72,
A A N BAERBRE (281 5 R I A1 T a P — b NY AREOHES (B E5-BH%I1A B)

(3) il
AL

D EE - ftREOZE
MV 22 2t (] O ESE) ICB42HE 4. FiER O RIS 57 LZ OB H X OT A E/ER ) DS R

. BYRER/NTA—4

(M @A
A AN R ER 12 31T D A 5 5% OB B/ 3T A— 22O TIE, B AR A LTHI2DAE]10mg, AH#120mg M T8
40mgZ 2838 M K AE FZ T B L7 DR ERIE T — % INEL ., /oa S—h A NEZ W CTHITU -, RHEM3E
WYBNREFRATICOWTIE, T3, BEEM (Re ol —al) fifiT ) OIS,

(2) AR RE T
AL

Q) HREEEH
TH B 52 IO T BT Ln)/AH Jadl B E R LTRSS, IR TVIL S EhREIc 92 A 1.
IREEDHERS (2R ARBR THERS AV PR EE DR B MR (2B AR SAER N & 5% D~ 7 L F RO
BB R OB T A= 2B RO L,

BHYITSURA

QBB PRI R 2B T ARK B 515 DB~ T IVTF RO IYT 5 AD KA 15 (He el . RHEEF S EREMAT) 130.039L/h
THoT=(NEANT—H),
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b Eik=3
2RAPE IR (B AR B 5% DA RITAISLEHEE STz BME AT —4),

©) Z0ft:
A TPRRL

. B&EHE (REaL—3v) f@if
() BRI AE
TR B G R @ R 22— /R — P AV RE T L

QNF A= EHER

2HUKE R HRE 2 ) BRI IE N AR C R M S 7= R PR B BR 6305k (42337 422329 42227 42349 42807 ¢ (*42818 3 BR) D
2431451 (M5 - B PE1351451, & 1080451, AFd: A A 163941, B—AUTT 7V AR T AUA N158%1, 77 N6344, Boff: bR
NI XAET 7 DA 2076H41 bR X= 7 XIE 77 35541, EEBTH LA B A 190141, ME530%1)) 22545 5417210681 A
DI P AR FE T — 2% T, RHEM SR EhRE MR 2 i L 7=,

EANHE LI ZE BT, PR, 4F i (18~64%., 65~T4m%., 7ol B) . AT (A A, BAXIITZ7UHRTAVD N, AR,
AARNUSDTOT N) Bt (b A=y UTTT > b A=y 7 XUTTT LIS | K E, eGFR (90mL/min/1.73m?LA L,
60~89ml./min/1.73m?, 30~59mL/min/1.73m?) , # 5-5 (3mg, Tmg, 14mg) . L¥HILERBOF T, REBOENTH-T,
FHE RSB REARAT X G2 L ST BRE O &5 s H B CEME LR ], LT RIER 1%, A#n2359[22, 9215k, REEA388.5
[40.2, 188.01kg, BMIZ331.5[17.5, 67.9]keg/m?, ¥R % M B I 239.3[0.1, 52]4F, X— A5 A COHbALc38.1[6.2,
11.5]% TH -7,

REHEFISEY BN REARHT OFE S . H R AYLERE 12317 54 KI3mg, Tmglk O'4mgdD1 H 1EI#% 1 B 5% DO & H RO F )~
T VT RIEEEL, ZNE#I3.6nmol/L, £98.4nmol/LK& UYI16. Tnmol/LEHEE S LT,
TNETFANSELNI- LB BOBRFOR B ARENAIEOE YN EL MTTEEER THLEEZLIL, KEN
85kg DPLIRFT T3 L | 56kg K UM 29kg DB BRA TIF 55 A A KR BE 23 13345 B N0 TH (5 LA AT EosfE e STz, e,
TIVET IZBWT, NAET ATV T (130,522 HEE STz,

. IRIR
AENL, WIPUEEATHHSNACETINTHIET, OB GEAHEEL TS (TIV. BANZRET2IEE | L OV $Eeh3K
HICRITHIEA 2. FKHEEMR (OMEREAL - 1R OESR),

FHERA KW BHREMRAT DFE RICEESE RN GH OB~ VT ROMX I NATT SATEVT A TR 1% EHEE ST,

il
(1) % — R BE Y& @

<HBE>
T NTFROSAE, "TH T LTk~ NV F RO EE R TR 521777y e W GRERShv s, v b
ERWEEEBENET A —NTUF T T7 44— (QWBA) 3B Tl B~ L F RIZERE OFE & L 12 KBRSy OFBRIC AR
L. M7 HONTHN, B, A O = O L7 M D2 WHFR I B s L~V O BURRED RO bl MR &L T,
b B OB REIZITARL ~ L ORISR RELMEE R 3, BRI TR G-% IR — MBI B U 7o~ 7 L F RO 53 D3 R E )
THIHZENWTRENTZ, BTG E =0T, TAVT IV DHFiRE— 0 b= T DL D TH D,

(2) %k — R AP @R
<HE>
BRI FREZAT T RT v MTB W T, P HTT B L Tt~ 7V F RO 531, IHEIREMIZ 31T 50017 L)
RThoTe, B~ VTF RO IR ~O AL, T L7 2R R TREM O MU LB ARL ~UL (%K) ThHDIEN R
Sz, ZOZ LD, MR Z BT AMIIRER THHIENTRIREND,

Q) A~ ITH
<BE>
SHTT LTS B~ VT RE R TG INTRALT YN Tl D ED'E~/ VTR E N~ 7 VT R EYE O HE
HEAFLIH FICERO B (REEM ML e L T1/3~1/126%) °Y, EER ST~ VF R REETH T,

) BERA DB T
M YPRRL

5) F DD B~ DITH
MU BERIRL
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(6) MIFEAHEEER
<H%E>
B NFROMIEROT VT AT Din vitroft £ FITIINE Tlo7292 99,

6. ftt
(1) FE B ER AL B UM SR R
SHTT UL LT- R T 5 H 2~ 27 v FR0.5mgZ A E N EEE B MBS TS A F e G- L R, B~ L F R
I FRERDZ PGSR QNGRS B B LIC K0 REE D EHEE S SME AT —2) 39,

Q) R#I_EEET IR (CYPE) OHNFE. FT5F
T~ LFRi%, CYPS FHEICKT U CRER FRIEE L2 255E (CYPLA2, CYP2B6 )2 TNCYP3A4/5) A\ ML EEH
(CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6 K TXCYP3A4/5) Z_&7ah o= (FNENT —4Z . in vitroak
Eﬁ) 35), 36)O

@) PEBBHROERRUTOHE
L

@) REDOBEOBRREIL, FELE
P

7. ek
(1) B ER AL B OB
T/ VT N EESE O EPEI R IR B R OE R TH T2,
<BE>
SHTT WAL LTz <=7 VT R & 1124.5mg/kgD F B CHAIRE D& 5 L7-fE R B RED KRR 2R 1364.6% THY., K
K ORI RIZZ N2 1014.8% M U48.0% (3% 5-7% 192 1)) Tdh-72°7,

(2) Bttt 3=
SHTT LT TG M2~ 7 0 F R0.5mga e HE 55 Mg SR TR BRI B2 T G- L7 5, I K66 H £ ToORE S
FSTREIT kB 0R 1 & OV R D Bt REHEIE 281353.0% % TN18.6% Tdho7-, M G REDH . B/ VF R KLk
DR U BE R SRI13. 12% Tl o 7= RE AT —4) 39,

(3) gt
A RL

8. FSURKR—E—IZBET HER
=/ VFRIL, EhSL AR —%— (P-gp. BCRP, OATP1B1, OATP1B3, OAT1, OAT3 K TNOCT2) \Z kL TEREE FHEe
e B EMEAEZ RS2 7= GE AT —4, in vitroakR) %,

0. BHEICLBRAE
AL
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10. RENDEREATHEE
(1) BRI EWRE

EHRE IS E DR E D RRAWERE (VLT F = 70T 7 A (Cer) ICE D55 4E) ICBITAAA] 10 H B 0 #%5-4% KK 5mg
% 5 HIEHEGRITAH 10mg 2 5 HREEG) O3EyEhiez | BHKEEN IEH 72953 (Cer 90mL/min DL k) &L RRETL 72/

RELUFIRT GMEAT —42) %,

. w AUCp-911
PSES itk Cinx (nmol/L) (amol+h/L) taax (h) ti/2 ()
AR E WA 24 14.9 (53.2) 283.7 (53.3) 1.0 [0.5, 4.0] 151.7 (9.1)
08 S B s R s s 12 20.2 (75.9) 378.2 (78.9) 1.0 [0.5, 2.5] 159.3 (12.0)
A P R R R 12 16.6 (102.0) 298.5 (107.3) 1.0 [0.5, 4.0] 162.8 (11.2)®
Gy e 12 8.6 (62.9) 163.5 (65.6) 1.5 [0.5, 4.0] 164.9 (8.9)¥
R AL BE 11 15.7 (128.3) 287.7 (128.7) 1.0 [0.5, 2.0] 152.8 (49.0)
ST SEIIE (CV%) |t V3 JAE [0
Conax s IR0 MAEHARTRPRE | AUCq04: 8 5-1% 24 R ETOPRE — IR AR T i FE
e+ 5 10 TILEE PP AR SRR B IR ] ) VH 2P0
a) 11 fl
AUC()fm}1 Cmax
B pkhe FEDHEEE FeooHEEAE
[90%/5 45 X [#] [90%/5 4 X [#]]

R/ B 1.37 1.39

(8 JF : Cer 60~89ml./min) [0.91;2.06] [0.93:2.06]

FREERE /IR R 1.13 1.20

(Fr 485 - Cer 30~59mL/min) [0.69;1.84] [0.75;1.93]

BHE/ER 0.61 0.61

(FPE: Cer 15~29mL/min) [0.42;0.88] [0.42;0.87]

KEA/EH 1.02 1.06

CR#A: BN e LB D) [0.59;1.79] [0.61;1.84]

SEBIECIES 24 B B 12 B, PR 12 6, S 12 B, SR 11 1

T PR D HETEAE N OF 0% R PR 1, 4 ilim . MBI & OMAE CRE LT,

FRLEFE O R RERE S (eGFR 30-59 mL/min/1.73 m?) 24 24 ME A 2805 R 75 BB 32401 (AR A BT B a0 %

SEELT-

EHARBRIZB T, AFI4mgR T T RO H 1B OB 54226081770 AFI14mgD 224 M K

BT a7 7 ANVTIEF R BHEREEH T OWRE DB 5 SRR LRk Th o7, BEEDOHEFREH
BUIRE OFIG L, 7T BREEB L TRFIAmg TEN 2720, ZIVHLDOKE IR E TP EEOFEELTH
v, EELHGEEOHEEFRITHE SN -12%,

(2) FrreREfE B E

B RERE = OFLEE D B2 i8R (Child-Pugh scores|Z3-3<4040) (2331F HAKI 10 B Rk 1 #% 5-4% (RFI5me#5 A [H
P 5% IARHN 10meg a5 H B2 5-) O3y fes | FFEEREDS IEH 7298 L LR ET L 7o RA L N IS+ GAEAT —

2)40,

14 BIA | o (amol/L) M o (B) 2 ()
JFHEREIE W 5 22 13.3 (62.3) 250.3 (64.0) 1.0 [0.5, 4.0] 156.4 (12.1)
R AT AR 11 11.8 (82.4) 221.9 (78.3) 1.0 [0.5, 3.0] 142.1 (7.6)
A T TR e P 2 12 10.5 (73.5) 204.2 (71.4) 1.0 [1.0, 3.0] 146.7 (13.9)
TR RE R A 7 12.0 (41.4) 227.8 (41.6) 1.5 [1.0, 3.0] 153.7 (12.5)

ST I (CV%) | e 3P A [ ]
Conon: I W MLAE AL EE | AUC- 9401 336515 24 IR7 ) ETOP S — IRe ] th i T i i

s - B0 11 I HEE AR EE TR |t Y 25500




AUCO*ZALh Cmax
FHHE L oDHEE E LD HEEfE
[90% 15 #E X [#]] [90%{E #E X [l ]
BRI/ B 0.91 0.92
(% : Child-Pugh4y J8A) [0.60;1.40] [0.60;1.40]
FRAERE /IR 0.87 0.85
(TP %% % : Child-Pugh4y¥#B) [0.57;1.31] [0.55;1.30]
Y/ ER 0.90 0.88
(&% : Child-Pugh4y¥EC) [0.61;1.32] [0.61;1.28]

SEBIEL : I 2201 BREE1145], WP L1201, EEETH
T FEOHETE B K UR90%E R I, £Filn . MBI B A B CHHEE L 7=,

Q) =EE
2B R IF FB A 2431651 (OB B AR AB3141) 25t G & U7 RHE R SR B REMAT OFE . 65m% AT 12535655k LA ~T55%
Kt o OVT5iE LA LD B F AR RED LB AR 2~ 7 L F R FE O b E90% (5 #8 X [#130.95[0.89;1.01] % 1*1.02[0.90;1.17]
LHEESIT,

11. Z0fth
Ky E/ER
ARNOGERBGZLD, Ve TIN ONT 7V ARy VEF | DR (2 F = V= AT O — L R UL
IV ARL)  TrEIR, BANZEZF D AUC KT Cha ~OERIRINRE 70 D BN I A BN o T, RFNO P
B, LAFaX T OHER G52 0% 02 (NRERME THIIE) 0 AUC OB RAHLIL (33%) 53, Cou ~OFEITHD
Nigho7=,

BE DB R I AADG - 42, 49, 49

BAH FAE R 3E o N AUC* tt °[90%{5 %8 X [#] Crax EE °[90%/5HE X 1] ]
V)77 (20mg) 46 1.07 [0.99; 1.15] 0.96 [0.88; 1.06]
S-UN77) (25mg) 46 1.08 [1.04; 1.12] 0.88 [0.83; 0.94]
R-UA77)v (25mg) 46 1.11 [1.06; 1.15] 0.91 [0.86; 0.96]
ARV (850mg) 31 1.32 [1.23; 1.43] 0.98 [0.90; 1.06]
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VERSREL TR B, c. AUC VS /7L SO T7U R-UNLTFV A% 7abvIRFOaARZAZF v AUC g AR
AUCggp: TF =)V EANT VA — )V ROV R VP AR b R—=AT A THIIELTZ AUCo g LR TFRF T, d L ARFEF VTR — 2T A
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(32 #) 3mg Ff Tmg & 14mg
(36 151) (32 f51)) (35 fi)
o g o | 65.6(21) 55.6(20) 37.5(12) 48.6(17)
N R [314] [279] [313]
7 ) 3.1 2.8(1) 0(0) 2.9(1)
BRI (3] (3] 0] [4]
R/ WL HEME | 37.5(12) 33.3(12) 18.8(6) 22.9(8)
Tife 2 A5 i © [58] [127] [79] [87]
R T BEE | 9.4(3) 11.1(4) 0(0) 11.4(4)
file E A R IEE 90 | [9] [54] [0] [18]
FELEE GEFIED) . T X COMRMBEL 1:100 A FH7-0DIEBH5

[ ]

a)2013 4E 0 K [EBE R 222 DR MUBE 43T 30T 5 RIS (55 =5 1 C K DME (B OFEER, 7V h = O 5 UTE OMOLE) 25 B R ) | i
AR S (K MR IR 235580 B, DD MHEEAS 70mg/dL LLF O%4) . MUE BRI R MR IZEEO DI, UFEES 70mg/dL LA F
A MUFEEDIHERE T XAV E B IIE (R MUBEREIR 2SR HALD A3 MBI E S TRV E) | AHREROZR MBI I KD AR UBEAE (B 12 k0
I ORER 2SR AL, AR MAEAE D3RO BB LR 3578, ML 7T0me/dL BBOEE)

b)Y =BT DAE (B DI, 7V T D 5 T OO ALE ) A3 B/ AR b

O E KR MHE, UL MAFAER O T B S A2 56me/dL RO A

DR U ILEE - /17 0 I 1 432 57711 5 IR 59 43 ECTICHEBLL 7 AR g

11.1.2 2tERE# (0.1%)

W& L2 LEY BRI 2 LD TR 28 . R 2SR b= A2, AFIOB 52 IEL, O EZITIZ L, F7-.
REDWSNTHEIF, BEGITDRVWIE, [8.6, 8.7, 9.1.1 B ]

(fiF)

H A ADSSINUT- B R 3R (4233% 42229 42249 42807, 42818 K TN 428293 E0) 12BN T, H AR ABEBRE D DAFNZ
BEE L7 SR DA 1TV, B AR AL OWERE OGN DL, F7-, oD GLP-1 Z B E/E#ERIC BT
HENHDLZENLRELT,

11.1.3 BB, BEX. 1Bt S5 2#HEE (OTILHEEREH)
[8.10 ]

(fiFz)

8.10 DfiFFAE SO,

11.1.4 A4 LR BHERH)

W ZEE G LAV AR T BTN DD, mEOMER, BRI, Frist 3 DI/ | IR 5% O RSB0 oI55
3G 2P IEL  GESIZRLEEITOZL, [9.1.5 2]

(figwt)

ARFNE DR RBIROE E TERWENEFIDEBRSNIZ2L, SRS DML 25959 GLP-1 Z B IRMEB RO WL & #
BHHIER AL T ZOFBUF 5L TODATREMED DD LB Z BN ZLinh, FRTETH 30 B SR B4 555
[ 3L R AR R B AN R D ERRE LT,
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(2) ZD D EI1ER

1.2 ZoitDEIER

5%L4 1~ 5% 0.5~ 1%t 158 AR
Gt T gg}ﬁ(%%\ U A R
R O e 2 [ BABE
R b g%b'ré&)iux W 2
AR e 2 B R I A s
i DR
L, T EAL, M-, JEEA | #5, B4R, B HPEH R

Pk, BE . THL R
H ke B, EEEE, 1B

AT NI = BB LN e

P
JIFNRIE R P RRAE
EHREELOES W7 M 5E
EIRAINS

Vo —B N RERA ., 7L 7 F
e PR R AT 2 VIRATRE T — PN,

TITZ—E

TE 1 DO BRI DN 5 8 I TI LB E OIRREA 0 (T8I L . BE RO LN B I T#E LB A T,
1 2: T D ERR AL O LI B LR I3FEO Do T,

()
BIVEF R BUBER X, B ARADSIMUT B R BT (42337, 42225, 42249 42807, 4281% K O 428293 8R) (C S &%
ELTE(RR—USM), BEEARH | EL-FRT, CCDSHIRIMINTWVDD, AR ANBEZE CHRARBR CIIHmEsn
TR, HOWITR BB D 0.5% KD HG THD,
* CCDS (Company Core Data Sheet : {23 H k47 — &L —h) 1 K EORM SCEEER T HBRICEAELL TN
LB SCETHD, AP OREMEE WAL, FHIL . SR OBEHRA T MRINDIINCHERLGTIND,

H ke
BB EIL GLP-1 Z A BEBIRIZHILBL TROLNDLEG THD, AAITHEH N HRBRICIBOT, AFEGHTH
BRI E IR E O R BN A8 2580 SN ERL H0 | FRB G IR E 572 BB E IOV TIAA
14mg B GHHIL LR H T AHEIANRDHNTVD, Tz, 42818 HBRICE W CIRBEECTHAHY T 7V FREE(0.9mg) LH
1 U CARHIRE T IBREE O HEIS NE< 2D ANIFRD DN T2b DD | 42249 FRERICB WIS BEETHDI TS
JLFREE(1.8mg) EELERL TARK 14mg BECIE B IBREEOREESITEmWIER TH o=,
F B OMWHEIEIZ OV T, 37905V 3 BRTIE, BUHI A 10, 20 KUY 40mg FETIEL 1 H 5mg 25, BHI A 2.5 L 5mg FETIX 1
H 2.5mg NHZENE N GA2BIMEL, 4 AL, F72, BEI A 40mg (22T, 3 >0 F Bl vk (FEYE 4 A8
21 [EITEEY . FRAR 8 I 1 mITY, 2ok : 2 WENC 1 BITE) SRS vz, Wi H &g I CH IR 2RI LR kR
ThoTlohy, BRI EAT S TR Tl BRI A AT S 7o B L L CTHBEEORBEI G0 @I Enb,
AFIOF M FHFRERIZIBWTIE 4 BEICH &2 32 7B SRIN LT,

U A (FINFNOFRIE K O D& A7 813 a5 ) &[5 UL
BRI
GLP-1 SZ R RNEEN SR L D AR RIS & B il AR IR 0D BE A b M ONIEIC K DTN, BRI E 19D D
HhH 5% 49 (8.10 DIEHAEBEOZL)
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B A ABEERE S S INUT BB | Ol S g fE R — 52

,J:‘%,
TAAEGIEL EIERRBERE | BIVEFAZERESR (%) BIYER DRI A5
3290 131 1166 i 35.4% 2573 i )
MedDRA: Version20.1

B BIRSH BI% (%) 3% B BIRSH Bk (%) 5%
EAGE FEAFE

B ks 837(25.4) 1627 ik 2(<0.1) 3
D 355(10.8) 438 w27V RIAE 1(<0.1) 1
T 204 (6.2) 265 e I 1(<0.1) 1
{5 FL 143(4.3) 151 HE i 1(<0.1) 1
- 142 (4.3) 203 I B R U 1(<0.1) 1
A R 79(2.4) 89 R AR A 167(5.1) 217
JE i 63(1.9) 67 VX —-P I 56 (1.7) 67
HIEARR 61(1.9) 68 IRERED 29(0.9) 29
AR 57(1.7) 66 ML 7L T T LR ARE - — PN 18(0.5) 19
AT 54(1.6) 55 735 —EHINN 17(0.5) 18
A E R R 49(1.5) 51 JEERE SR 11(0.3) 12
530 25(0.8) 29 TI=2TINTU AT 25— P HIN 10(0.3) 10
% 21(0.6) 22 i H 7R s 7(0.2) 8
B 17(0.5) 20 T ARG UERT I VT AT 2T — B 6(0.2) 6
M N R 9(0.3) 9 m
B PEE R 8(0.2) 8 M H AL b= 0 6(0.2) 6
B AR 7(0.2) 7 ~ES ae U 5(0.2) 5
HLHE 6(0.2) 6 M ZLT7F =N 4(0.1) 5
HEER% 5(0.2) 5 LEX QT IER 4(0.1) 4
A 5(0.2) 5 iR B 3(<0.1) 3
RPEER 4(0.1) 4 SRERIAIEE B 3(<0.1) 4
B A 3(<0.1) 3 C— UG BN 2(<0.1) 2
Wi E %k 3(<0.1) 3 NTESREMTT S 2(<0.1) 2
B 3(<0.1) 3 AFESRERA I - - 2(<0.1) 2
LyF T 2(<0.1) 7 y =T NEIVITL AT =T —BHI 1(<0.1) 1
HAR)—7 2(<0.1) 2 AR ARSI A 1(<0.1) 1
FREEBIE 2(<0.1) 2 i/ N 1(<0.1) 1
A N TR 2(<0.1) 2 .5 AU BN 1(<0.1) 1
PR 2(<0.1) 3 ML AL M 1(<0.1) 1
ElEr2i) 2(<0.1) 2 i b= B 1(<0.1) 1
D ERAS PR 2(<0.1) 2 ML 7 F =0 g 1(<0.1) 1
HEE RIS N 2(<0.1) 2 ey e HN 1(<0.1) 1
i~ =7 2(<0.1) 2 i HP SR RN 1(<0.1) 1
T P 2(<0.1) 2 TR R BRI 1(<0.1) 1
~nl)— - UAREGERE 1(<0.1) 1 LERER 1(<0.1) 1
b 1(<0.1) 1 B RE R 1(<0.1) 1
BB O RAE 1(<0.1) 1 HITSZ R B B G n 1(<0.1) 1
1 E R 1(<0.1) 1 IREH N 1(<0.1) 1
5 M HH i 1(<0.1) 1 SR i B 1(<0.1) 1
S 1(<0.1) 1 AR R 99(3.0) 121
O OFERETE 1(<0.1) 1 SR 39(1.2) 48
OPER R A4S 1(<0.1) 1 FEED EN 26(0.8) 29
FUS R 1(<0.1) 1 BRGE S 19(0.6) 20
BlaPS 1(<0.1) 1 SRR 3(<0.1) 3
A 1(<0.1) 1 fBTHR 3(<0.1) 3
o P ENR 1(<0.1) 1 [ESI IR N AEES 2(<0.1) 2
+ _fEHARY—7 1(<0.1) 1 IR 2(<0.1) 2
+ %k 1(<0.1) 1 IR 2(<0.1) 3
+ RGBT 1(<0.1) 1 A A=V N 1(<0.1) 1
A 1(<0.1) 2 AOlRkEE 1(<0.1) 1
B A 1(<0.1) 1 i M AR 2 1(<0.1) 1
M HH M - 1(<0.1) 1 FHBE AR AR R 1(<0.1) 1
2O AE 1(<0.1) 1 BEIRTE 1(<0.1) 1
[E=x=IpE] 1(<0.1) 1 B iR 1(<0.1) 1
RELEAL DA 1(<0.1) 1 SR A PR 1(<0.1) 1
WA 250 1(<0.1) 1 b 1(<0.1) 1
4 Bk 1(<0.1) 1 A 1(<0.1) 1

B RO E 176(5.3) 188 K= —m A — 1(<0.1) 1
AARIOER 147 (4.5) 151 USTRGES 1(<0.1) 1
BEIRIE 8(0.2) 8 — - AHEERIOE S ORE 81(2.5) 85
) S—PIiE 6(0.2) 6 i 26(0.8) 26
A5 4(0.1) 4 I IE 18(0.5) 18
E AU A LfE 3(<0.1) 3 R 11(0.3) 11
eI SE 3(<0.1) 3 R 5(0.2) 5
ey 2(<0.1) 2 230 4(0.1) 5
w737 —RifE 2(<0.1) 2 a5 3(<0.1) 3
ZINE 2(<0.1) 2 FAYPE I 3(<0.1) 3
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FHE BRI B3 (%) 3% FERIRSE B3k (%) 3%
HEAGE FEAE
H 8 2(<0.1) 2 BASTIEAE 1(<0.1) 1
AR NERR 2(<0.1) 2 BHET)T =T A 1(<0.1) 1
AL TN T FREIR R 1(<0.1) 1 I R 1(<0.1) 1
PR 1(<0.1) 1 BBIURKES 18(0.5) 20
s A PRk 1(<0.1) 1 AMEEREE 5(0.2) 5
T 1(<0.1) 1 T RE b 3(<0.1) 3
SR SR 1(<0.1) 1 BREAE 2(<0.1) 2
(AT, 1(<0.1) 1 SR P 2(<0.1) 2
FE DM e 1(<0.1) 1 PR 2(<0.1) 2
AE 1(<0.1) 1 SR 2(<0.1) 2
PR 1(<0.1) 1 Jiizg 1(<0.1) 1
TN 1(<0.1) 1 SRANE PR 2 1(<0.1) 1
AR 61(1.9) 64 SRS 1(<0.1) 1
BE IR eI 44(1.3) 45 R IEBIR 1(<0.1) 1
BB 3(<0.1) 3 IR e 33 L OMHE b i 16(0.5) 19
AN 3(<0.1) 3 S0 R 4(0.1) 4
T 2(<0.1) 2 Lxo<b 3(<0.1) 3
TEBEF AL 1(<0.1) 1 T UL — IR SRR 1(<0.1) 1
MR #7482 1(<0.1) 1 kIR 3 UK 1(<0.1) 1
AR H 1. 1(<0.1) 1 ALK 1(<0.1) 1
A9 1(<0.1) 1 1 JPEnH gER 1(<0.1) 2
AR i ¢ 1(<0.1) 1 P I 1(<0.1) 2
Blingi7) 1(<0.1) 1 F&RiEY oM 1(<0.1) 1
Bl IRk 1(<0.1) 1 BaHEnk 1(<0.1) 1
BEIR I PRI A 1(<0.1) 1 5P 1(<0.1) 1
bl = 1(<0.1) 1 3i 1(<0.1) 1
AEREEEH i 1(<0.1) 1 i 5L 1(<0.1) 1
MRS I 1(<0.1) 1 DR 15(0.5) 15
45(1.4) 55 HR 5(0.2) 5
10(0.3) 11 fihE 2(<0.1) 2
7(0.2) 7 NLERE 2(<0.1) 2
6(0.2) 7 Ho I PELARE 1(<0.1) 1
3(<0.1) 3 AR 1(<0.1) 1
L RGE R 3(<0.1) 3 LA 1(<0.1) 1
TAVAME E IR 2(<0.1) 2 HERETayy 1(<0.1) 1
EEEDS 2(<0.1) 3 TRAPEAENR 1(<0.1) 1
REXR 2(<0.1) 2 TAMEAR R R 1(<0.1) 1
A e~ L~ 2 2(<0.1) 2 1 A P 14(0.4) 14
EERES 2(<0.1) 2 e I 7(0.2) 7
i o 2(<0.1) 2 E SRR M E 2(<0.1) 2
AT T 1(<0.1) 1 1 if £ 2(<0.1) 2
gy —HER 1(<0.1) 1 1FTH 1(<0.1) 1
SR 1(<0.1) 1 ifn i 1(<0.1) 1
ok JE 2% 1(<0.1) 1 FABINR fLARIE 1(<0.1) 1
ST 1 e 1(<0.1) 1 BE, hEBLOE A DHE 14(0.4) 18
LB 1(<0.1) 1 it G- 5(0.2) 5
T 1(<0.1) 1 s SIS 3(<0.1) 4
Fill Bl g% 1(<0.1) 1 RIS B - 2(<0.1) 2
Rk 1(<0.1) 2 s 2(<0.1) 3
JE R 1(<0.1) 1 MR 1(<0.1) 1
FERG R L O T A RkRE 26(0.8) 28 e Sial 1(<0.1) 1
ZOFENE 4(0.1) 4 [Ea; 1(<0.1) 1
ZITHE 4(0.1) 4 BEIELS 1(<0.1) 1
w5 3(<0.1) 3 JHF A R i 12(0.4) 16
% 3(<0.1) 3 B SE 5(0.2) 6
B 3(<0.1) 3 ATEgRE L H 2(<0.1) 2
ki 2(<0.1) 2 %% 1(<0.1) 1
BTG 1(<0.1) 1 ATFHE R 1(<0.1) 1
HLAE 1(<0.1) 1 JTBEE 1(<0.1) 1
FIRE 1(<0.1) 1 5 1(<0.1) 1
1f A Y e 1(<0.1) 1 EE 1(<0.1) 1
BEAEREME 1(<0.1) 1 SEIREER 1(<0.1) 1
WiESE 1(<0.1) 1 RERARFE 1(<0.1) 1
LS 1(<0.1) 1 JHFE ¢ 1(<0.1) 1
B JEE 1(<0.1) 1 MR LN REE 12(0.4) 13
FEEIR 2 1(<0.1) 1 i/ MR E 3(<0.1) 4
N Rt SN ON ey b A s 23(0.7) 29 HERIEINSE 2(<0.1) 2
i 7(0.2) 7 1 i BRI E 2(<0.1) 2
VU e 5(0.2) 5 Vo SHIE 1(<0.1) 1
7 PI 9 4(0.1) 5 T HE SR ER B NS 1(<0.1) 1
] 4(0.1) 4 i BRI E 1(<0.1) 1
Nk 2(<0.1) 5 kR Z MR I 1(<0.1) 1
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FHE BRI B3 (%) 3% FERIRSE B3k (%) 3%
HAE FEAE
JIHE 1(<0.1) 1 HLEREE 1(<0.1) 1
Ao i 11(0.3) 12 ELERITSZ IR KSE 1(<0.1) 1
Bk —jak 4(0.1) 4 JEOBHA 1(<0.1) 1
IR 2(<0.1) 2 T 53 1(<0.1) 1
oSGy 2(<0.1) 2 B BB X OGE AR OF Y (FEi 5(0.2) 5
BEng 1(<0.1) 1 BLORI—T%ET)
b 1(<0.1) 1 g R AED 2(<0.1) 2
AR 1(<0.1) 1 T B 1(<0.1) 1
MR 1(<0.1) 1 T e 1(<0.1) 1
HBloukighs 9(0.3) 11 FLIERR R 1(<0.1) 1
[ElfEED F 6(0.2) 6 NG WAl 2(<0.1) 2
Hg 2(<0.1) 2 A R AR S 1(<0.1) 1
A=T—LJF 1(<0.1) 1 PR e 1(<0.1) 1
BEEMEEIK T 1(<0.1) 1 Sy RbEE 2(<0.1) 2
VLR EERE A 1(<0.1) 1 PR —T A 1(<0.1) 1
AR BLOALEREE 9(0.3) 10 FEHiE T L LR — 1(<0.1) 1
PEARA 3(<0.1) 3 BB LR LE 1(<0.1) 1
2D 1(<0.1) 1 S A DR 1(<0.1) 1
RINZIRZE 1(<0.1) 1 JeRVE, FhEMEB L O RS 1(<0.1) 1
LB NE 1(<0.1) 1 2a Al EifiR e 1(<0.1) 1
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—HARA-

BRI BERSRBAESIE | BIERRERGERE %) R{ERADEBRER

955 1§l 378 41 39.6% 688 ¥ MedDRA: Version20.1

BRENKSE %% (%) & BRENKXSE BI%% (%) L3¢
HEEXE EXIF

Bk 286(29.9) 453 RAY VLIS 2(0.2) 2
fHEFR 87(9.1) 90 SR 1(0.1) 1
L 81(8.5) 88 SRS 1(0.1) 1
JE AR Rk 48(5.0) 54 M IE 1(0.1) 1
T 43(4.5) 51 PR 16(1.7) 17
N - 32(3.4) 47 TRTE S 7(0.7) 7
HEER RS 23(2.4) 23 SR 3(0.3) 4
o] 18(1.9) 18 TFENED F 2(0.2) 2
RS BU Nk 35 16(1.7) 17 IR—=F =K 1(0.1) 1
HIEARR 10(1.0) 10 TGS SRR 1(0.1) 1
EPS 7(0.7) 8 Jo L A 2 1(0.1) 1
[ 6(0.6) 6 FEBIAARAR P 1(0.1) 1
1B PEE R 6(0.6) 6 LB 8(0.8) 8
B E 4(0.4) 4 HENR 2(0.2) 2
H IhEE 4(0.4) 4 o Ry T 1(0.1) 1
A 4(0.4) 4 L ANEN 1(0.1) 1
B 3(0.3) 3 FERETayy 1(0.1) 1
HR)—7 2(0.2) 2 hiE 1(0.1) 1
53] 2(0.2) 2 TSR 1(0.1) 1
BEGE[EHoE 2(0.2) 2 AL ERLE 1(0.1) 1
B 1(0.1) 1 J R B L O TRk 5(0.5) 5
~al— -UAAEGER 1(0.1) 1 iy 2(0.2) 2
MRS Ak 1(0.1) 1 ZERRS 2(0.2) 2
A% 1(0.1) 1 EOFEIE 1(0.1) 1
M Pz 1(0.1) 1 JEYE S L O A IUE 4(0.4) 4
s 1(0.1) 1 ElES 2(0.2) 2
PR 1(0.1) 2 A e~ L2 1(0.1) 1
+ _fEBARY—7 1(0.1) 1 T JE 2% 1(0.1) 1
AIBEE 1(0.1) 2 JHERESE R P 4(0.4) 6
AR 1(0.1) 1 REASE 3(0.3) 4
B A 1(0.1) 1 B HE 2L 2(0.2) 2
FREMEA LT R 1(0.1) 1 ERBI O ERkEE 3(0.3) 3

Rt L OsRERE 56(5.9) 58 AR 1(0.1) 1
ARk 53(5.5) 54 VY i 1(0.1) 1
A i 2(0.2) 2 A 1(0.1) 1
w737 —PIE 1(0.1) 1 MEB L SRS 3(0.3) 3
&l —EIfSE 1(0.1) 1 A A EREE INAE 1(0.1) 1

figh A A A 49(5.1) 59 BRRZ MR 1(0.1) 1
REHA 16(1.7) 16 Jie e 1(0.1) 1
U s—EHIN 9(0.9) 12 if A2 i 3(0.3) 3
T T INT AT 25— B HIN 7(0.7) 7 T I E 3(0.3) 3
77— 5(0.5) 5 BE, PFHEBIULEADHE 3(0.3) 3
TARGXUET I NT A7 2T —BHN 4(0.4) 4 B S 1(0.1) 1
DEN QT IERE 3(0.3) 3 AR 5 1(0.1) 1
i 7 R g 2(0.2) 2 fs Sinpy 1(0.1) 1
C—USHERR Fn 1(0.1) 1 BRLORKESE 3(0.3) 4
y — I NEIVNTG AT 25— P 1(0.1) 1 iR 1(0.1) 1
NTBEREMR AT L5 1(0.1) 1 AR 1(0.1) 1
JFRERE M A E -5 1(0.1) 1 SR A 1(0.1) 1
s b= BN 1(0.1) 1 HEIR K5 1(0.1) 1
M 7L 7 F o R AR F— BRI 1(0.1) 1 AR BLONLERESE 3(0.3) 4
i R S N 1(0.1) 1 [ 2 SFENE 1(0.1) 1
HiISZARFE S EUR N 1(0.1) 1 B SZARSE 1(0.1) 1
FR i B 1(0.1) 1 EAERTSZRIE KSE 1(0.1) 1
JRE RS 3 19 0 1(0.1) 1 BOBA 1(0.1) 1

RS 29(3.0) 31 Btk MR K OREMASBA O A= (Fha s X 3(0.3) 3
PR IR A IETE 23(2.4) 23 DRV —FZETe)
MM 2(0.2) 2 B IR 1(0.1) 1
preited 1(0.1) 1 FLIFAR HOR S 1(0.1) 1
AR H i 1(0.1) 1 [ D BT A2 1(0.1) 1
B PR IR MBI 1(0.1) 1 HBLUskpgEsE 2(0.2) 2
HE R G 1(0.1) 1 A=T—LF 1(0.1) 1
AENEE HH 1. 1(0.1) 1 [FlfEPED F 1(0.1) 1
HERAS S 1(0.1) 1 IR0k SR . DT K OMERR S 1(0.1) 1

— % B EERLONE GIALOIREE 17(1.8) 18 Lxo<b 1(0.1) 1
1B R 7(0.7) 7 Rt 1(0.1) 1
i 4(0.4) 4 AR 1(0.1) 1
H 8 2(0.2) 2 N5 WAk 1(0.1) 1
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#RENKXSR 135 (%) “H HENKDE 51 (%) “H
ERE EXE
oS R SR 1(0.1) 1 P AR —L A 1(0.1) L
o s R IEE 1(0.1) 1

) FAGREFECOE [ AREGIR R BRGRBR T B 42339, 42229 42249 42807 % 18 428293 8R) | &5 11/111 #AER IR S BRGRERE B
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10. B=kE

1

1.

BRESI TR,

BRLEOEE

14. ERAEDZEE

14.1 EFXMFEOEE

14.1.1 PTP @250 3EAT PTP o —MpbEO LU CIRAT2I0488 4528, PTP I —hORREKIZEY B SLA TR
EREEA~FIAL, FICIXFE A B TR SO BERSIHERZ I 7220305,

(fi0)

PTP & — kit ﬁk 2D, SAENEERIEA~HAL, FIZIXRAEEIL TR R SO RERASHEL IR T80
ESNTND, BBIER LT 5728, Rk 8 45 3 A 27 H A B 3KGEIEH 240 5 TPTP OREMK HIZ W T K OVNERE 8
4 H 18 HfF EI HIHIE I 304 5 [PTP OREHTHRIT DWW T (ET) NIZHERLL TR E L=,

14.1.2 AFNZRIRMEDGR =60, IR ERTICPTPY — b BV H L TR 2X5F6E 5524,
14.1.3 ARFNIRIEMED RS, PTPL —RFCEHIEL TWA729  JFAIEL TIv v B A OG AT TUIVEES /o2&, T2 15
FTOWEET 5 121E, PTPY —FDOR 7y MR AR L 72002528,

(fi#70)

AANTWABIERRNATH D,

IRAERIC PTP & —I DB L5, RIS 5L,

PTP 845y — NI TR &2 MR L TEY, I3 B U OGFT COIVBEL /=356 0, "AIOFZHIMEZEL TONKOME
DR DU TIIHERR T%ﬂ\f;u\

V. WANRIT2HE 10. Fas- 03 (DFEBDLERRR -0, MR e R eR - I BT H1ER ) 0TS R,

12. ZOMOEE

(W EERERIZE D 1ER
BRESN TV,

(2) R REAERICE D 1R

15.2 JERGRRERER(ICE D C 1H#R

15.2.1 RHREUS Y FERWLEEITILF RONARERER

BT BRERE~I N FRERAWEZT MO R~ 2928155 2 B AFMERBRICE W C R A RICH Y 3530 F
[B12 F B (e K Eg AR A T AUC HRERICB W Ty CIEE R FIRRM O/ HH T& 9, ~T7 A TR 2.8 %) T, HIRR
C AMIEZS O F M E O MM D LNT=EDHENH D,

FOIR R BERRE OBEE 0o 5 BB K O FDIR IRBERRE UL 2 N D WIEIEE 2 BLOFIREE D &2 BE kT 5, AF D

FERMEIIRHENLL TR, [8.9 Z2AR]

(fias)

KT ERE~I A FREHNET YR O~ ATH1T 5 2 RIS AR MERER (IO T, R B OREE 8IS 15
B 58T, FURAR C TR 23 58D BTN D, AREIOFE GIZBTEL7ZZ OO FEBSTFRD HAL TN,

IR VT A AT HCERE LT AN =K LG B K O Tl SCRRSY: 090 60). 601 ) < 2Ty MaBW TR TR At~
FREEGHICHEFRSNT C MIESHIIEBEHEMEICLAEITHY, v VAR OTY NCIIFITESZ R m O, LR DY
ERTIUESZMESEV C Ml GLP-1 Z B EN LIZ A=A LR NTHZEMNRINTND,

ERERBASE 7 17T A B\ TR RS O ws :ti,cu\ F7-. RS REE O~ —H —D— > ThHMIEI L =y
BEOE=Z) 7T —HINEHENTORFEIE~DEEITFRD LI TR, LALLM E, FURIRERSE OB Db 5 BE
o ONRAR BRBEREE ST 2 FE M N 4 AR 2 9*”@%ﬁ@‘@&)é%%‘lﬂxﬁw)Eﬁﬂ?ﬁiﬁiﬁb%[&%ﬂéﬂfﬁD\ AHND2E 4
PEIIHESLL TR,
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15.2.2 Y )L AT OH— kF kU LDIEREKREE

AHNTE CTHAEE - WINEND, WU T EERIZR 1 O BRI R ESND, BT ad—h N Y MZEDF/ATTOpH #EfE
TERICED, B~ 2 L F RO RER D IR TN TELX,

<A Ty OV BT D ER 5 ERBRICB W T I KRR TOC, . GEREAT) 0276 E2 B2 B4 %
HUT5E10, IR, ek S EE R, E B IEEINEOR T, EREEOR T, KK OK FEO—BIkiEZE L X
ITFE RO TND),

BILT T A T a Y — N A UIE O i ~DOBAT AR S TNBY,

TN TN DT aY —rF N LAORREGEEIEAFRD SHL, I8 AR CE T 2RSS TWEY, Ty MaRIT A4
FEAEFRIERBRDIL, FAE VORI DB IR BT RN | [9.5, 9.65 ]

(i)
1)  SNAC |Z&DtE~Z VF RO EEEH
P RE 2RI IV B CORIN A L E LA RICAK 2 B NS 1 BRI~/ VT ROSHBRENED LI, T O
R B VIR PSSR A XERIRREE Thho Tz, Fiz, FEHIPIRE SR A XA F W23 BRIC IV Tl IR G LR OO FEIR) 12
5B IRERAR (B DD OFEHR) O AUCqs0mn DI 1.94 THT2Z ML ARNTHE THRINENDEE X HND, X%
WZRREHZ BT, I SEAIZR 1 O N EIC R E S TERY, -~ T RO e ta OGN EER JE PR O k5 iE
IR ESN CODZENFERSNZEND, B~ VFRORIIZIE SNAC EOBEULAKHETHD, Bellle N F iR
AR EEINUTARFHIIBNT, pH XEEENDHEICZE(LL, #7025 pH S FIZB W TRT v b/ VT REMIGE
FIRFHZEBN T, PSS F T~ AT ROSIREARD HNIRD 2T EME, SNAC ITAEEE A Z RS SE41E
FHD pH ZmHHZET, AR pH TIEMAL T BBER ICL DAL E~ I N F RERET HEE X BN TS, SNAC ITX
58~ F ROWNUEENERIZ— DD [ ) CTH 5, WD AT =X LU TR L D2 EARINTE
0 EE A RENE T L s, B~ A F RO H ERAZ RO T/ ~— L2 T 52 ERHERS TN 520,

2)  SNAC DM

<A, Ty N OV E W SNAC O EF 5B E Eha L7/ 3L, 200me/keg/ B LA EOHEIZRB VT, #5144
IR LINIC A He— R RE A b (RBHR, B pl | SEBNICHH, M L8 IREEOIK T, FERORE T, KO
TE) AL EDRAELTZ, —HEOAD =X LGB OFE R D, B CRRO LI —BREEZ L K UBE T IL, b= R T
DBAARERICBIDE AR T L EEZ N U CHIREEABLES N2 LI5S 2 H O 3L — R Z NFINE
E 2D, ZHOFT RLEFE G IS DI EF SNAC R E O @ EIZBEESTRO b, 728, Ty e W T-IEEE
PRI ENRETABR COMGTORER, SNAC O IEAEER I OFLH BT BHERSILTWDDS, AR A TR BR I BV THr
AR DIE KT T DRI TFRD BTV, B T ORD SN - TR B (C oy FEFREAT) 12, NS
300mg/ A @ SNAC Z % G-RFOIRFE R OZNE K 659 £5 (D) 276 £5 (T ) | 1810 fi5 (T H3%) KT 279 5 (/1)
THo7-,

3)  SNAC D455

T Ve )Ty MG RERERK (MC) SNAC & HL[EIRR O£ 5-L, 2O AT IS DWTRETL 72, B reid sk iz I
ST, Mg, TR . B VAR K Ok 7 & DR IR A3 A0 LTz, IR VTR B OVIAAE OH Jic it RENR 2 Bt
(AUC) 1 ZRHED M BE L FIFREECTHY RO MmE, MK O EM O SNAC & OZ OR#EITIZIE LA ETH-
77

4)  SNAC OHH#AT

Stk OMEMEZ > M B (C) SNAC A HLEIRE O 5-U, S BATHEA T L2, SNAC HIROIKSTRE M= H.7
YO IR ST, FtH OBUR AR Bl IR A L0 S m < (FL RHE I AUC B9 5) L SNAC X
Z ORI TEIR NI PSS T,

5) SNAC DI & AfEA

P F T e — N Y A MR AR A ERIZ OV T, BT EE AW CRMIIL 72, SNAC 3eMiLE 8 A &<
AL, TOWMERE 43T 1.6~3.1% T 72, SNAC OEEE: B A NI A E F AR BRI O i R IR TR & (4140 RERD
Cuax: 1,083ng/mL) % K &< _E RIS EEHFH (300~100,000ng/mL) ZARFT L7223, & EfRE A 1T SNAC R IS e
o772, 2 T OB A RER (4079 FRER M 0 4082 3BR) TSNAC Z 1 H 1 | 10 H MR ER G U@ gk Br B s DERE L
To A2 T SEEREATIEIC LY SNAC O MSERE AfEGEFHML 72, $5-5048 10 B B OG- 30 535 (tna) ITHREL
L7- A th o> SNAC EEEE ) 45 O ST L BEITHT 2% Th o7, EMILIET LTI L o 1-feiEkEZ L R L iH1C
AL Fa— g LR RS B REREEL (MC) SNAC IZE MILE R CIZEMILIE T L 7 I 2D BFE S LT,

VI SEEhielcBI2THE 1. MPREOHERE QKRR CReRSIM PIE RSB MR E B D AH|
KAER O H G B OV AT o —rF Mo LD IRYEIRE | DIHS I,
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X. JFEREREERICEY SHE

1.

RIFHER
(1) 3 EAR

(VLGB EE T2 A 2 3B BN (R & B AT DB DTSR

(2) ié'riﬁiigﬁgﬁﬂ))’ 71), 72)

AKENDHE K ToBE~ T NTFROLEMIEIABRIT, BT RGRATHHA ey 7 BT DK

i 22 T, Lo E R~ DR RSB M EAIToTe/ed B I AT R &G0

(ZONWTI, R F e bmE

I

FERLAEDEORT,
SRR B gg B g g
HRRR AR R Irwinj SD&T v T 0. 0.001, 0.022, | 0.001, 0.022mg/kg: /2L
0.095mg/kg 0.095mg/kg: $& 5-1% 2, 41Rf [ 12 5
FHAT (DO FET) | BflED K
WK T @R BEIR B O K
m, SO IHI, EIR K SRR
OOV, 514 24K 72 12 HE
PRAEFE D AN Je OVsz Bk o> F B
HEEE DHMDSBD BT,
(IR SDHT b AN 0. 0.005, 0.021, | #/2L
0.084mg/kg HEFEM:HE:0.084mg/ kg
DL i 71 U | HEK2934088 | in vitro | 7.8 pmol/L L
F ¥ RV HE
5B E AL R | oYL | invitro | #OK8.2 umol/L SOERIR L
RN IE | Ao iy
Bz K
TVAN =& | =490 | KT H41H0.02mg/kg | L
H3H0.08mg/kg | MEE4 A :0.47me/ kg
#5H0.47mg/kg
DX H=IA4HN | KT 0.01, 0.06, DROBR RS 2RI
(ECG) 7l 0.36mg/kg (2 72l
[E]) %, 520 | 0.36mg/keBf : MEIFE T, & 55613
5. HEIZ2[E OB NRTE Y — R a7~
(G2 E M | —BeIik (bigeminy rhythm) 23, Z @
REBRO—ETHl | %S08 I ITER DL T Ty
i) I NRO BV, FH528H TH[F]
BRICRRO LT,
MEFEVE R 0.06mg/ kg GA2[H])
i . O | =249 | &A 0.5, 10mg/kg/ A | 8L
%, ECG 3l %63 M
=, D | =24 Yr | &N 0.5, 20mg/kg/ B | &L
. ECG #EfMm Z 173
e JRH pH, JR | SDRT v BT 0. 0.005, 0.023, | &5 0~8HFfIcatEN>HHE
i, R EAR 0.089mg/kg TeRIRICKIETHERNBDOLN
= 7
RHFRID L BT A K OHEAE
Wi FE 13 4% 555 0 ~ SRR L B8 n
U778, LARE (4% 514 8~ 245 )
VLT,
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Q) Z D DFEEHER™

<HE>
R B f;g B s
SRR ERRE BHK M in vitro | fxK1 pmol/L TN Z R ARG AT
L
68FE S AR in vitro 10 pmol/L MAEERRL
RE KON | B RMEINR | WistarsaTvh | ZT 0.0.3. 1 nmol/kg | FazL —rMaklTIZ, B~ LF
RIS | Ty MCRITHE | (YA R (Fazal = | FEGICIVEAELPN—2T1
BHIEH & EHAEREKL | 1EFazar—Fh Bh DO IR B FE DA B b
OMEE R ox) | k) 0 nmol/kg BODIT, AR EHERT Bl
T 51 (EEHEfRAL) BERETROLN-oT,
Moo 27o— L WEEERR G R &
LALIEfARKRTIE | T F B EM nmol/kght TIA
EiEddsa PR L CH B T L,
ZBIFBE~ | SDRTVE BRI | 0, 120 nmol/kg TR T =K% (ARC) IR W T
TINTFROJHIE RS- v NFREaNA T T R
SUERENEL HE Y (CART) BRtE s
LD FIEIHERS N,
CSTBL%~D | BT 1,2, 3% UMHAB | MiEAEEFIATFAE L7V AR &
A TEZENZ 30, | FASE (BR TEARCIZEH LT
60, 120 J& TN120 | TEH &R, MM O 28, IS T
nmol/kgZ 1 H2[El | #'E . SR EZE) O, ik
5, 48 ™M HMEQFW% EXN PR K O
REZIZB W CHEOED R STz,
GLP-1Z FIE KRB~ AT,
RO KE /7y T eI Sz
molz,
Tt A A7 | in vitro | 100 nmol/L AR ER T 36 0 B & AR B A O E
Ja ) F v ZEh, B v F FIT
(POMC) — 4 POMC/CART #f % % & 1L L |
TRk E X NPY/ 7 7 — F B #E T FR
R g (AgRP) ik &P E T HIENRE
(EGFP) k. OY niz,
::L‘—‘El/\o7o
F K'Y (NPY)
— b b 1b
Renillaf 4. 4%
KH o NTE
(hrGFP) =17
ADD A H L
TR RRER T30
g
BWRTHORK | REFERME | LT 1. 2K U3~18H | REITABRHMEZEE T~ L
D7 aV A a5 i [ IR VD7 BHTZxhZEnh %F‘ﬁi?ﬁ%‘\b:?@w‘u E=3 11BN
AHIEH (C57BL%) 12.2 . 243 K O BB VFREET
36.5 nmol/kg ( H ﬁ/}*f%&{tﬁﬁz)) AT, Fo,
H A EEAE) AL 72 ARC K O 548% (PVN) 12
0 nmol/kg (][R | BIFBMETNH, B~ IVFREET
FREFIC X AR ER | ARCICEITHCART mRNAZEHL &
Hiff) DB L e L CH B IS INL
LA LE18 A & | 7=,
5. REFE R TIX. ARCIZBITS
AgRP & TNPY mRNAZE B & 0395
BERE N N~ VFRREEL L
THEICHEMLEL, oo
mRNAFE IR B AR IR
ST,
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ey

RERTE H EuLyEn e B b it
BEHEIIRTD | MEET X AN 0.1.3.10 HEE1~4 0 B OEERIL, &
fEH nmol/kg <7 NVFREETH BKAFRI D
B [A] % 5. T DFRDHIT=,
1 H H : 10| R¥EEZIKV2HBOEER
nmol/kg. 3H B : | X, B~ NV FREETHEIZED
4.5 nmol/kg. 5H | L. ZDO/ERIZmKNTH ML
HEO6HH:5| 7
nmol/kg
TIFa—h | 7Fu—AMEE) | HEELDLEZR | KT 0.0.97, 2.9, 14.6 | M RBIIRIZ IS 1T D8N R FFEIC
PEBIIRE(L | IREEAEME T — | Ko Tk nmol/kg XT BT T — 7 R T
WCRIETHIE | 7RIS H T2 | ~VA(FEhRa LR 1E7EB | 0.97 nmol/kgbl_EDORETH BT
Jai| 1EH V—frfatl) OEEcR DT, BRI TR A&
1%, B2 /LFK14.6 nmol/kghf T
DOHH B L, MAEH TG
FEDW D H AT,
KENRO B AR T-FE BTN, &
< NFREETIIA AT AR T
KA Z—nr A% -6 (IL-6)
mRNADFEBUL T 23558 57,
WEMETRYR | T 0,0.97, 2.9, 14.6 | M KREIRIZIS 1T DN R IFFEIZ
s A E/ nmol/kg XTHT TR EmMALI, &
A LTH1ENEMK | ~Z/VFF0.97 nmol/kg A L DR
Z(FEhnal— (R R THBEIZHD L, REBR& TRICE
RAGEE) FAKES YL FR0.97

nmol/kgh EDEETHEIZHAL
7o MAEHFTGIRE L, B~/ LT
}0.97 nmol/kgft THEIZIL TFL
77
KEARO B AR T FEBUEHT D, &
~ZNVFREECIXAMERT S | 8
&K ONEEIZE S5 9585 7T
EHBROLNT,
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2. EMHHR

RO~ NTFROFBERBREL T, Ty MO =7 AP EH W ER OG5 EERBRE R LT, 7B, A2y Thd
TNV FRIT, T RERAITHLA By 7O T RO AR FBERIIGHIE 2 Chod, Ot~ 7 Vv F RO AR 573
PERRER | EARTEMERRER . 28 A JEMERRBR My OV Gl S8 A= T BRI X =ML TR, B OB~ 2 L F RO RAEHR 53 BR O fk
HITMA, B~ NVFRE FHREICBIT 3RO B2 T RIord,

(1) BEE 5 H MR
(_717}\ 3/}\) 74), 75), 76), 77)
EhiE P 512 ¢ 55 (mg/kg) K A & (mg/ke)
<A AN 0.1,0.3,0.6, 2.4, 12 12
~UA FEARP 6.9 9
vk KT 0.1,0.3,0.6, 1.2, 7.5 7.5
Zvh FEARP 3.75. 5 5
() REHREHEEHLR
(7,7;(\ 3‘\/]\\ j]:ﬁ/r'ﬁ'/l/) 70),71), 78), 79), 80), 81), 82), 83), 84), 85), 86), 87)
. 5 MR
B gf; m?@%ﬁ) W | (me/ke/B) EARFR
- OF) | [EaARWEEE &
0 HIEAZ N LB R T, iR bR
0.03 A—2DZAL, FFEEORED
Ay 0.09 2 <0.03
0.45 A G FLR IR CHIIE 0038 I AR K OF R % gk e
2.25 T AR OEFE B
~UA IRELVE 2 U7 (R SR B N i) & OB 5 DI
0 D MEAAL R ST A= Z DAL, T ERE DI
B ; 13 <1 /j};&(ﬁﬁﬁvz—/f‘/ﬁé‘\ /NEEHLLME TR R AR
10 FOPRARCRIARAE 2 5, 812 A D PEBR . CHlfimsE
WL MR L b= PR EE DN
0 IRERVE A 20 U7 (R SR B N 3] X OB 5 DI
0.01 D MIRAEAG R T A— 4 K Ve B B DL
A 0.05 2 0.86
0.21
0.86
LI AL ) T A= 2 DI R B M OSpHOD
0 EH ESEEROE, + BB R
. 6.67 DIEK
&EH 33.36 6 66.67 33.36 mg/kg/ B B (R EEEANINH] K OB EE B D
66.67 5%
66.67 mg/kg/ H B AEEIPEDIR T, S2FE, IH
0 PR 2 U7 R SR B N3] & OB & DI
. 0.01 13 0.86 D MRAEAC R ST A2} OVifes ROk
7wk 0.1
0.86
0 PR 2 U7 R S B N 1] & OB & DI
. 0.03 o6 0.6 B IR T B MR AL B T A= Z DI
0.13 [45] b, JRE K OUR B R A8 BE O BA N, g 5
0.6 BOBL, + 4RGTVT—ROIEK
MR & ONIR AEA L F 10 3T A—2 DAL, TR
BN, JRPFRIT AR O LR E D L&
0 figss RO, = BEDOZ
@ 6 o6 20 20} 10'60mg/kg/ H #f : Miﬁi%mﬁn%ll . EERD
' 20 [4.4] OB BEORD ., + 4557 v — o
60 PN
60mg/kg/ H #f : F T B O/ & OFi i 70 (K 8
WD B L7 — IR BE O AT SE T
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o B5 MFEE
A gfﬂ (mjif’ja) W | (me/ke/ B) LA
- GH) | (B R
0 P REFT AL
0.01
0.06 0.75
KT 0.21 2 (GE2[a])
0.75
(3 2[A])
0 IRE D R O E SN, 2 Je QMR
e 5 6 10 ﬁzft?é"]/\"%‘f&@/ﬁft\ PR H AL A B O
10 [10] E;}j:#ﬁﬁ%‘/wfﬂ%@%m%&tﬁﬁﬁ@rﬁﬁi
H
. 0 IEMERZ T LT IR PR E IR I K Ogies I &
¥ 0.01 01 DOEAL
Ay 0.1 13 G é@)
1.0/0.5 1.0/0.5 mg/kghf RMARE LK KB &I EL
(@ 2Mm]) ToBAKIERI D 2R BE AL
0 90 IR/ B OV EH NN, %2 J QMR
g 5 17 [6.4] HALZEH T A—Z DAL, e BB DAL
20
0 HHEIEAZN U R E & S RO | MR
0.01 0.06 & MR AEA LR T A—Z DEAL, R E
BT 0.06 52 (E2[ET) R IR DEAL., s EROZEM L
0.36 [7.7]
(B 2ME) 0.36 mg/kght : DD LM 7 a7 R
() BinEHEHER
(ﬁy}\ in V1'tro) 88), 89), 90), 91), 92)
B ks

B AT DO RATF B RMERR D Salmonella typhimurium K ORFEORN) T N7 7o Bk | ek
PERED Escherichia coli % BT A IR 22978 BB

L THRHRZ 5 AR DB RTF VU BERMERR D Salmonella typhimurium K O2FED R 7’k =3H
77 BERMRRD Escherichia coli % AN IR 225K 28 B BR

B PR R LY > < T T e o T 5 75 3 it
P e TR L) s B A T s o L T AR At
S MO R T R At
(@) B A EHEER
(B2, S} 47 59
B | R e 5 15490 o
(mg/kg/ H)

R IR CHIRE S 234 A BT b,

iy el =N S R S Bl
2 0.0.3. 1.0, 3.0 M FE B 3MET0.1 me/ke/ H (FRPRBR R &

<A Ay BE 0. 01,03 1.0 1048 | Fee U THI2.865) A, £ T0.3 mg/kg/ H
AR (FRRIRER B E L TRIT.7TRZ) R CTH-o
77
FRLIR R C A R 232 F B CRdb BT,
2= B bif VL HE 23
Foh ' 0.0.0025. 0.01.0.025. 0.1 | 104y | eretEALIZ0.0025 me/ke/ H L SE e )

TE BT BRA 0O 728 lifh AR R i 1 LI X R HH ©
) Rl ThH-oT,
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(5) R BIEHBR
(Frb, TH D=y AY ). 5050, 5

e Be5 B b . PN
iy R w8 | (ng/ke/H) 5.1 ol e« v
0.03mg/kg/ A LL LD AET, IR JBRD
W, AEERIE, B/ ERAEK LD
0 it TR BT~ | PSR A TR A R LT
ST O 0.01 TR 1T H BIERE K O IR REIC R A R
Fuh | B F ' e AR ABRIRT~ | 130.09mg/ke/ H (BRRIREERELLEL THY
I YR 0.03 T "
0.09 Wi D i P 1.81%),
(FEHRF20H) 7« B VR A LT ot 3 A MR
0.01mg/kg/ H (EfIRNgEE e THI0.2
%),
HERZ N U= B OBEE 72K E
0 TD R OV PR 15 IR R DN 7 b Ve S
. 0.001 e DA EHENA80.0025mg/kg/ B L1
AV JIA - B R FE A BT 0.0025 IEIREF6~19H O J B CRD BLT
0.0075 HEFEMERT0.001me/ke/ B (HRRIRE &
&L TRI0.050%) o
oo ﬁﬁgifﬁtﬁi??@WEﬁf%
_ o) & G732 DB 730.075me ke (3
o e | gE 0075 | FEIRIROSSOR i ot oo cab A,
3 é - MEFEMEH1T0.015me/kg (3 A 12 1[E]) (F&
) RIET RS TR,
0 0.075mg/kg (3 A Z1[A]) LA R CHEF
I e e e A 0.015 TERZA LI R OB 72 (R E L
H=IA4 | ZebNTHAE 0.075 e K OV IR HRAB SR O AR D DAL,
v | wgouhae | T 0.5 | FHIRABOTAOR | G b ig oo A W HIPE LT,
% DI (BHIZ1 L E130.015me/ke (3 H(Z1E]) (F&
al) RIRE RS LU CTHRIL RS,
(6) BFTHI R M ER
(793, 7 &)%) 99
i P 50 #55 Hli
AN 1.35 mg/mLAUAI% e 5N SOSITRRO BT, IR R 13 % 5 ED
0.06 mL/PC WP HIUZE DL D EE 2 LN EDELBTRO LI
. F RN 1.35 mg/mLAUFA% 7
vIx 0.06 mL./JG
FIRA 1.35 mg/mLAH| %
0.06 mL./JG
S B 10 mg/mLE¢HAI% FAHR SR DSFRO B2\, FTT R G EBAL T DR
0.2 mL/Pt PR~ E D LIEVE SOV T TRD O,

(ﬁy}\\ 7'7:7/]"‘)3}1/) 70), 71), 78), 79)
% N & 5-4% OTEALE BT 2R FTRIEMEOF M4 . SRR M % G- FMERER D — RIS I AFUEHIlL 7223, TILE (xt
T L RFT R DIV Tz,

N #nthoEEkEn
ML
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X. EEMEEICEYTSEE

1

2

3

4

5

6

7

8.

9.

. BHERS
-1 il D BISE UG EER G R E SO S EIZ I T Al
BN Sy S
. ARhEIRE
HhRK VUL A EE3mg : 36%AH
YL A FETmg : 364 H
YL 2 6E 1 4mg : 361 H
. BERETOEE
HRRAF
. BEWEDEE

20. B3RV EDEE
AENTIBPEDNTEL  JEITRLERT=D . PTPY — ORI TIRGET DL,

(fiF70)
AENIIBAED RS VTR ERBIH T D, PTP ¥ — M TR IR L TWAT0 | IRFERTET PTP & —h
IZTERIFDZ L,

. BEMITEM

BEMEELTAN :HY
<TOOLBY:HY
ZOMDBEITEM Y
® UL RGERRA T~
XN {F%& ZOMoo B E kB DIHZ R

- B—HS - EHE

AHENT, ALy 7 Fi2mg GRERH 201843 A 23 H) LRIUA IR Y2 a5 A T A5 SR KRIEIK T Thsb,

. ERESRAR

20174212 H5 H CKH)

RERFTRRBFABRVARES, RMALRHEFAR, RMinFAR
LG RITEARR AR ESIELIE W IE B A
FHH " FHH FHA

YL R E3mg 30200AMX00513000

YU A G Tmg 2020426 4 29 H 30200AMX00514000 20204F11H 18 H 20214E2 /15 H
I T 30200AMX00515000

MEERFHREM. RERVAEZEEMFOFABRUZORE
AL

10. BEERR. BMERAKREABRUVEOAR

1

=194

1. BEEHM
64F (2020456 H 29 H ~20264E6 7 28 H)

12, REHAMGIRICET HF®R

BB
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13. &fEa—F

T 55 17 ST R = —1 - P
I E S R a— (YJ—F) HOTOHDE & AT ha—f
Jr~LH 2 EE3mg 2499014F1021 2499014F1021 199116101 629911601
VAL RO FE Tmg 2499014F2028 2499014F2028 199117801 629911701
JryLH 2A%$E14mg 2499014F3024 2499014F3024 199118501 629911801

14. RIREHLDER

BRI 1T AATRIEESE 1117553 52/ 55 838 PR IR SRR R @ A LU T O BH DV RSN TN,

O ARAFOBEE

W7o T+ ETHIE,
@  ABEOEE L FARPERICB O TIARFIEDPP- AL EANIT T NH CLP- 1 B R 2N Uik FMEREZHAL T
W5, WEIZ DR LIZBEOBRRRBRAUE 372K BOME R VLIRS TR, JESITWAHOT, DPP-4
FRLERI E DN LRI A2 &,
® BRFEOTARTAFEITBITHCLP-1Z FREE IO E T ICEE T 228, oo 0 fuhERE T34 1 5
L TR EBE AR Z B 59 B35 613 AR OR G 08 L BE LW U7 3 A e i = oo 52 L,

60

I RACERE T HIERICB W T, [ARAIOE AL, HONUDHERIFTIREO AR TH LB FIFE E
ENEE T IAT T TR DA 70 A ISR B BT 528, 1 LS TRY, £, AEROHARICEET S
HEEIZBWT, [RANAmgZ % G- DBRZIE, AFN O Tmehe %2888 55 LITBET DL, 1SN THWDLDO T, M
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244 Novo Nordisk Inc FETEAE 20194F
R7e4 RYBELSUS® HIFEHAS ‘Tablets (formulation R1): 3 mg, 7 mg and 14 mg
‘Tablets (formulation R2): 1.5 mg, 4 mg and 9 mg
Zhie 1 INDICATIONS AND USAGE
I35 5 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" is not indicated for use in patients with type 1 diabetes mellitus.
MK | 2 DOSAGE AND ADMINISTRATION
UV | 2.1 Overview of RYBELSUS® Formulations

‘There are two RYBELSUS® formulations (i.e., formulation R1 and formulation R2) with different
recommended dosages. Refer to recommendations on how to switch from one formulation to another
formulation /see Dosage and Administration (2.3, 2.4)].

‘RYBELSUS® (formulation R1) includes strengths 3 mg, 7 mg and 14 mg.

‘RYBELSUS® (formulation R2) includes strengths 1.5 mg, 4 mg and 9 mg.
‘These formulations are not substitutable on a mg per mg basis.
‘Use either RYBELSUS® formulation R1 or formulation R2; do not use both formulations at the same time.
‘Do not take more than one tablet per day.
2.2 Important Administration Instructions
‘Take RYBELSUS® on an empty stomach in the morning with water (up to 4 ounces of water). Do not take
RYBELSUS® with other liquids besides water.
‘After taking RYBELSUS®, wait at least 30 minutes before eating food, drinking beverages or taking other
oral medications /see Clinical Pharmacology (12.3)].
‘Swallow tablets whole. Do not split, crush, or chew.
-If a dose is missed, skip the missed dose and take the next dose the following day.
2.3 Recommended Starting, Escalation and Maintenance Dosage of RYBELSUS® Formulations R1 and R2
RYBELSUS" (formulation R1)
RYBELSUS® (formulation R1) includes the following strengths: 3 mg, 7 mg and 14 mg.

Recommend the following RYBELSUS® (formulation R1) dosage to reduce the risk of gastrointestinal adverse
reactions /see Warnings and Precautions (5.6), Adverse Reactions (6.1)}
-Starting Dosage (Initiation Phase) (Days I to 30): The recommended starting dosage is 3 mg orally once
daily (this dosage is not effective for glycemic control).
-Escalation and Maintenance Dosage (Days 31 and beyond):
‘Days 31 to 60: Increase the dosage to 7 mg orally once daily.
‘On Day 61 or thereafter, if:
‘No additional glycemic control is needed, maintain the dosage at 7 mg orally once daily.
-Additional glycemic control is needed, increase the dosage to 14 mg orally once daily.
RYBELSUS" (formulation R2)
RYBELSUS® (formulation R2) includes the following strengths: 1.5 mg, 4 mg and 9 mg.

Recommend the following RYBELSUS® (formulation R2) dosage to reduce the risk of gastrointestinal adverse
reactions /see Warnings and Precautions (5.6), Adverse Reactions (6.1)}

-Starting Dosage (Initiation Phase) (Days 1 through 30): The recommended starting dosage is 1.5 mg orally
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once daily (this dosage is not effective for glycemic control).
‘Escalation and Maintenance Dosage (Days 31 and beyond):

‘Days 31 to 60: Increase the dosage to 4 mg orally once daily.

‘On Day 61 or thereafter, if:

‘No additional glycemic control is needed maintain the dosage at 4 mg orally once daily.

-Additional glycemic control is needed increase the dosage to 9 mg orally once daily.
2.4 Switching Between RYBELSUS® (Formulations R1 or R2) or from OZEMPIC® to RYBELSUS®
Switching Between RYBELSUS® Formulations

-Do not switch between RYBELSUS® formulations during the initiation phase (Days 1-30) /see Dosage and
Administration (2.3)].

‘After 30 days of RYBELSUS® treatment (after the initiation phase) /see Dosage and Administration (2.3)),
patients may switch between RYBELSUS® formulations (see Table 1).

-When switching between the formulations, initiate the other RYBELSUS® formulation the day after
discontinuing the previous RYBELSUS® formulation.

Table 1. Switching Between Escalation or Maintenance Dosage of RYBELSUS®

Formulations
RYBELSUS® (formulation R1)* RYBELSUS® (formulation R2)*
7 mg orally once daily 4 mg orally once daily
14 mg orally once daily 9 mg orally once daily

*Discontinue this formulation and initiate the alternate formulation the day after

Switching from OZEMPIC® to RYBELSUS® (formulation R1) or RYBELSUS® (formulation R2)

Switching from OZEMPIC® to RYBELSUS® (formulation R1)

‘One week after discontinuing 0.5 mg of subcutaneous OZEMPIC, start 7 mg or 14 mg of RYBELSUS®

(formulation R1) orally once daily.

-Switching recommendations for patients taking OZEMPIC® 0.25 mg, 1 mg or 2 mg subcutaneously once
weekly to RYBELSUS® (formulation R1) are not available.

Switching from OZEMPIC® to RYBELSUS® (formulation R2)

‘One week after discontinuing 0.5 mg of subcutaneous OZEMPIC, start 4 mg or 9 mg of RYBELSUS®
(formulation R2) orally once daily.

-Switching recommendations for patients taking OZEMPIC® 0.25 mg, 1 mg or 2 mg subcutaneously once

weekly to RYBELSUS® (formulation R2) are not available.

2)s

PC(Summary of Product characteristics (RN FLAAEEE) (2025 4E 3 H)
S4 Novo Nordisk A/S T 20204F
R7e4 Rybelsus 1.5 mg tablets A% | Rybelsus 1.5 mg tablets
Rybelsus 4 mg tablets Each tablet contains 1.5 mg semaglutide
Rybelsus 9 mg tablets Rybelsus 4 mg tablets
Rybelsus 25 mg tablets Each tablet contains 4 mg semaglutide
Rybelsus 50 mg tablets Rybelsus 9 mg tablets
Each tablet contains 9 mg semaglutide
Rybelsus 25 mg tablets
Each tablet contains 25 mg semaglutide
Rybelsus 50 mg tablets
Each tablet contains 50 mg semaglutide
ZHHEX | 4.1 Therapeutic indications
[ESTIES Rybelsus is indicated for the treatment of adults with insufficiently controlled type 2 diabetes mellitus to
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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.

kK
[ONER 4

4.2 Posology and method of administration

Posology

The starting dose of semaglutide is 1.5 mg once daily for one month. After one month, the dose should be
increased to a maintenance dose of 4 mg once daily. If needed, the dose can be escalated to the next
higher dose after a minimum of one month on the current dose. The recommended single daily maintenance
doses are 4 mg, 9 mg, 25 mg and 50 mg.

The maximum recommended single daily dose of semaglutide is 50 mg. Rybelsus should always be used as
one tablet per day. Taking more than one tablet a day should not be done to achieve the effect of a higher
dose.

Switching from subcutaneous to oral semaglutide

The effect of switching between oral and subcutaneous semaglutide cannot easily be predicted because
oral semaglutide displays higher pharmacokinetic variability in absorption compared to subcutaneous
semaglutide.

Patients treated with subcutaneous semaglutide 0.5 mg once weekly can be transitioned to oral
semaglutide 4 mg or 9 mg once daily.

Patients treated with subcutaneous semaglutide 1 mg once weekly can be transitioned to oral

semaglutide 9 mg or 25 mg once daily.

Patients treated with subcutaneous semaglutide 2 mg once weekly can be transitioned to oral

semaglutide 25 mg or 50 mg once daily.

Patients can start oral semaglutide (Rybelsus) one week after their last dose of subcutaneous semaglutide.
When semaglutide is used in combination with metformin and/or a sodium—glucose co—transporter—2
inhibitor (SGLT?2i) 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.

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).
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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 after a recommended fasting period of at
least 8 hours (see section 5.2) .

- 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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(20244F12H) 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 to 10% in women with pre—gestational
diabetes with an HbA;. >7 and has been reported to be as high as 20 to 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 to 4% and 15 to 20%, respectively.

Clinical Considerations
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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.

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

A clinical lactation study reported semaglutide concentrations below the lower limit of quantification
in human breast milk. However, salcaprozate sodium (SNAC) and/or its metabolites are present in
human milk. Since the activity of enzymes involved in SNAC clearance may be 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, and because there are alternative formulations of semaglutide that do not
contain SNAC can be used during lactation, advise patients that breastfeeding is not recommended

during treatment with RYBELSUS®.

69




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

Product Women of childbearing potential
characteristics Women of childbearing potential have to use effective contraception during treatment with
(RN B TAESE) | semaglutide.
(20254F3H)
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

No measurable concentrations of semaglutide were found in breast milk of lactating women.
Salcaprozate sodium was present in breast milk and some of its metabolites were excreted in breast
milk at low concentrations. 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.

SPC(Summary of
Product
characteristics (BK
N B AR )
(2025423 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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