*%2024 4 2 AGT (G 3 hR)
#2023 4 2 AGT (56 2 hi)

f7

5B AR, 2~8CITIRAF

BEXEAME 36 » A

%)

| BAEEERNEES | 872499 |
ERnES 23000AMX00443000
BRFERANA 2022 4E 5 A

2 BUMERRIRIAEH HRME GLP-1 SBARIEENE
Y TILF R GEEFHEERR)

I
QPE A

AT I YD ETFiz2mg

0zempic® Subcutaneous Injection 2mg

TERE-EAIE O ZIC LV ET 52 &

2.
2.1
2.

2.3

2

B2 (ROEFIZITHRE LGN L)

AFND Rk UIBUE ORI ERE D & % B

BERRIFVE 7 BT ¥ R— A BERIBVESIE SRS E, | AR
WOBE [ A2 VRIRNC L BRGNP LA L2 HDT
AN E P G _&E TRV, ]

FIERYYE, FINEOBRADES [ v A ) UHANC X 5 b
AR END DT, AANOFG L 220, ]

3.
3.1

3.2

~ =~
> =

®
-

8.2

8.10 AFIF 5P, HARBRBRE DM DA I 2 FfERE L

HARK - MK
HARK
1 & (1.5mL)
Hoksy | B~ZvF R s 5 L) 2.01mg
U EARFETT FY A TR 2. 13mg
Turrr sy a—u 21. Omg
s 7z /=) 8. 25mg
KEEET R U T A 1
s i
AN 2 TG sh 5,
HWHEI DMK
SV PESH
A - R (o~ TR DI T 5,
pH 7.10~7.70
BB (BRI D) 1
MEEX TZHR
2 BURERIA

MEEXETHRICEEYT HFE

AADEH I, & 67> COFERIFIRROEA T H 2 R Apik, EH)
FREZ T INTAT 2729 A TORB A3 0B BIC IR0 BET 5 2
&,

AZERUR=E

EE, AT, BT K GBIE %) & UCH 1 E 0. 5ng
HERFRE LS U TR 2, 727200 1[5 0. 25mg 2>SHBA46 L.
4 VAR L7- %%, 8 1] 0. bmg (CHE R %, 7235, B OREEICG
UCEEHIT 525, ¥ 1[0 0. 5mg % 4 WELLEES L THRIER
AT, W 1E 1 Ong FTHETHZ LN TED,

AZERUVHEICHEET 53R

AFHNKHE | FHEGT 28K CTH Y FA—ERICRG ST 2L,
Wb 2 SNEAE, RIEHR G- £ TOMEA 2 B (8 M) DLk
ThhE, ROVWEREETEBIRE L, TORIZH LN TLHTED
TR 5 2 &, RIS £ TOMRMMN 2 B U8 K R
W CTHIUTEGET, ROH O UDEDTRAICEETHZ &,
B, 1 ERSOEDT-RER 2B R T 50EN D H85ATE. FilRl
Behnn0p< & 2 B (48 ) LIERIRAZZET D Z &,

EELRERNEE

AAHNFIA AV ORBIETII 2V, AR OFLGICEEL T, A
FHOA LAY ARTPIREEZ R L, B O E2 k52 L,
A AN NRAPIRIED L T, A AV 95 GLP-1 ZAE/ET)
IZU) Bz, AR I R OREIRISPE 7 BT 3 K= A3
B U EFI S SSE ST b,

G %A, . JREEZ EHINICHRE L, A0 R4
D, 3~4 » AMEES L TOIRD A0 GE812iE, e
MOIRIRIEA~DY W X %21TH 2 &,

MOS000239

8.3 AFNIRLIERAITH V. AHI D 1R ORI 2 nTRENEDS

bBT, MBEEOEBCEER T, BIEAFEIROLEIC
WCHAEET 2L, [16.1 3]

8.4 AFIDMEMIZ b7 - Tk, BFITK L, RIEER & OF DO

FECOWTHaaHd 52 &, [9.1.3, 11.1.1 &3]

8.5 (RMBHERAE Z 2 LAH LT, @R, BEEOERLS

ICHEFRL TV BEICRETD LEITEET LI L.
2]

[11.1.1

wk 8.6 DUHZRIIAE = 2 b m— L OB, RS IYE O BALE(L

FHERHSDNDL ZLRHLDOT, EETLHI L,

8.7 BWMEER OWIIMEIR (it 2 £ 5 Frgehy 2 L WIEIRSE) 25%

LbNEGAE, EHEZFRIEL, #HeNCERMORZE 22T 5
rofREds &, [9.1.1, 11 1.2 BK]

8.8 HILBEENEIL L ha, SMEEOTREMLZZE L, LI

U TR AT L 2 AR A 2 5 18 5 5%,
Zl, [9.1.10 11 1.2 ]

EHISHIST S

ok 8.9 THI, MO HIKEZRE L, SEBEEICELBENRH DD

T, BEOREBICEET D Z &,
HENFEO D
NIHEIE EMELZDZT 5 L 085 2 & [16.2 2]

* 811 HASE, MHFESR . JHAEJ UMY 5 S HHEEESE I T 2820

NHDHOT, BHREDETERA AR O NZEAIIE, LEITED
THGBMESICL D RNEEZBET 572, WUNCHIET 52
L. [11.1.3 K]

8.12 AFIOHCEHICHI- > Tix, UTFTDOEICHETSHZ &,

s BHBEICOWT B e E Lizob, BE A b
ICRETCE D2 L aMEE LT LT, EMOFRFLED T CHEia
THZ L,

c RTCOIWRBEDRRIBRPFEFIEC OV THRELIET 52 &,

IR ER TV S BE I EE LR L O FRET S 2 L,

wk 818 AANTE~ VT R BIEFHEMER) 25H LT DD, va—

EEMOE~ 7T B (BB SARA SO Lan
L

8. 14 A& DPP-4 PREANI VT AL S GLP-1 KA I L7z bk

TER 2R LTWD, mifla fF i L7zBR o BRI BRI 1372 < |
BNE R 22 VR ERR STV 7R0Y,

REDERERTHLBEICHT HIE
1 BHHE - MEESOHLBE
11 BXOBEEDH D EE

[8.7, 8.8, 11.1.2 &[]

9.1.2 EEBTEHMES. EENEBEZEDHLEE

TR 2 < HIBEFOERSELT 2z b
%

013 EMMEER ST HTNAHSUTOBEERIGKE

- il T AR RE AR 2 T RIBR R 4

C RFEARLLIRAE, AUERIRAE, SR AR, R EREO
ENESEES TN

o WL AL EE D

BEEDT L o — LERE

[8.4, 11.1.1 &M]



9.4 £REREEHRT DE 11.2 Z0HDEIER

2 # AURNICHEIRZ TET 2 ZIEIIIAR 2 583, 4R 5%Ld b I~BA | 0.5~k | B
CEERT L, [9.5 5] A %

9.5 447 P BEE (R
IR IR LT % RTREMED & B LM 1A H 2 2 5, A - CAIRE )
YA CEEHTAC L, PRI Ok AL | FERRLR
BRI 35U T BRI RS 92 S Il % A (oK it R il OO E L | KRR
PRITEETO AUC HlICIW T T v TR 0.3 5, 79 TH 0.3 R HERHAUE
f. TR 2. 6~4. 165 T, BIBEME (5 v b IRAEFROK —__ fﬁﬁiiﬂ
b T ORI, A RO R ORAEBUERM D, LI R ___ (LA
RUTARAR . R SR R OISR B o0 A SRS RAN 2 . L - B, FRL | BT, W | e | H PR R
TEIRIG. AR R ORI DT BRI ) 7538 we | BB f R il o
HHENTV S, ZNEOFRIERBMOKRERD 5 Lo T e e |
BHot-. [9.4 58] i fE9E , B<W A

9.6 @I JHF N TE R 5 AE
B SIS A o 5 B2 K OVEZ T ik i PEVF IS

A% _E DA LR DA 2 AU I 1 s
;ﬁ,&@fﬁ_%%?ﬂ%* ROMEALE B L FELORHE HE R OB Vo ROV | G
= o ottt AN
F v PRI ~OBTAME SN TV, b P COLHBITIC — \
e ) v e o s - o VA—PHN | 75—, |7 T
ii]j:éT S RO FOWITOR~OEBET 57— 413 b e, e
9.7 INRZ | LA _
2 ) . UE L - DH DRI BRI 7 b IV B | (BB OWIEE | 3\ BUAE L. R A by
NG & LT BRI FEHE L T, O EE R E AT 2 L,

9.8 SE T2 SD OBERBAEMOZEBIC B LIERITE® bhis o T,
BEORIEA B LA DIMEICE 55 2 &, —RHCAERbRE ) o
MET LTS L%, [16.6.3 5] 14 BRLOEE

14.1 EARSHOEE

10. HaE%ER 14.1.1 58 \

10.2 #AEE (BECEETECL) (1) AANT JIS T 3226-2 (ZHEHL L 7= A BB RS &2 AV Tl

— — — - - R TCiTo T %,

RS el B (2) AL A RSB & DL HIRNATRD DS
SR ZL Y LT A Y A AL R = i, BT LWDEREHCRD B X D 2 &
HBILA © A ) MRS | A LTI BT (3) 1 ADAREZBEHOBEIHEA LN &,

a-7 3y S — P EA Ba. EiEo Y 22 14.1.2 R 5EM
FTV Y DU REH DBHINT BBZNBH BRVESTE, MEE, RIR, ERGCAT 5, EEINTmRLE
ggégﬁg ﬁégkfyngf L. D7 & HRIEOEMERFT LV 2~3em f\ 2 &
e MIEETTL BRI 14.1.3 H5825%
Ty | Bt g T HHIRPL R O IS IS L
[11.1.1 58] ‘ 14.1.4 ZDih
(1) AFNL MO & DRAIC LV | RIS 5 BZNLD S

1 B 7o, AHI L OBAERA LIV L,
WOBIERA b b bIVS = & 55D 0T, WAL MR, I [ ST S TR R L o,
e ; - A W ST ELRITE v Z&,
a3 i L% T o . e
DD IR R IS BRG BRI AT SRR SHEMIEEICTS L BRSBTS D 10 £ 0 ERICHE

1 BRnEl HCERVBLNNG S, 1o, BAOWEI LRI
: = K& nZ &n

1.1.1 08 (R O T R S o R DI D B SN

B, (BT, DR, T, S B, Bk, et~ bt
T, E IR, RO A 5B HoiLs S Eibn. S BT ISHIERTS = Laib 2.
INBDOL I RBRBH LI L,

EMBH D, Flo, A AR UBRIRIFI ALK =L LT AIE D
OF B IS S 7 IR B RE R 28 & O D IVE R K & 9711 & 3
HEaIhTnd,
IRIMAEF R 235380 L2581, BE 2 &80 R 2B
B EWUIRE LT 2 b, TP L a7 v a v A —PE
FEOPFRAREET Fokia 5325 2 &, £7o, BEORIEIC
JE LT, AAEID D WVIEHEH LT D8RI5 3R 2 R 5 72
Sy E A21To 2k, [8.4, 8.5, 9.1.3, 10.2, 17.1.1
-17.1.5 /]
11.1.2 2ER (EEART)
Mt - 1 5 R 220 LD BT SE  BHE 03580 B a iR,
AENOFEZFIE L, MURLEEZITY 2L, £, BRE?
WrEn7-BaE, FiREIIThRnz b, [8.7.8.8.9.1.1%
]
* 11.1.3 JBEX, JBEX. BHS oBFHEE (WIS HEERH)
[8.11 /]

15, Z0HDFE

15.2 JEEGFREABRICE D < fE#R
F v RORO= TR NCET D 2 FERAAFMERBRICBW T
RARICHY 32 L FE 2 A (EKRERARETO AUC Mk
IZBWTCTZ v NCTIELER FRRFEOZDHEMTES, v AT
1.3 f%) T, HURER C AR O R ASE OGRS b
Tl DORENRH D,
FOR IR RRE O BETE O & 2 38 K OV HUIR IRBERSE ST 25 PEN
IPIMESEHE 2 BOFIRIED H 5 BEHE KT 5, AFIOLEVET
S L Teuy, [8.10 2]



16. EMEiE

16.1

meRE

BEBHHEREICSTIRERTREROENHE

HA AEHEBVERIRA 2 %I RIT, AFA 0.5mg (8 1) KT 1. 0mg (8 #1)
O 13 WIS TR G- % OFEMBNE T 7 7 7 A N Z i LT, AR,
W1 E 0. 25mg THGABAMA L, 4 WRTEG LIZRIZHE 1 0. bng ~#E
Uizo L Omg 3 CHIET HBETIL, 20K 1 [ 0. 5mg % 4 BRI L7z
I 1 [B] 1. Omg ~HEBE L 72,

SEHRIE T O MU PR B RS R O B R ST A — 2 & PL TR
37, [8.3 2]

16.6 HEDEREHT HBFE

16.6.1 BHAEERESHREICHTLEVHE

TR E OREDO R Z9E (7 v T F=r2 V7T A (Cer)
WX D50 (CBIT DAHA 0. 5mg MR TiG%OMEMBEZ ., Bk

AEASIE R 72 8 (Cer 8OmL/min ##)

T GHEAT—5) .

& Rl L 7oAt R A UF IR

AUCo-inf Chax

B HERE e DHEE e HETE

[95% (= HE X [#]] [90%f5 HE X ]
R/ IEH 0.99 0.90

(87 Cer 50 #B~80mL/min) [0.85; 1.16] [0.73; 1.11]
SR/ IEE 1.07 0.79

(H 582« Cer 30 E~50mL/min) [0.91;1.27] [0.64 ; 0.99]
mE/IER 1.13 0.86

(EE : Cer 30mL/min LAF) [0.97 ; 1.32] [0.70 ; 1.06]
K/ EH 1.10 0.82

CRI i T 2 08 & 3 2 e [0.94 ; 1.28] [0.66 ; 1.01]

PR B - IEE 14 B, HREE 10 B, RAREE 11, FEE 10 B, RIHT 9 B
T 1 PR OHEEME K O 95%IF M X K] 31 Q0% (R B IIE, ARin, MBI R OMAE CHE%E L 7=tk i

Wrici-s3<,

16.6.2 AFHBEMEERBREICH T2 EMBE

NTFRERERE = DR D L7 59585 (Child-Pugh scores (285 < 73 %H)
IZB T HAH] 0. 5mg HlAIFZ F G-t O yEhie % . NITFHEREDY IEH 72t
B & SRR LI R A DR Ion T Y GNEAT — %),

AUCo-int Coax
ftihE o E FeoHEE
[90%{E fE X i ] [90% (= FE X i ]
TR/ IEH 0.95 0.99
(£ Child-Pugh %)% A) [0.77 ; 1.16] [0.80 ; 1.23]
AR/ IER 1.02 1.02
(FPA%EFE © Child-Pugh 43% B) [0.93;1.12] [0.88 ; 1.18]
W/ IER 0.97 1.15
(FFE : Child-Pugh 43 C) [0.84 ;1.12] [0.89 ; 1.48]

_ 701 -m - KH| 1.0mg (N=8)
%‘ i - &#H| 0.5mg (N=8)
H
i 501 o T R
ES TER-w
Lol N e
e
£ 4 -
1; 30
ot ———_
g— 20{ #* e = e
® |¢ ==
.E 10,
075 15 24 36 48 60 72 84 9% 120 144 168
e % AR IR (h)
A AN BEERE S PRI (S 3510 2 A O TE HIRHE C O SRy i vh i B O HERS
A | N AUCo-168 Crax o tie CL/F Vz/F
B (nmol-h/L) | (nmol/L) (h) (h) (L/h) (L)
o 5me | 8 3583 25. 1 30 145 0.034 7.1
Some (17.8) 17.8) | (2-72) | 8.0 | (7.8 | (2.8
L ome | 8 7449 51.6 36 163 0.033 7.7
-ome (12.2) (11.1) (18-96) | (10.9) | (12.2) | (14.0)

CL/F : RNF ORI VT T v A Va/F : BT O AARHE
Sl ry (A BRE)
1) il /M~ oK)

16.2

16. 4

% U

SMENBEEERLA 10 GICAH] 0. 5mg % HiEI K FHe G- L7z & & Ofasti) /S 1
FTNAFTEVTF 4 1E, 8% Th-7= Y,

2 BUBEIRPT B 1612 B (9 B HA A 555 i) A xS & Lo RISy E)
HEMRAT DRGSR AF A Brp 2 B GE (I, KRB R OV ERGE) (285
Lz & & JEE~O 8 51T xt 3 5 KA K O B~ 5T o E i kg
DARFINGE T 5D L DO HEE A K O 0% HEIX R IE, 0.96 [0.93 5 1.00] Kt
0.92 [0.89;0.96] Th-7-.

exid

AKFNOMIEFROT NT I Nk D in vitro FEARIT 99WB TH - 72
9),10)

R

HTT AL LT ARHA 0. 5mg 2 HE A AEFE S PERERE 7 Gl HLRI R N
HLUTAER, ARNIARTTF REROZ 87 B R ORI o B
Biic L R#@tsh s e sk,

AANL, CYP 43 T-FRIZ K L CREIR R & 72 358 (CYP1A2, CYP2B6 & O
CYP3A4/5) & %\ MFBREE (CYP1A2, CYP2B6, CYP2CS, CYP2C9, CYP2C19,
CYP2D6 Mo TR CYP3A4/5) %R &7ainote 0 WEANTF—4 . in vitroik
5

et

HTT AL LT ARA 0. 5mg 2 A E A AEFE S MERERE 7 Gl HLRI R N
B U7oAESE, ek 56 A F OB GRS 2 Ik b & OFEH o il
HEPEIIEERIT 53, 0% N 18. 6% Td o 72, MR GIEED 5 b AFIRZE(L
RO PR PSRRI ERIT 3. 125 T - 72 1Y,

Fi2, AHNE, & b hT 2 AKR—F— (P-gp, BCRP, OATPI1BI, OATPIB3,
OAT1, OAT3 J TR OCT2) (Zxf L CHERAR ERIEE 72 2 FEMEM 2R S22k
= WEATF—%. in vitroilR),

BB - TEH 18 Bl HRIE 8 . vRAREE 10 B, FLE 7 4
T ¢ P OHEE M B O 00%F AR I%, 4Fdn, MBI K OMAER THa%E L7z,

16.6.3 SEEICETLEMEE

2 BUBEIRIF B 1612 6 (D B AA N 555 f5) Zxtge & Uiz RHERZEY
BHREMRT OFE R, 65 MEATH I X975 65 kLA E~T75 AT & OY 75 ik LA
O EFRIED M HE R EE O b & 90%(F X AIX 1. 01[0. 99; 1. 03]
KON1.04 [1.00 5 1.09] EHEE Sz, [9.8 ]

16.7 EWMHEEER

AFH 1. Omg DEFARIEIZBNT, A RFLIV, ULT7 Y v VaFy
VLT MAARREF U ROBERE T TR 7 E S L
& FORYBROMERE IR P GHEAT—4), [18.2.4%

]
— e L AUC "t © Cuax Ft. © toax 75 *
FEIT mg e N [OOSR | [90%FAFIX ] | [90%IF <[]
ARV 500 R 99 1.03 0.90 0. 50
W [0.96;1.11] | [0.83;0.98] |[-0.38; 1.25]
S-77)y 95 R 99 1.05 0.91 2.00
BelRE [0.99;1.11] | [0.85;0.98] | [1.25;2.75]
R-77) 95 i 2 1.04 0.93 1.75
B [0.98;1.10] | [0.87;1.00] | [0.88;2.50]
MEN2 o5 i - 1.02 0.93 0.25
) Bl [0.97;1.08] | [0.84;1.03] | [0.00;0.25]
7N ATy m e % 1.02 0. 62 1.75
eRE [0.93;1.12] | [0.47;0.82] | [1.00;2.50]
TFNIANT Y 0.03 2 A a7 L1l 1.04 0. 50
: B PR [1.06 ; 1.15] | [0.98; 1.10] | [0.00 ; 0.50]
VE WV AN o | 2% 1, 1.20 1.05 0. 50
) HEIRIR [1.15;1.26] | [0.99;1.12] | [0.25;0.75]
N TehE-N 1500 iG] 28 0.94 0.77 0.25
(7h73)72%) W [0.88;1.01] | [0.67;0.88] | [0.13;0.25]

Y a AF BRAAHEIT 0. 25mg, 1. Omg OHERFHE~I1Z, 0.25mg % 4 [F, 0. 5mg % 4 [F#H 5

L7 R Uis, SR EERIIAA 1. Ong & 4 [m13 5 U7 %138 L=, ORISR :
IVIFN VT Ry TN AR O AT RN G- ARy (1A 2 B 3.5 A).
TFENIANY AV OVE IV Ay (b LR LEL 8 B) XX E S

b. AUCo-12n = AMW3Y, AUCo-168 : S= B TN R=UNV77) 7, AUCo-120n : ¥™ 2 ¥/ AUCo-72n = 7 hon" 4%

AUCo-2an 2 TF=VIANTY A=W OWE W™ Abvb, AUCo-sh 1 N 724N

c. DR i it BV 35 < SRABHIE /X T A — & OARFIED AR b3~ 2 AFIF D

e

d. PfEDFE (h)  CARFIDF R AFIIEOR )
e N FTIEMT O TIE 95%ZHE X



17. ERERAAR
171 APMRUVREMEICET HHER

17.1.1

Bk T ARABIEEREERR (5 1] HERER
HER)

FrdRE L ONEBERE TR = > b a— ARy 7 2 BUEEIR N B
388 il % b G MEME A0 A1) 24T ZHER FCAHK 0.5mg, A
# 1. omg XX 7T vRAM 1 [, 30 WG L= (AHA 0. 5mg B : 128
B (AAN 19 61) . AFH 1. omg B : 130 6 (AAN 1961, 77 &R
BE 129 1 (AAN 23 1)), AFNE, # 1 [6] 0. 25mg TG % BAA L.
4 MG U= 1A 0. 5mg ~HEE L7, 1.0mg £ CHIETARET
X, ZO%IE 118 0. 5mg % 4 FREEES L7-%ICH 1[0 1. Omg ~HIE L
72

A%l 0. 5mg KO 1. Omg > 30 J@[EIF 512 L 0 | FEEFHH H Td 2 HbAle
DR—=Z T A U PHEGH 30 ME TOEMREICE LT, AFIOWTFh

DR TYH 77 'RITxT 5 EPESRRGE S A7z (p<0. 0001, FREM),

Pe b U= #1238 18] 0. 5mg ~HARE L 7=, 1. Omg £ THIR& ARETIE, £
D% 117 0. 5mg % 4 HWEE G L7212 1A 1. Oomg ~HEm L7z, 72
B, A7 U—=27W® lbAlc A 8. LA T DHAITIX, KibED U =
7 BARIT D 12 SO G BRIERE D A > 2 U HI B % 20%00E LT,
AH 0. 5mg KOV, Omg @ 30 JE[EIF 512 K 0 | FEFEAMTE H T % HbAlce
DR=2AF A 2 nbEE% 30 BE TOLEMRICEL T, AFloWwTi
DR TH 77 v RICRT 2EMMESBEES e (p<0. 0001, F#£Z
).

HbAlc (%) AF 0. 5mg AF 1. Omg TR
NS g 8.36+0. 83 8.31+0.82 8.42+0. 88
(132) (131) (133)
P o wiea|  C146%1.08 -1.87+0.91 | -0.19+1.07
Big 50 @R TORILE (111) (108) (94)
T (RA-7 7 ER)" -1.35 -1.75 -
[95%(5 X ] [-1.61; -1.10]| [-2.01 ; ~1.50]

HbAle (%)

AF 0. 5mg A5 1. Omg TR

R—=AT A"

8.097+0. 89
(128)

8.12%0.81
(130)

7.95%0.85
(129)

Be b 30 M T b

-1.56+1.02
(102)

-1.73*+1.15
(104)

-0.15%0. 94
(84)

T (R
L9505 HH X[ ]

H-77 & R)" -1.43

[-1.71; -1.15]

-1.53
[-1.81 ; —1.25]

a P EREERZE GEGIED |« b o MMRM (2 K 2 HEE

N=AT A b 30 HE TOREDOE(LE (/b ZF P %

WEFRFE) |3, A 0. bmg BET-3. 70, 41kg (——Z T 1 > DF-14:89. 8kg)

AFH 1. Omg BET-4.5+0. 41kg (~X— AT A L DFH] : 96.9kg). 7Tt

ARBET-1.010. 43kg (N—R2F A DY : 89. 1kg) Th -7z,

TR T S eno 7o, B SUTMBHEREE (56mg/dL 4

i) SEGEMEAR B (ZAKIRE IO ThOHETHRD ST

B, FTRRBETIT 2 M3 RS Y, (1111 2]]

) BAZRIRE CRERBSEAEIC L D) LRI At 5 R (i
BE) 23 56mg/dL A O I fLBE,

17.1.2 $ERA%EE - A MRILIOREFFT7 VY DURERSH BT

HEDHA. EEMB_EEREKHAR (F 1] HERER
2 BUBEDRIF B 1231 A S RICIEIEAEI D 1T 2170, A bR v
FFT VP URER S B VE IS 2 AN X B OFEREEICEMN L
T, CHEERFTAH 0. 5ng UIAHK] 1. Ong 2 1 B, HDHWTTH
77U 7 F 2 100mg & 1 H 1[E], 56 FHEES Lz ORAL0. 5mg B : 409 4
(AAN @ 48 f5) . AHI 1. Omg BE : 409 Bl (AAN 43 4), > &7V
TFURE 40T B (BAN 49 1)), AFNE, ¥ 1[5 0. 26mg T GH-&
BHAA L. 4 FME U782 1[0] 0. 5mg ~HE L7-, 1.0mg £ CTHIE
THRETIE, TO%MEA 16 0.5mg & 4 FRIFEE L72% I8 1 [E 1. Omg
AR LT,
FEFIIEE T D HbAle DR—R T A U h b 5. 56 £ TOZEL
BICB LT, AH0.5mg KLOAHA] 1. 0mg D% 7 ) TF x4 59

a PR AR GREGTE0

. b MMRM Z % HE il

TR ML A 1. Omg BET 2 44, 7' 7 BARRET 1 s Shiz,
BRI E (56mg/dL Aii) SEMMEARMAEIL. 4H) 0. 5mg #F
T 1L 17 AL A 1. Omg HET 14 481 25 {77 B ARRET 7 4 13 1F#

Hahi?, [11.1.1 2]
17.1.4 Bk . EFGRIFEHRLEERER (5 1] HERNRER)

R 1B DR 73 38 D BOMURR 5 ST A S v S OSE BN R VE TR 0 A AR A
2 FUBEPRAR A 308 1l & K I MEAE 2 E] 0 A1 247V ARA 0. 5mg Xi%
AFl 1. omg 23 1 [\, HDVNEE Y FF 100mg 2 1 A 1 [, 30
RS U ORA 0. 5mg B @ 103 il AH 1. Omg Bf : 102 6], v & 7
UZF R 103 B) , AFNE, 38 1 [\] 0. 25mg TG AR L, 48
B 5 U7=#1C# 18] 0. 5mg ~3H L7z, 1. 0mg & TR T HHETIE, <
DO 1 18] 0. 5mg % 4 WG U772 % (208 18] 1. Omg ~HY i L7,
AR O R E FRISRT,

HbALc (%) AH 0. 5mg HALong | 7 F
100mg
PR 8.23+1.02 8.01+0.85 | 8.20%+0.89
(103) (102) (103)
P 0 W cosE | b 9(39;0. 97 2. 1(48;14 00 | -0. 8(3915;04 82
REE CREN =y )7 $2)° -1.13 1. 44 B
[95% (= AF X 1] (-1.32;-0.94] ] [-1.63; -1.24]
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. b MMRM Z % kil

R=R T A UG 30 HE TOREOE R (/b "5 4%
HEFRFE) |4 ASHKI 0. Bmg ET-2. 240, 29kg (X — R T A > D44 :67. 8kg) .
AF 1. Omg BET-3.9+0.30kg (N—ZF A > DFH) :70.8kg) . &
U FFURET 0.0+0.29kg (R—ZF A »DYH) @ 69.4kg) Th o7,

FRAAR MBI RS S e d o 7z, TR UL MRS (56mg/dL A
) SEGEEISIEE I, ARF 1L omg BET 161 1 A SR, (1111

]

FEHEE (66 AM) RLMRAR (5 11 HEREER)

R 11 B R 993 3 0D BEMUIRE 1 SR R R v e OV B s Tl o o b —

FHBRIES N GESPE~— T2 © 0.3% B, Nl o

HFUEPRIENE Gt - 1 0.30) (TRER) WARA-572 AAN 2 BBERAR I 601 (4 G HEIE A1 0 AT &
TR T ARHL 0. 5mg SUTAFA 1. Omg A3 1 [ (BHAFEE S 5 3R 0 b
HbAlc (%) A 0. 5mg A 1. Omg 100mg PRIGFEA] (ANVFR= o LT R A A ) o WRER], a-
T ay X —VIRERNITFTT VUV UREROWNTAN) & O
NRe—AF A" : 0(1;90)‘ " ) 0(1%90)‘ v : 12570)' v PEIR) L 8 D WIFBINORE DR EE (RiVAHE & 872 25712 X 2384
~ = "~ [EIPNCORGR ST hBE I bR, B RO &EIZHE D) %, 56 @B
Prhas 56 MECOBKR | & “’*)1‘ R 64*;' 01 | 0. 79*)14 05 M5 L= CAA 0. 5mg BE : 239 B, AR 1. Omg B < 241 i, SEMORE
: B (628 51 (285 FUBERATEERE - 120 B1), AALIZ. i 1 I2] 0. 25mg TS ABHKE L. 43
FERCRAL )07 52) 0. 106 - W55 U= 23 1[5 0. Smg ~HIBE L7, L. Omg % CHIET HRECH,

[95%(5 4 X [#]] [-0.92; -0.62]| [-1.21;-0.91] Z D% 1[5 0. 5mg % 4 FRIEE U= #2081 [a] 1. Omg ~HI& L7-,

a PR RS GEGIEO . b o MMRM A & 2 HEE i KFIBEC BT B8 A FRIORT,

BAATO A bk S v HiA L OB EE TRICRT HbA1c (%) [ ~—RTF 1> #0556 8% Cokfht
22V AH 0. 5mg

HbAlc (% 0.5 1.0

c® A 0. bmeg A 1. Omeg 100mg WO 7.8620. 78 (68) T1.77+0.87(64)
N 8.16+0. 97 8.06+0.96 | 8.41%0.80 ZR= T LT 8.49+0. 92 (68) ~1.85+0.89(64)

~ T4 iy —___

(46) (42) “8) HNELA A Y AR | 7.77+0.58(34) ~1.48%0. 90 (31)

B 56 W E cos e | -81T081 | ~L97+0.80 | -0.82%1.02 T 8.23+1.10(35) -2.13+1.06(32)

“n 31 (35) F7 VY DL REH 7.60+0. 62 (31) ~1.27+0.89(29)

T ORAI-V7 )7 F0)° -1.29 -1.52 - 7571 1. Omg

[95%@@[5%‘1] [’1‘ 64 5 -0. 93] [’1. 90 5 1. 15] izﬁﬁ{f 7.944+0. 84 (68) -1.99+0. 83 (53)

a: PH) AR UEE S GEBIED . b MMRM IZ K D HEERE IR = L LT 3.23+0. 96 (69) 9. 17+0.97(59)
SEMZBWT, RAFETIEONTROHRETS EAREELES & SRR A A ) A WMERER] | 8. 49+0. 85 (36) ~2.3340.90(33)
N lei, 27V TFURETIE 2 i Sz, BERAR T a-7 Ly B —PLEA 7.9240. 75 (34) —2.04+0.80(29)
R E (56mg/dL A) JEMMERMBE X, Al 0. 5mg BET 7 61 7 14, F7 VY D R EA 8.22+1. 34(34) —2.08+1.28(30)
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AKHN 1. Omg BRET 2B 2 {2 % 7' U F'F U BET 5 B 5 (R S 9,
[11.1.1 &)

AL Basal 1 Y RY DV EDHA. TS EARRMBZEER
HEREER (5 111 tAEE LR ER)

Basal A > AU VOEMIEENIL Basal A AV X RV L
OPFRFGETILRE = > b e — LR +4y 7 2 BUBEIR IR 397 5 &
SUTIAE 2 E 0 AT 21TV, ZHEMR FTAA 0. 5mg, AH 1. Omg X
77w R & 1A, 30 WMLEINEEE- Uiz (ORA 0. 5mg BE ¢ 132 #1 (H
AN 1T ) . ARFH L Omg BE: 131 61 (AARN : 22 6) . 77 & AREE: 133
Bl (BAN 22 61), AFNE, 8 1[E 0. 25mg TG LB L. 4 M

S A (RE BT

ERZMR M TS ST, R ST MR E (56mg/dL Aw) iE
fEMAR B IX, &K 0. 5mg BET 3B 4 1 (A= Lo LT AIOFH : 2
B3, F7 U REHIGEH LB 1) AK| 1 Omg FET 6 471 8
(W Fib AR =y LT EIGER) . BINORR R RIS SERE T 2
21 (WP AR =T LT FIBE) W Shz 2, (1111 2]
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18.1 1EFRF EHBRAATR I TR (B (2~8C) b ETe) ICHRE L. 8
AFNTE b GLP-1 7F 1 7 Th 0, NIKVE GLP-1 ASKERY & 9% GLP-1 52%% PAICET 5 2 &,
R EEINTAED L. cAMP BN &2 NS5 GLP-1 ZAREENSE L L
TR 5. 21, RIBEM
RENIT VT I LA L TIRENC KX D0 MOBIER O 2 )T T 2 A [EH ) A 7 GBI A R E O b, @Y ERET S L,

DIRTFERTLEBEZONTEY E2T7 I /BEHRIZLY DPP4 2L D55
MR U TP E R T2 i k0 ERD SRR S,

18.2 ZEE{EH 22. @M%
b P TOENEOEBOTEIL, BRT 2 E4ERE ., TRTAHA 1 Ong L 15l 1A
O 1\ 12 B (RN 2 &) B F#RG%OEFRIREICBNT )
bz, 23. FEXM
18.2. 1 Mm¥EET/ERA 1) fENEE 7y M AW IAEE L OVERD R (2018 4F 3 H 23 A K
. - S Z8, CID2.6.6.6.1)
fi;ﬁf;%i;@*ﬁﬁﬁgﬁgzii 23()1 AL 28 RS 2) HAEEER 9 % U - BFD 38R (2018 4F 3 23 A7KRR,
g ST S : e CTD2. 6. 6. 6. 2)
AE 2 BRRERIICE T, AAORGIC LD 7= 2 MEK 3) AEPNEEL : =2 4 YL % VT2 BFD 3B (2018 4 3 /1 23 FUKRR,
TN A 2 2D O3 WHMRIE R OV IV A 2 2 WS i S 4, 1 27 CTD2. 6. 6.6.3)
NA— AW T TR E B LR T LE 2, 4) FEPVEE : =2 A YL & A= EFD & OF PPND R (2018 4E 3 H 23

SMELN 2 BB SR A I AH] 1. Omg 238 1 [B] 13 3R (R 2 F7K78, CTD2.6.6.6.3)
Zp) B FHE TR, B B 1 SERINCE T B 2o T 5) fﬂ:lﬁléﬂ 7y bEHvE logiﬁﬁaﬂliiﬁﬂiTE#bi/uﬁ‘f@%ﬁ%% (2018
¢ \ 43 J] 23 AR, CTD2.6.6.5
Z’Z\;Ii‘;}:tlﬁx LTS, fbspsE FAEAE 1 BEIZRIC O CTH R L 6) FLNEE - ~ A& 104 SR e 4 8 AR BR (2018
N e s = 1] N 3 1 23 A7KGR, CTD2. 6. 6. 5)
18.2.2 L aA—RISEMA VR V53 7) Tkushima 1., et al. : Adv Ther. 2018 ; 35 (4) : 531-44
W T~ N A N in vitro B ORI =T 2 E W= in 8) fEAEE} 5 I MHERARFER (NN9535-3687) (20184‘1: 3 H 23 H7KR,
vivo B2 T v 7B IRV T, RANTA A Y Uik E R L CTD2.7.2.3)
7. 9) Marbury T.C., et al. : Clin Pharmacokinet. 2017 ; 56 (11) : 1381—
SEIA 2 BORRRATHAE AN &4 5 LIRS, BRI 70 = — % Bl % A
FEAEDA © 2 SO 1| (70 a— 2B EEENE 10 554) 10) Jensen L., et al. : Diabetes Obes Metab. 2018 ; 20 (4) : 998-1005
T O 2 KIS (VL 3 ZHE5 10 575 120 594) KISIE. 75 11) Jensen L., et al. : Eur J Pharm Sci. 2017 ; 104 : 31-41
2 ’ 12) FEPIZEEL | BEEAER (2018 4F 3 J1 23 HKZE, CTD2.6.4.7)
AR L L THINLZ 2, 13) #pNEEl : BEERLE (2018 4F 3 H 23 A&, CTD2.6.4.7)
18.2.3 JILhIT Uik 14) PR R T XR— 2 —[HE (2018 4F 3 A 23 A&,
5’#.}\ 2 BUBEIRBIBFICBWT, KA GICEY, IR LKL CTD2.6.4.7)
ZENAWE 7V H) T ARPE R AR D S T WIS BME T LTz Y 15) Kapitza C., et al. : J Clin Pharmacol.2015 ; 55 (5) :497-504
18.2.4 ﬁW—’Q’HFH&' 16) Hausner H., et al. : Clin Pharmacokinet. 2017 ; 56 (11) : 1391—
s 4 o _ . 101
SMENEMERE IZBNT, RN T T—L (T RT I/ T 2) D 17) Blundell J., et al. : Diabetes Obes Metab. 2017 ; 19
L AFRRE T 1 7 7 A IS < Cnax S OV AUCo-1h Z /A & L TR L 72 (9) :1242-51
FER. ARAHR G &0t B O B NAPRNRLE L 7, 18) Sorli C., et al. : Lancet Diabetes Endocrinol. 2017 ;5 (4)
[16.7 2] 251-60
19) Ahrén B., et al. : Lancet Diabetes Endocrinol. 2017 ; 5 (5)
341-54
19. B SICEAT HEBEZNMR 20) Rodbard HW., et al. : J Clin Endocrinol Metab. 2018 ; 103 (6)
— B4~ I AT R GRIG TR Z) (JAN) 2291-301
Semaglutide (Genetical Recombination) (JAN) 21) Seino Y., et al. :Diabetes Obes Metab.2018 ; 20 (2) : 378-88
A3F3 ¢ CisrHaoNas050 22) Kaku K., et al. : Diabetes Obes Metab.2018 ; 20 (5) : 1202-12
5rf-Hik : 4113.58 23) AEANEEEL - db/db ¥ U AT D IRE, BT, LR OY B R A
e 7o HONTHERE~ DB (2018 4£ 3 7 23 HIKFR, CTD2.6.2.2.2.3)
TE 24) Kapitza C., et al. : Diabetologia. 2017 ; 60 (8) : 1390-9
HiC CH; 95) HEPEEE : 5 T MERARRER (\0535-3681) (2018 43 H 23 H7KZR,
: CTD2. 5. 3. 4)
His H lu-Gly-Thr-Phe-Thr-Ser-Asp-Val-Ser- 96) HLINEEEL : EHER T & MRS D O v 2 Y L4 (2018 4F 3

23 H7KGH, CTD2.6.2.2.1.2)
FENEEL : X =7 2 DA R Y G RAE SRR Refe ] O

HO,C Gl 27
\/\/\/\/\M |u B oo 4 3 R 23 FRER, ClDa e 02, 24 i

=

O
0 NH
HN k/ \/\0/\/ . R
24, XEERERVEWVNEDEE
O~ o IR INFARY Tr—~ikRRtt Ry TR
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26. BLERFGTREF

AHEFLH B~ 70T R B2 e b IV d SRR TS R (GLP-1) 26. 1 BEER5ETT
HERRIETHY . B RGLP-1 D T~3THFADOT I /FRTHYE L, 2KH
D Aa RO 28 BHO Lys [, ZNER 27 3 /2= AF AT 150 %ﬂ" g#;ﬁﬁggﬁgﬁﬁi _*111
R ON Arg (SRS AL, 1,18~ 274 “W 1 A0 Glu KU 2 v novonordisk co.p

O 8-T 3 /-3,6-TAFXH A XU BTHKIND ) I—%L
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