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2.2 BEWRIRVE BT Y K= A BEIRIF S ME LR EAE, 1 S0
RIBDBE [ > A V) HIFNC L DRGNS L 12 D
DT, Al EBehHFT_E TRV, ]

2.3 2 BUBEIRIF 2 A 5 BAE IS B 5 EIERYYE, FIFEoBan
BE A2 CHFNC LA MBS N LEN D DT, KHD
Bt & 72, ]

3. #ERL - K
3.1 #ARk
1 &
7 A —E R FE M
B3
0. 25mg 0. bmg 1. Omg 1. 7mg | 2. 4mg
a3y 1A Lsnl | L.5mL | 3mL 3mL, 3L,
e <7 NVF K
Zhik oy e g N 1. 02 2.01 4. 02 6. 81 9. 601
HZIRLS (BETALRZ) mg mg mg mg mg
U UmEAKFE T B
& A 2.13mg | 2.13mg | 4. 26mg | 4. 26mg | 4. 26mg
oLy sl
:—/D 7 21.0mg | 21.0mg | 42. Omg | 42. Omg | 42. Omg
RN
Jx/)—)v 8.26mg | 8.25mg | 16.5mg | 16. 5mg | 16. bmg
KEEALT MY DA i
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AFNE IR TGS N D,

3.2 WHDMERK
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4. HREX IR
AEAE
=L, BlE. BEEREXL 2 BERFEOVTANERL, BF
Bk - BEREAZT > THLTALTRNFONT . UTICSEET 515
BIZRS,

- BUL &Y 27kg/m LIETH Y. 2 DULDIEHICEES SEEEELH
ER)

- BMI A% 35kg/m? LIk

5. EEXRIIHRICEET 5iEE
AFNOTEN 7> T & 5 U OIEHIEEEDO LA TH 5 H
JEVE - TEENEIE AT o Th, P RBIEPE LN VGEAE T, Y
RO G E LTl L SN BE0hr e % 452 L0
T I B 2 R R L R AN DN BB R A S
BT A2 b, [17.1.1 B 1]

6. iR UAZ
EE. AT, B 20T K GEfE T Z) & LTO0. 25mg b
ARG L, 1 ER FTHENT 5, £0%IE4 B OMRET, #1
[5] 0. 5mg, 1.0mg. 1.7mg KX 2.4mg DNEICHIE L, LKL 2. 4mg %
1A TR 2, ek, BEOREION U ClEERET D,
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1.1 AANTE 1[5 58ECchHY, F—IRAICHRGSELZ L,

7.2 BBREESOFREIT L DEIED DI WG A IR T
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1.3 BeEEENTHAE, WS £ ToWf2s 2 B (48 B LA
ETHhHIUE, KOWEFRRETEDICEE L, T0RIIH LMD
EDTMERICE G52 &, wREFERGETOWIM 2 I (48
M) R CTHIERGET, kOH L COED-E R ICEET
HIZE, B, B EEEDOEDWEA ZEE T HUNEND D
AlE, AiEHEGh 6070 < &b 3 AR (72 BiR) DL R &2 220
52k,

8 EELEANIEE

8.1 ARHKIF 5T B IS EIRR L A ke 5 2 &L EMIICIAT,
M, M, BEESE 2R L, 3~4 & %G LT b e Em
B HLNRNGEITIE, AAlORGEZFIETHZ L, ZOH%LE
WIRNCARTE, MbE, e, PR AR L CRE OREE 451
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8.2 ARFNIFHGIERAICTH VO | ARFIH 114 S SVE N FHGET D ATREMEDS
B oo, BWER T, BIERFEREOWUEIC SN THaEET
5k, [16.1.1 2]

8.3 SUEMER OWIRER (R 5 BRI LWIRS) 2355
bhlGAE, ERZF L, EOICEMOZEZ5210 5 X9
fETs- L, [9.1.1, 11. 1.2 ]



8.4 HIGHEENKIL LI-HA. SWERELOTRENEZ B L, MBS
U CHEMRESIC L 2 RINEE 2 EE 4 2%, MEICHIET D 2
L, [9. 1.1, 11.1.2 BM]]

8.5 T, MG K EFH L, AEEREEICELIBENNHDHD
T, BEOREBICERTDHZ L,

8.6 AFHIFH L, HARIRBEDEEOA MRS L, SN0 5
NIEBEIIT EMEL2Z2T 5 X ) EEd 5 2 L, [16.2 2]

8.7 MHAAE, MRS, B A SUTIANF 5 Wit EE N BT B Z N
WD DT, EIRSEOEIEIRS A LG8, BEITGT
THBMRESIC L DRNEEZBET 57 L, Wlcxhhd s 2
L, [11.1.3 ]
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PGB OW T B A EE L-0b, BE A HHEEIC
BHETEDZ L AMR L LT EMOEIEIEED FTEiT 5
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c BTCOMREOREIRFEETFRICOWTREEZFIL T 5 2 &,
B EN TV EEREHE A MR K O fRET S 2 b,

8.9 AFNIMAERE FIERZHT 208, A4 AU U OREEETIIR D,
2 BUBER I 2 9 2 BE ST D AF OB GICE L QL BE O
A VA ARIFIRIEZ MR L, B HORE MW+ &, A
VAV ARIFIRRED BRI T, A AV »inh GLP-1 Z R FH)
HITHI 0 B 2, B E R R ORI 7 T v K= AR
FEL LTRSS ST D,

8.10 AFIOMHEHIZH - - Tk, BFITH L, AKIEHER & 0% Oxf
WFFEZONTCHaiAT 52 &, [9.1.3, 11.1.1 &R

8. 11 RiBHERAZ R - 2 3 A0 T, @FEE. BB HOER
LI FEL TV DBEICRGT I L ICEERTIZ L,

[11.1.1 ZH]

8.12 AM7ripE = b — L DI, BRI HEIEE O BT L
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TR MERZHT DA LA LianZ &,

8. 14 AF| L DPP-4 FLEANT VI G GLP-1 ZRIA &I L= bk
ERZA LD, 2 BUBERIE 263 2 BB ICR W CiliFl % Of
L7 RO REARRBR AR 1372 < . AR O IR S
TR,

8.15 2 RUMEIRIFZ AT HBEICBNT 1.0mg 2B 5~ 7 LT K
GEfs i z) e FRGRAFN LA 2 ) BH L oIk
A NE R OV MR RET ST,

I BENDEREZEI HEHICETLHEE
9.1 A6HE - BEEBREOHLEE
9.1.1 BEXOBEENHZIEE
[8.3, 8.4, 11.1.2 M)
9.1.2 EEBTFLMES. EENEBEEZTOHLIESE
oy e E R 22 < L BIBEEOERSEAT 28T H
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CMBEEDT L a— LR IRE
[8.10, 11.1.1 &R]
* 0. 1.4 EHFMOBREREALIRODBEEOHLEE
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9.4 &FEREEHT S H
2 » A LIWNICIER % & T 5 Lt CIIARKIOR G2 H 1T 5 2
L, [9.5 ]

9.5 WEi7

Ida  AEHR LT 5 ATREVED & 2 Lo PRI IIARAI A e G- L 2 &
ERBRIC IV T, BRI EICH Y 95 UL NElS A& (oK
RHETO AUC HRIZEWTT » B TR0 1 A5, X THO.1
e, PTR L I~LT /) T BWHENE (5 b IBEFERD
Y. WRIEE OIE], B M QLA Bem o AR D, v
X BHEIRIE G, R K OV & o R ARSI P Y
Jv o BMTIRAR G, SRR R OVig A% B o AR AR RN 2 V)
BRDO LI TWD, 2D O I REORERD 2149 b O
Tholz, [9.4 2]

9.6 1234
W EOF MR O LR DA 2 B L RO 1T
kA RET D L

7 v FTCHIT R A~OBATARE STV 5, B b TOAIBITIC
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B R HEEURR, R D ZERERE. T B A L BE, IRk
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AR = w LT ELE OPFRRICEE KRR S H &b
NEMMAZ T H b HE N T s,

TRIHEREIR ASFRD & NI AL, W 2 & T 2 18I
LI EHYIR A EEZITH) 2, 2L, a-ZavHd—F
PLEA & OPFARHE T ROz 552 L, £/-, BHD
RABIZIG U Ty AA S 2 WP LT 28 PR 99 T 36 % o
T 57 SR E (TS Z &, [8.10, 8. 11,

9.1.3, 10.2, 17.1.1-17.1. 4 B:]

11.1.2 2smEs (0.1%)

Mg 2 4 9 FRE 728 L OISR S, BRE SR bh-5GEa1c
I, AFIOBEG 2 ik L, YR 0E LT 2k, Fio, R
LW ST A IR RS Th e &, [8.3.8.4,9. 1. 1
Z ]

11.1.3 fEgEk, EEX, Bt FTEE (W bEERH)

[8.7 &M]

* 11.1.4 A LDR (HEAH)

GHHEAGLA VY AZRZTBEINND D, HEOEF,
MEERAET ., Pt 20, RS0 B 23380 b HA I
WG EZTIE L, WEREEITY 2 &, [9.1.4 BHR]
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RHBEE RO b TSN EORG . | R
RN g7, MEIRE. B
i
SR8 B OV Rk it i
P
Rt RIRE
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NIHEATE i 2175 Z &,
20 TS ORI OZTNCEIE L7ERITRD bhighoTz,

14 FRLDEE

14.1 EFRESROEE
TEAZSORAE TR R 2202 L& | BRIE N E A B Tl
RN LR L ETHERTS L,

14.2 EFIBRESHEOEE

14.2.1 %58

(1) AFHIE JIS T 3226-2 (ZHEHL L 7= A BB F b 61 % F O T
THZE, AT A REAERE L OB ATEORR A
== RV TTATIT>TCD,

(2) A& A WHEHEREE & OERRFITRFNIRD G55
Wi, FTUWESEHI IR x5 2 &,

(3) 1 ROAK IO BFITHEA LianZ &,

14.2.2 % 5& M
RS, MEE. KBR, ERCAT O, FESHRE AT AR AR
L, 27 & LaiEl OFEFEIT LY 2~3em HEd 2 &,
14.2.3 RE5#RE
FRIRIN L O APIC e G- L7 2 &
14.2.4 Zhth

(1) AFNIOBRIF] & DIRAICL Y . NSRS L2 BENNH
L7280, RAIEMORB RS L2 &,

(2) EHBITLTERG AT L EHEHIERHT LS D%,
VPR ERNCE Y (T 5 2 &
SEMIT-EFICTD L. BWRNPEEEE D ICL Y EFICHE
HTEROWBZENANH D, Fiz. HHIOPREELSLCREYYE D
FIRERBDZ ENDH D,

B) I—1rU v VONBEZFEMRHZ LN | IO A
WHALNDZEnd D, Fiz, EHFPICENECT S LN
b, INHOXIRIGEIIMLEA LN &,

15. ZDHDFE

15.2 JERGERERERICE D < 1B
Ty kY RO=T R 9B D 2 EMBSAFERRICE N T,
R &2 T2 A& (EKERAETO AUC iz W\ T
Ty N CIEER FIRRFEOORNTE S, ~ 7 AT 0.5 /%)
T, HRRER C HIRNEE O AR B OB ZRD b & oHE
BdH5,
FOIR IR BEARIE O RERE O & 2 B & OVHUIRARBER I UL R PEN
OYWANEISHE 2 TLOGERIE D & % BHE KT 5. ARAID a1
HENT L CUWNRU, [8.6 &HH]

16. E¥EiE

16.1
16. 1.

meRE
1 BEEICBTA2EMBETOI 7ML

RETE PGS AK A0 1 |l 21 W RAE R T BG4 O3y EiiE 7 v
77 A NERE U, AFNE, 3 1[E 0. 25mg TG AR L. 4 @K
(@ 0.5mg, 1.0mg, 1.7mg KON 2.4mg ~H{E L7-, EiiREIZBIT oA
A 1. Omg Je O 2. dmg & G-IREDIEMTNRE /X T A — & K OVAE e FEHERS %
DTFICRd? GFEAT—%), [8.2 2]

e | N AUCo-165n [o toax tie CL/F Vee/F
= (nmo1+h/L)| (nmol/L) (h) (h) (L/h) (L)
5783 16.8 18 0.042
LOmg 331 o0 | o) | (642 (20.7)
o ame | 20| 14698 119 24 155 0.040 9.8
e (22.6) | (26.3) | (3-48) | 9.8) | (22.6) (23.4)

AlTEy) (EEREN)
CL/F : BT DR VT T2 A, Ves/F 0 BT DS ARRR
) R G ME- Rk AE)

MR V)L F NEE (nmol/l)

16.2

16.3

16.4

16.5

120 —o— &HI2.4mg (N=29)
B -m- ZAH|1.0mg (N=33)
80

60
40‘f'-7."“~r'1—l~.—-.\'\.
20

R Y R A s s o e

B5 %2885/ (h)

2 EYFHEEE

fEREGERE 28 Bl x5, B~ 7 F R GBI TR Z) ORRFENER
%, 2 FFHOEREIEH ORA (B 1.0 mg/mL K OWREE 0. 68 mg/mL)
AW, ZAEA0.25 mg A HEIE TG LTz & & DAY FI RS2
WrEt U7z, MREE 1.0 mg/mL OBFN 632 R EE 0. 68 mg/mL D HH| (A
i) O RO BTV O Lo JSHEE R OV 90%(Z X 1L, AT —
BER A AR T fE (AUC) R Ol P (Cu) TENE R 1,02
[1.01; 1.04]1J&T81.02 [1.005 1.04]1TdH Y, WRIANTA I RS
ThodZ ERERENT GHEAF—5) ¥,

% U

SAEBEEER L 10 BN AHA] 0. 5mg % H[a| NG Lz & & Oty
AFT_RATEUT 1 1E, 89%THo7= 7,

BETSESE D YBRE 2366 B (AN 408 i) Z %14 & L= REM B hE
fRHT DRGSR AHKN % $in 2 $ 55000 (IEES. RERH & O Elass) (o #e b L
7o b & AR G532 KB & OV EBEi~ 0 # 5T o & F R R
DARFAINGE T 47D L DO HEE A K O 90%EHE X1, 0.99 [0.96; 1. 01] KOt
0.99 [0.95; 1.03] Th 7=,

5%

AANOMBEFOT NT I N2t T 5 in vitro FEEFIT 9% TH o
7L: 10) n)o

|

H T T AL L7 A 0. 5mg 2 4 E N fHE BPEERE 7 I HE R T %
B LR AFNIRTF REH D & R 7GR NS o B
Bbick v RS h s s HfEE Sz 2,

AANL, CYP 4y FFEICxE L CRER LR & 22 23538 (CYP1A2, CYP2B6 K&
TR CYP3A4/5) & 5 WM B /EFH (CYP1A2, CYP2B6, CYP2CS, CYP2C9, CYP2C19,
CYP2D6 J TN CYP3A4/B) %ok & 7pin-od= "W WENF—4% . in vitroik
5
Heitt

H T T Ak LT ARH 0. 5mg 2 FhE A AEHE S MER SRS 7 i1l B al B i
B UTfE R, ek 56 A £ COMEB GBI 32 IR P R O3 o Jid
HEPEIIEERIT 53, 0% TN 18. 6% T o 7=, MESHIFHED 5 6, AHIRZEA
(RO PRI REPEIERIT 3. 120 CTh - 72 2,

£/, AAFNL, & b RT o AR—%— (P-gp, BCRP, OATPIB1, OATP1B3,
OAT1, OAT3 J&UF OCT2) (T L CEEIR ERE L 72 HIHFEH 2R S 7200
7= WEANT—F ., in vitroikB),



16.6 S ENERZHT HEE
16.6. 1 BHERESTHREICS T5EMHRE
1%%* **‘*@&r“wﬁ&é%ﬁ# (7 v7F=r27VT77 % (Cer)
ié"**) W28 HARHK 0. Sng HLEIR FH5-#% OXEMTREL | B
B 22 W¢BR3E (Cor 80mL/min ) & LbiHat L= a2 L FIoR
a““’ GEAT—%),

AUCo-int Cons
s RE o E D HEEE

[95%(EHE X ] [90%{5 # X[ ]
R/ IEH 0.99 0. 90

(% : Cer 50 #i~80mL/min) [0.85; 1.16] [0.73; 1.11]
PR/ IER 1.07 0.79

(FP4&EEE ¢ Cer 30 #3~50mL/min) [0.91; 1.27] [0.64 ; 0.99]
HEE/IEH 1.13 0. 86

(EFE : Cer 30mL/min LAF) [0.97 ; 1.32] [0.70 ; 1.06]
K/ IEH 1. 10 0.82

(ﬂeﬁﬂ mmz *)T%JAEM‘ %&"ﬁ% (0. 94 1. 28] [0.66 ; 1.01]

5 Bl ; B, HHE 10 B, K19
e %I:;)??Z’FF/HI_&U 95%1;.§Hl:ﬁﬁlti 90%1;.3@!:!3‘1 EN fFuﬂ’n Tﬁ:%’J&Uﬁii’Cu}‘iﬁ L7tk
AT

AETHIE % O PSR 2366 51 (AA N 408 Bil) Z x4 & U= RHEM SR Eh
REFRAT OFER, BBEREAN IEH 2R PRI |kt D iR B R R E 2 T
DR K OV FE R AR IR A A T D R 0 i IR B O AR KINR R
O OHEE B KO 90%EHEIX MIE, 1.04 [1.02; 1.06] KT 1.07

17. BRER A&
17.1 BOMERUVLELMEICET SRR
17.1.1 TS5 RNB_SERLERR (F0E. BEESEXE 2
BERFEZE T AEGESRSE. ERXRE 111 48558)
LT AREL S EE T 2 BB RS A7 L. > BMI 2% 27. Okg/m’* A
EeEmmE EEREFE S U< %2 BRI S &0 T 2 DLl L
V2 B % eV 2 AT 4 B UL BMT 78 35. Okg/m? LAk oD i £
%401 1 % R RIHRAEZH 0 (T 2470 AFH 2. dmg, AFK 1. Tmg
7T ARAWE 1R, 68 MM TG Lz (ORA 2. 4mg - 199 ) (R
AN 179 651) . AHKN 1. Tmg 2 101 6] (HAN 92 61), 7Z&AK : 101
B (AARN 89 ), 7eds. 2 AUBEIRIF BT OV TI, BEIREIE
SE AT THBHE OARIEN RLEE & 72 5 Al RetEN & 5 & il S vi- B
IEBRSN & dviz, BB, RE ISR RO N v Y —HIBR & O F IRTE
O A AT L TIT > 72,
1) HE{ﬁﬁﬁu/%ﬁ»f KF 422016 TER SN D ILHEIEDD
f(ﬁ#)\ﬂbﬂt%&%ﬁmﬂ’* IO LIV, (1) TR E
Jﬁ Wﬂ@*mﬁﬁ?&t) 2 SRS 24. Th. 2 TUREIRILSN A1, 6%, (2) H“‘ﬁm
JiE : 86. 3%, (3) (LT : 74, 6%, (4) FaSRNRIIE . : 35, 2% (5) ELMIRICIL :
2 5%, (6) NWHEZE : 1.5%, () JF7 b= — LA IGHERFA L : 44. 6%, (8) J1FEH

< OREE ;2. 5%, (9) PAIEVEIEIRIG MEVTILIE BERE - I SOR BERE : 10. 0%,
(10) TEBNZRRI 1 10, 2%, (11) A BTMCRREs « 0. 2%

2Tk ifE

ZW 13, 3 1[E0. 25mg THEAGAEBRAA L, AHKI L Tmg BETIE 4 M 2

2 BEBEIIZ 0. 5mg, 1. Omg, 1. Tmg ~, &K 2. 4mg BETIX 4 W Z &
FXLW?E’] 0.5mg. 1.0mg. 1.7mg. 2.4mg ~Hi& L7,

+%¥1ﬂﬂ1ﬁnf&>5&~x74 LB B 68 MR £ TORELE(LE

[1.02; 1.11] Th o 7=,
16. 6.2 FFHEEEFEEWEBRBEICH (T DEMENRE
JHFHERERE 5 DR EE D 72 2 kR (Child-Pugh scores *%o“< S ¥E)
\Z31F A5 0. bmg HLlE B 54 O3 EhRE 2 | JFHEREAS IEH 7otk
B & HeiE LR R 2 DL TR Y <9H£U\T é?)o
AUCo-int Chax
JiFBnE oo HEE A FEOHEE A
[90%{= e <R ] [90%{= #E Xf# ]
R/ IR 0.95 0.99
(#R £ - Child-Pugh 4y%F A) [0.77 ; 1.16] [0.80 ; 1.23]
TR/ IEH 1.02 1.02
(Hh & Child-Pugh 43§ B) [0.93;1.12] [0.88; 1.18]
HE/EH 0.97 1.15
(FEJE : Child-Pugh 4y% C) [0.84;1.12] [0.89 ; 1. 48]
WRBRE S - I 18 4, WRHE 8 B, HPARAE 10 B, EEE T4

T OHEE & O 00%(SREX L, A,

16.6.3 SEEICH T HEMBE
JEE S O YEERE 2366 B (H AN 408 1) Z x5 & L= RHE N3 E)
REFRAT OFE R, 18 Ik LA E~65 i AL O #BRE 12 %95 65 kLA E~T75
A B O 75 R LA b O YR O 1 HOR TR O A AR B O e O HEE
Fe T8 90%IEHEIX I, 0.98[0.96 ;1. 017 %11 0.96 [0.89;1.02] T -
7=, [9.8 &)
16.7 EWHEEER
AAI 1. 0mg XIF 2. dmg DEFIRAEIZBNT, A hFLIy, LT 7Y
v, TIAX VY T RANRRETF U BROBIEEL DT N7 7o
CEMRARE L L& OEYTIEORREE U TIORT O GHEAT —

PR B OMAE CHHE L7z,

2)o
— o — =

R il % | |oousmnn | o | ovisminn
HHv 500 f@i 2| oo6i1111 | 10,830,980 |[-0.38 1,251
S % f@i 2| (000110 | (0.8 0.08 | (122,75
A » fﬁgﬁ 2 [oyé.;oi 10] [0A8(7)';gioo] [oAgé.sto]
vy 0.5 |10 %fﬁ;ﬁ 26 [0A9;;0i08] [082’;9:;03] [OAOS.;Zg25]
T 0 fﬁgﬁ 2 [0A9:13.;0i 12] [0A4(7)';6382] [Loé.;gsoj
R ﬁé’.zﬁ%ﬁ 3 [1A0(15.;1;15] [0951;';041{ 10] [vog.;BgAsoj
VIV ARy 015 ﬁ:J;Ijﬁ 10 [mé';z?zej [oAgsla';Oi 12) [oAzg';BgAm
e 1500 1 1.0 &iﬁz 28 [oAgg';g?Aou [erg'j;Asg] (0. 12';23251
R X ﬁfﬁ | oy 0? | s 91 o) | 000 Og 02)

a. A ; DRAA IR 0. 25me, f’é##mgmi 0. 25mg % 4@ 0. bmg % 4 FII% G-

L7'L1£( WL, 2. 4mg @f’@#]’mg’\li 0.25mg % 4 [F], 0.5mg % 4 [A], 1.0mg % 4
[E], 1.7mg % 4 [A#5-L H R SEMFAEAERIIARAD 1. Omg % 4 B L7=
#3UZ 2. dng % 4 [AIELS. Lf_f'ﬁ SR L7

GERIEE  ov77) . v 2 %yy, TW\ MF RO 7t7%—wihi@&"" Ay (1B 2, 3.5 ).
TFINEANTY AV OVE IV AN (O TE TR 8 H) RS-

b. AUCo-12n : APRV3Y\ AUCo-168 : S=B T8 R=UN77)/, AUCo-120 : ¥ 3" %%/, AUCo-72n : f]‘/W\ ApFv, AUC
2yt TFNIANTY AW OVE W5 AN, AUCo-sh & 1 8-

o DFFIEEOD LR HE 12 35 < SMBNRE < 5 2 — ¥ OARABEDH AT % A O b

d. PRAEDZE (h) ARFIGEARE-AAIE AR (FEAET)

e. N TEIE-MZ DU TIL 95%IE X[

KO- 68 JIREIT 5%LL L oD IR E D % R L 7 i oFIA 1B L
T, FIRRITHT HAHA 2. dng DBV R SR (p<0.0001,
FERZHD.
A 1. Tmg B A 2. Amg B 7" TR R
(101 f4i) (199 i) (101 f4)
- ) 86. 1£11.9 86.9+16.5 90.2+15. 1
N AADRE ke) (Lo1fsl) (199%51) (10140)
77.8+13.9 75.1+17.0 88.6+15.5
B85 68 AR OHE ke) (98f1) (193%1) (1006i1)
5 68 I E TOD -9.9+7.8 -13.4£8.6 -1.9+5.9
HEZERE %) (98451) (193f1) (100451)
7 TR REL OREHE ~7.52 ~11.06 B
[95%F M X ] [-9.62 ; -5.43] [-12.88 ; 9. 24]
R S ) 72.4 82.9 21.0
SN LSRR ElE (71/98) (160/193) (21/100)
7 R L DA 11.08 21.72 R
[95%F HX ] [5.53 ; 22.22] [11.27 ; 41.86]
PR GEEIED | FIES GRU I R 120

a) ZEATEEE VTR A fiTek, 0 BHTIc & 0 5l
b) #5568 BT R—A T A G S%LA DK & K u‘ W E OFEIE

o) ZEMELRE N

VN TR 2 A

o

ek, u AT 4 v 7 ElRE

W2k FH

REICHEY 22 OMOFHEE R, M, MERONEE T A— 2123
2RI H OfE R 2 TRIRT,

IREIZRES 5 2 O oG mIE H

e A 1. Tmg B AH 2. dmg B 7" Itk B
B 63 R (101 %) (199 #) (101 i)
P 1.8 60.6 5.0
il (11/98) (117/193) (/100)
e 2.5 10.9 3.0
ISEL LR BB RS (24/98) (79/193) (3/100)
FA% GRS TR TR

a) =R T A LD 100LL EOKERD A R LT gRE OIS
b) N—=Z T A b 1BREL EDRED A ER L HRE OFlIE

M, iR OWREL /ST A — 2 2B 2 Al A

AF 1. Tng BE KH 2. dmg BE 7R BE

(101 f51) (199 i) (101 f41)

N 354y 6.4=1. 1 6.4+1.2 6.4+1.1

HbAlc (10141) (19951) (101451)

(%) %5 68 R -0.9%0.8 -1L.0*1.0 0.0+0.8
FCOEE (9845il) (19343) (10051))

) N 354y 111.7+26.2 111.2+27.2 112.7%29.5

ZE G IR i B (1014) (19941) (10045

(mg/dL) Pl 68 JHIE -18.3+21.9 -19.3£22.6 1.7£26.1
F COE{LR (974i)) (192451) (9841)

N 354y 135513 13314 13314

U AfF 90 (1014) (19941) (10141)
(mmHg) Bl 68 T -12+13 -11+15 -5+15
ECTOELE (98431) (19341) (100%1)
O 8510 83+ 11 8612

JERIY L E (1014) (19941) (10141)
(mmHg) Pl 68 JHIE -5+10 -5+10 -3+9
ECTOELE (9843) (19341) (100%1)

O 207.1+39.9 200.4%35. 6 206. 2+36. 4

faavaze- (10131) (19951) (101451)

(mg/dL) Pl 68 JHIE -6.0£16. 1 -7.8+12.3 1.2412.2
FTOZEAE (9845i)) (19343) (100%51)




RFH 1. Tng BE AF 2. dmg B avio
(101 1) (199 #1) (101 1)
Yy 124.89%33.53 | 120.6031.77 | 126.96+31. 50
LDL 2V A7 n— (10141) (1994) (1014i)
(mg/dL) Pl 68 JE I ~7.1+28.8 ~11.8+20.3 -2.8+18.5
F TOEE%) (98431) (1934 (99451)
Yy 51.7+12.3 52.2+12.3 19.8%10.9
HDL 2V A7 n— (10141) (19941) (10141)
(mg/dL) Pl 68 JE I 8.0+18.3 9.515.9 7.1+13.2
F TOELE %) (98431) (1934) (1004
N x4 163.65120. 06 | 140.83+68.20 [154.70108. 98
MR (10141) (1994 (1014)
(mg/dL) P68 I | -12.2+54.7 ~13.6+39.0 13.3442.4
F TOEE%) (98451 (1934) (9943i))

TR 2 R0

REICHT 22 OMOFMER, M, MEROIEEART A—=2ICMH 2
AT B OfE R & T RIORT,

RIEICET 2 Z O OFHIEEH H

e AH 2. 4mg FE 75 B RRE
5 68 K (1306 #0) (655 )
A IR 69. 1 12.0
B ) (838/1212) (69/577)
A e 50.5 19
I5REL LA R & (612/1212) (28/577)

FIE% GL4 I/ PRI %0
a) N—ATA UhE 100 EORERA & ZERL L g OFIS
b) R—R T A 2D IBRLL EOIRERD Z ERK L RS OFIE

M, iR OWREL /S F A — 2 2B 2 APl A

BIVEFR L, AHI 2. Amg BE 108 1] (54. 3%) . AH 1. Tmg T 68 f4i] (68. 0%)
7T AR 20 B (19.8%) THEG SN, FREWEM GEBLL -5
FHOEIE 5L L) 1E, A 2. dmg BETIH(ER 24. 1%, Hl 15.6%, F
T 13. 1%, NERE 7. 5%, ABKIEGR 6. 5%, JEEASHRL 6. 0%, AHI 1. Tmg
TIE AT 19. 0%, {54 18. 0%, Hls 15. 0%, JEEBAHREL 9. 0%, &L 8. 0%,
MRS 7. 0%, VHALARE 6. 0%, EEBOR 5. 0% CTh o7z, 77 AR
Tl B LI-5RE OFIE D 5%, EORIERITRS bhvieinoTz,
2 BUPERRIA & S 2 WOERBRE TR ISR 2 A ERRITHRE S
TR T 2 BUBEIRIE & AT 2 4R O IR K AR S i B e
(56mg/dL Ail) JEBEMEAR IR 13 S S e ho72 2, [6., 11 1. 1
Z ]
7E2) WA CREBIRBYRNEIC L D) U MBI 2 (4 5 mE
(fLE) 7% 56me/dL A I i,

17.1.2 75 AB S EMRLEHR (ERARSE [ H5E8)

BMI 23 27. Okg/m* LA b T i 6, BB SLHEAE  PF ZE P REAR AR5 48 P i {0
FED L <R RIEEEZ AT 5 T BML 23 30. Okg/m”* LA D #R
1961 B2 P RITHAE LTV AT 2170 AH) 2. 4mg UL T TR
ZIA 1 B, 68 MM NS L (A 2. 4mg : 1306 5l (AARA : 67
B, 77K 655 (AAAN :3341)), BRI P, e i TA®
D F Y —iflfRE RS ATEB OB AW T LTIt 72,

ARFNL, B 1 [E] 0.25mg THELG-EZBHM L, 4 BEE I EICERMIC
0.5mg. 1.0mg. 1.7mg. 2.4mg ~Hi&E L 7=,

FEEH T HN— 2T A v bk G 68 FIEE TOREL(R
S O 68 THREIZ 5%LL_E IR TR 2 Bk L 7= s oEI &Iz L
T, I RRITKT BARK 2. dng DENED R STz (p<0.0001, F
KB,

RFA 2. dmg BE 75 B REE
(1306 i) (655 {51])
R 5.7+0.3 5.7+0.3
HbAlc (1306 1) (655 f4i)
(%) P 68 JE I -0.5+0.3 -0.2+0.3
¥ TOE b (1197 #1) (563 f4i)
) Yy 95.4+10.7 94.7+10.5
ZE I I (1291 #1) (649 )
(mg/dL) Pl 68 JE I -9.2+10.9 -0.4+12.7
¥ ToOE b (1175 f1) (557 )
N x4y 126414 127414
AR 48] it 2 (1306 1) (655 f4i)
(mmHg) 15 68 -7+14 -1£13
¥ TOEAb (1210 f1) (574 )
N x4 8010 80+ 10
PEBRLY) M T (1306 1) (655 f4i)
(mmHg) B G- 68 -3+9 -1£9
FCTOEE (1210 f51) (574 f5i])
N 193.4%38.7 195.8+39. 0
@l Al (1301 1) (649 f)
(mg/dL) 15 68 -2.6+14.8 1.3+15.0
F TOEE®%) (1196 #il) (561 f1)
O 115.30+33. 23 117.14+33.33
LDL 2V A7 - (1300 #1) (648 1)
(mg/dL) 15 68 0.0+28. 1 4.4+25.9
F TOELE %) (1192 1) (558 f4il)
R 51.0+13.2 51.0+12.7
HDL 2V A7 - (1300 #1) (648 1)
(mg/dL) 15 68 6.6-17.2 3.0+15.5
F TOEE %) (1192 1) (558 f4il)
) ) R 140. 9980. 54 146. 36 +131. 68
[SEAVAYAN (1300 1) (649 )
(mg/dL) P 68 JE I -17.5+32. 1 -2.8+33.9
FTOEME® (1194 #1) (561 fi)

TR R 2 REfE140)

BITERNE, AF 2. dmg B 926 1 (70.9%) . 7 F ©ARE 295 i (45. 0%)

AF 2. amg B 77 REE
(1306 #1) (655 f4)
e ) 105. 4422, 1 105.2+21.5
N A OEE ke) (1306 ) (655 fil)
. ] 89.0+22. 7 101.9+22.0
B 68 WO ke) (1212 f)) (577 1)
5 68 I E TO -15.6+10. 1 -2.8+6.5
AL (%) (1212 f1) (577 )
7" 5t e & OREHZE -12. 44 B
[95%(2 #H <] [-13.37; -11.51]
e , 86. 4 31.5
SKEL L Bl (1047/1212) (182/577)
75U BE & DAy B 11.22 B
[95%(2 #H <] [8.88 ; 14.19]

TR R GHEEIE) | FIE% G EE R 5140

a) ZEMTEEE AW TRAMMZMTER%, oIS X 0 5

b) #5568 KT — R T A L b %L ORI A BERL L TR OEIA
o) ZEMELEE MO TR EZMTER, 0 PAT ¢ v 7 BRI L) FiH

THE SN, ERRER GEELLIZHBRE OBIA 5%LLE) 1, AH
2. 4mg BETIZIL 42, 1%, FH#127. 5%, WEAL 21. 7%, A% 19. 8%, W1k
RE 9. 4%, BAKBLE 9. 2%, < V8. 3%, NEJH 8. 0%, IEE 7. 9%,
MEEBAZG 6. 6%, HHIE 6. 6%, 7T BARETITHEL 15.3%, FHI 12. 5%,
5L 7. 5%, W&k 5. 0% T -7z,

(RIS B9 2 EHF LT, AK 2. dmg BET 8 61 (0.6%) 151, 77
TARBETSF (0.8%) 7RA S, (11 1.1 2]

17.1.3 75 RaBE5HLEEHR (ERARSE 111 855

2 BUBEIRIF %459 % BMI 28 27. Okg/m” LA EOHERTE 1210 Bl % xh 5212 il
VEZREN D AT ATV AR 2. Amg, A 1. Omg XU 77 R A 1 A,
68 W[HIRZ F#¢ 5 L7= (ORFH] 2. 4mg : 404 ] (A AN : 42 i) A5 1. Omg :
403 6] (HASA 36 4)) . 7T &R 403 5l (HAN : 47 ) ), 7235,
BRI RAIUAE ST 35 BEE O IRRE S AR TE & 72 5 ATREMED & B L oHIlT &
NBF IS SN, KB P, EREIIRFEOD 2 Y —HIR &
OHKTEB ORI A 4T L TIT o 72,

AFNL, M 1 (8] 0. 26mg TG ABAA L, ARA 1. Omg HETIE 4 B =
LAZ B BERIT 0. Bmg, 1. Omg ~, AHI 2. 4mg FEClE 4 R = & 12 By
{2 0.5mg, 1.0mg, 1.7mg, 2.4mg ~H§E L7,

TEFMEEE ThHN—A T A »inbikh 68 s E TORELILER
KO 68 JARHC 5%LL_E o> R E/D % Ak L 7= g oElI A L
T, 7B RITHT BAHA 2. 4ng OEBMENRT ST (p<0.0001, F
KBM),



AH 1. Omg T AF 2. Amg T 75 R R
(403 1) (404 f51) (403 i)
N 99.0+21. 1 99.9+22.5 100.5+20.9
N RAV O (ke) (403 i) (104 1) (403 i)
ek 92.3+20.7 89.6+21.0 96.8+20. 3
B3 68 MROUE ke) (38081) (388 i) (376 i)
P55 68 lREETO -7.2+6.6 -9.9+8.0 -3.3+5.5
REZAEE ) (380 1) (388 1) (376 51)
7 TR L ORERE Y _ -6.21 B
[95%(Z X [H] [-7.28;-5.15]
AF 1. Omg B & DOFER 2 _ ~2.65 -
[95%{Z X [H] [-3.66;-1.64]
. 57. 1 68. 8 28.5
il (217/380) (267/388) (107/376)
7 TR BEL Oty b ~ 4.88 B
[95%(F X [H] [3.58;6.64]
AF 1. Omg B & OFyA” b R 1.62 B
[95%(Z X [H] [1.21;2.18]

P S GRIGIE) . BIE% GRS 618/ A1)

a) ZEMZEEZ MO TR 2 M5k, S8 L0 5

b) #4568 WIRFICAR—R T A 6 SWEL EORE D & ERR LI RE OFI &
o) FHEMEEE O TRMEZ TSR, v Y AT v 7 EHC LY R

REICRIT 22 OMOFHIEE . MfE, fMEROWRE/ X7 A — 25
T oM B OfERE FRITRT,

REICEIT 2 Z O OFHEE H

17.1.4 TS5 RRB_SERLEEHR (ERARSE [ 858

DRI CLARAEZE, R4S U BIIRE ) OBEE™) 24
L. BMI 7% 27. Okg/m* Lh A 45 B UL - D #kBRE 17604 )72 % A4
2. 4mg BEXUE T 7 B AR EEER RV A1 L R 2. 4mg : 8803 441
(AAN 17T . 7T &K 8801 il (HAN : 180 6) ) . AHl
2.4mg L7 T R ARG DA N b EERRERE FEi L=, 72
oo 1 BIRERRE S 2 BUBE RIF O BE IR N & % IFE 1R S iz,
1) 11906 5 (67. 6%) ANLfHEIEDREAEDZ, 3134 ] (17.8%) HIHASH DL
TEDI, 17T 6 (4. 4%) DRHEENREBO I, KO 1437 f5i] (8.2%) 232>
PAEO D RIRB OB A LT,
H2) R—=RT A URHIBWTEMEZ & 0F L T2 B3 X 14392 4] (81.8%)
JEERFIE A GOF L T2 B 5157 B (29.3%) TH oo,

R b A EERESS, BEOTA BT A o 23R
EE O MAE RIS 2 IRESIAT L bz, AAITHE 18]
0. 24mg "V T LA BREA L, 4 MR Z L ICBRBEYIC

0.5mg, 1.0mg, 1.7mg, 2.4mg ~HEFE L7z,

T 3) AR THGR S iz ik - AR OPIEE 541 0. 25mg T 5,

PERIH (in-trial BZHIH) OPRAEIL 41.8 » H Thole, 1HE
FHEEE T B EMEAE D (T BEARLMAE RES (DT,
FEBFENE O A FE SUTIEBBENE AL DWWy DIRPIOFEBLE T
DFFHNZ DN, 7T B RIZxd 5 AH] 2. dng OEERHEA R Sz

(p<<0.0001, FrilA EKiHE0.02281, FREVFRBH) .

e AH 1. Omg ¥ AH 2. dmg B 7T AREE
Bl G 0 (403 ) (404 ) (103 Fi)
— ) 28.7 15.6 8.2
N A I bl A @)
LOKEL A g AL & (109/380) (177/388) (31/376)
P 13.7 25.8 3.2
ISAEL B Bl (52/380) (100/388) (12/376)

FlG% GZ4 6%/ R
a) N—ATA 2 100 O KRERD & ER L TSR OFIS
b) N—R T A b 1SR O RERID 2 R L TR E OFIS

MR, i E R OWREL S F A — 2 2B 4 2 3l A

AF 2. 4mg BE A AN AP R
(8803 1) (8801 441) [95h{EAE ]
A2 (/100 A - 4R
SR H
TEAaLmERELY [ 569 (200 [ 701 (2.5) 0.80 [0.72; 0.90]
FEALME RFROMRER
DL BE 223 (0.8) 262 (0.9) 0.85 [0.71; 1.01]
FEEIEME L 234 (0.8) 322 (1.1) 0.72 [0.61; 0.85]
FEHFEIENZER 154 (0.5) 165 (0. 6) 0.93 [0.74; 1.15]

in-trial BIEHIKIOT — %, KFHGEH A OBIELE Y (1T 76 B E TORMIRTT 2
P— R R OMEERERMI, 18 E EENER & T 5 Cox P — RET /LD HEE L
Too BUT 2A Ry PERBLLARD - IR IL, in-trial BERK TREZTH BEIY
L Uiz, BEFEHEBICOWTE, Al p fE% Cox BN — RET /ML DA a T RE
IRV L, PRIGEIT & MR O A A EAKES o WIBIEE IV CIRE L, REBRAk
DF RO A 2. 50 L1,

a) in-trial BEEHIRHIZIS T 2RE OB A2 EERR L Lz,

REEBRT 1y b —EESE AT 5 FEAROMAEREROIEB

F CTOREM

10

8

HEH T 2N

g

HR: 0.80
95%C1[0.72 - 0.90]

0 6 12 18 24 30 36

Patients at risk

RERBVFTALDOERA)

AFIBE 8803 8695 8501 8427 8254 7229 5777
J54RE 8801 8652 8487  B326 8164 7101 5660

REICBIT 2 FHlE E Of R 2 TRISTRT,

42 48 54

4126 1734 Fal
4015 1672 59

AF 1. Omg Hf RFA 2. dmg BE 75 AR
(403 f51) (404 1) (403 f4i)
O 8.1+0.8 8.1+0.8 8.1+0.8
HbAlc (403 f51) (404 1) (403 f3i)
(%) P55 68 -1.5+1. 1 -1L.7£1.2 -0.3*1.3
¥ COEE (376 f51) (381 i) (374 fi])
354y 155.7+41.5 152. 7+40. 9 157.9+42. 1
22 TR e (395 f4i) (396 f4i) (400 fi])
(mg/dL) P55 68 -36.5+45. 1 -37.9+45.9 -2.3+53.1
FCTOEE (367 i) (375 i) (370 f3i])
N 354y 130+ 14 130+13 130+13
U 440 1 (403 1) (404 1) (403 i)
(mmHg) 15 68 R -3*15 4714 0+15
FCOE R (379 1) (387 ) (376 i)
N 354y 809 80+9 80+9
JEARIY L E (403 f5il) (404 #i) (403 i)
(mmHg) Pl 68 JHIE -1+9 -2+9 -1+9
FCOE R (379 ) (387 ) (376 i)
N 354y 177.0%42.5 175.1£38.8 175.4£40. 8
Keavaza—p (399 1) (402 1) (402 i)
(mg/dL) e 68 A E -1.2+19.6 0.2+18.4 1.8+19.0
TOEE %) (372 ) (380 f4i) (373 i)
O 96. 6035, 90 95.87+33.23 | 95.87+33.35
LDL aba7a=i (399 ) (402 1) (402 i)
(mg/dL) b 68 MMFE | 11.2+170. 1 4.8+32.5 4.5+28.5
TOEE % (372 1) (376 1) (369 i)
O 44.2+10.9 46.0+10.8 45.1+11.4
HDL 2V A7) (399 #il) (402 51) (402 f4i)
(mg/dL) 15 68 £ 7.1%18.2 8.2%17.0 5.1%16.3
TOZEAE %) (372 f51) (375 i) (369 fil)
\ ) O 196. 74+136. 93 [ 177.67=111.72 [181. 70105, 21
(YZARA4AN (399 f51) (402 f4i) (402 f4i)
(mg/dL) P4 68 s E | -12.3+35.6 ~14.0+40. 5 1.7+57.3
TOZEAE %) (372 f51) (380 f5i) (373 f5il)

A R REA G150

A 2. 4mg FE 75 B ARRE
(8803 f5)) (8801 i)
- } 96.5=17.5 96.8+17.8
N A OEE ke) (8803 f4) (8801 #i)
‘ ] 87.4217.7 95.518. 1
85 104 BROKTE ke) (7474 ) (7378 41
5 104 W E CO 9.128.6 20.926. 1
AL (%) (7474 f51) (7378 f4))

TR 2 R0

BIVEFIZ, AH 2. 4mg FE 257 451 (63. 8%) AHI 1. Omg FE 222 45l (55. 2%) |

7T AR 129 B (32.1%) THE SNz, EARRIER (FEE LR
FHOEE 5B L) 1%, AHI 2. dmg FETITELL 33, 3%, MEAE 19 1%, F
i 16. 9%, [HFA 13. 9%, RARIGE 9. 4%, ML E 5. 7%, BEERAZ 5. 6%,

AF 1. Omg FECITELL 31, 8%, T 17. 9%, NaM: 12. 2%, {#54 10. 0%,

ARRPER 7. 0%, MALRE 5.5%, 7T BAREETITI TR 7. 7%, Bl 6. 7%
Thoiz,

BRI, AH 2. 4mg FET 1 RIS Sviz, BRZRSUTMRE A
e (56mg/dL Ai) FEMEMEARMAE 1, A 2. 4mg #EC 23 1] (5. 7%) 51
i, AHI 1. Omg BET 22 B (5.5%) 29 fF. 7" F & REET 12 4] (3.0%) 18
MG SNz, [11.1. 1 3]



EERBIWEMIZ, AH 2. dmg FET 253 4 (2.87%) . 7T HARRET 214
Bl (2.43%) ICRRO BTz, FAREERRIER (BB LI-WEHE 0 S
0. 15%Lh E) 1%, AH 2. 4mg BETITARGIE 0. 18%, APEAASESR 0. 15%,
F#10. 15%, 7 7B AR CIEaEILER 0. 18% Th -7z, F7z, EER
IRMBEIL, AH) 2. 4mg BET 36 3 . 77 BARFET 1 # 1 HRIZRO H AL
B, AR, TRCOERERAFFSE, ROFNHHE LIFED
FEHRSE (BBREEOFRGHIEICE - A EFES, COVID-19 ([ZHET 5
HEFG, FEOEATREFERGR, A MAIEOXR L2555
R OHEIRICBIET 2 A EFS) OAZIELZY . (1L 1.1 &)

18. IR
18.1 {EAHR

AHENLE R GLP-1 7 u s Th Y | K GLP-1 2MEM & 45 GLP-1 %
R ERPAITHES L. cAMP S A BN &8 5 GLP-1 2 A R/EE) SR &
LCEHT %,

AENIT VT I LA L TRENC K D0 ORIER N7 VT T v A
DIKFERTEZZONTEY, £727 I/ BERIZEY DPP-4 1285
SrfRicxl LT E R R Lok v TERDEREET D,

18.2 EE/ER

FERERFRER 2 D . AHFNZ GLP-1 Z AR E N L CRFEROMEF TR
BG4 % eI T 5 5 K TR O ICEEER T2 b0 B2 bh
Do Fio, HbE. GUR K OURHPAZE & To a5 1 2 I L O #2
MERAZA LT, SMRICHIERT AL H 5 ),
BEFRMEEHET LV (v AKYT v b)) KRFZENENRE Lz
FEEL. WABLEHIC S U CIRE R QMBI B ORI 235580 b 7,

08 A B S ARG O AR E AR 125\ T AK 2. amg (G 1[4 5) % 68
WG U fE SR, 77 B ARSI U CARAIRE CIREOPRD 1R 5
o, BN R OB BBAEHI AR ORI L0 b K& o7,

F 7o, M OSMEABRF TSN T, A 2. 4mg G 1 [BIHEH) % 20
MIPEG L7 . F R0 A HI o x5O ¥ —#E RN 7 7 2 R
PR LT 3K T L7 Y,

19. BRI HEIEZHIMNE

—f4 B~ AT R (Bis TR R) (JAN)
Semaglutide (Genetical Recombination) (JAN)
452X ¢ CisHeorNasOso
53 f& : 4113.58
[ scEv.
HsC CH;

His—’l:l'><”76Iu—Gly-Thr—Phe-Thr-Ser-Asp-VaI-Ser—
(o]
HO,C
2 WG{U

(o]
(o]
0. NH
0. (0}
\/\O
NG
Ser-Tyr-Leu-Glu-Gly-Gln-Ala-Ala-Lys-Glu-Phe-

lle-Ala-Trp-Leu-Val-Arg-Gly-Arg-Gly

AR - BT N3, BETFHELZ E A0 T UEAST T R

(GLP-1) HifxikTHY, & h GLP-1 ® T~37T FBHDOT I /i

ICHS L, 2 H D Ala RO 28 FHOD Lys 1L, ThEh 2-7
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