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724381233\ T 15.5% (36/23341) & TR23014: /100 A A% (4144) . EEHIT0.9mgn 5 1.8mg -~ L7=438 (235 CT10.7%
(25/233451)) B TON804:/100 A « 4E (3214F) THY. 0.3mgh>5H0.9mg~MiHs L7~ & ELigg L <. 0.9mgn>51.8mg~Mig L 7=
TR BBk E ORI A7 DL INE AL o7z,
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4. BERUVHAEICEET IR

7. HiEROHEICEE TR

7.1 AFNZ, 1H B SUI A B G-9 503, FGIXTTREZR IR R U ANCATHI Z &,

7.2 BIBEEORBELENT 5720, MARIVE5E2BAL, AROWEEZITIZE,

B BREDEON RN EE TR EZEE L, SOITERDFEHE T 551, KR EE T8, 1~2AMOHE
ST TR ATE U, ERT UK O BB O 552 FHT& 5,

(ﬁ’tﬁ}ﬁ) 1), 2), 3), 4, 5), 6)

E NSO RERFRERICTH R (R, TR, B, RIS NS TS, ZROORIERIZ, GLP-1 DH{bE
BT 250U K OSEEB O IHE IR K2 EHEESILD, 20 B G EOFBEZRIN T 51203, ARV E 54 BHtA
L. AEEEIE T AL HN CTHLLMARINI DR E L,

5. BRERAIE
WEERT—2/\wr—o
WIRIAFREE BRARABRO— & GHEE R

i

. o Pop- R

kbR

25 LFR [ N B TR R AFN2.5, 5, 105 pu g/kgDHFIE FEG-% O, RN, Y

NN2211-1326 3245 BYHE S O 2ROV E 2 34

SRR E PN HBR fERERA AFN5, 10 M5 u g/kgD KB TG4 DRENE, FAENE:, Iy Bh6E

NN2211-1551 2445 K O 752116 % 5Tl

25 LFR [ N B 2T MR PR P FR A AFN5 KL N0 u g/kegD B F BG4 D2, BN, gk

NN2211-1591 1551 O 220 2 3

1 FHE N SR [Z3- 55PN AHIE, 20K V25 11 g/kgD SAE Rz T #% 5% D222 R O M4 2141

NN2211-1694 24451

ZEIFH E PN ERER 2T MR PR 5 FR A FH BSOS R

NN2211-1334 226151

SETITAR [E N R 2T MR PR 5 FR A TN 7ZINEOWATHEM LialiR, — BB 2408 H+IE 51288

NN2211-1700 400451 i,

SEIL/ AR E PN ER 2T PR v FRAE ARFHN ESUSEE D OF 5 K OSSUSE B 1 & O 4 T RE ] AR, —

NN2211-1701 264131 5 240 R+ I B 283 .,

201448 H ZhBE X I sh B ToTUE IR | /KGR RS B PR 3R o> — & (RR-AM & k})

FH .

R 15 i

SR [E N R 2T PR 9P FRAE ARFN LR ORISR O OF L L O B PR SR04 C LD ORI E D FE

NN2211-3924 360151 B WA TR PR, 523 [

SELILFH [E PN R 2T MR PR P FRAE AFN A A HUHFN O PR AFREL AL A BUE AR D — B E R

NN2211-3925 25743 1T R b a5, 363 [

201945 H FAER O EAT ABEE KRB0 —& GHIE R

FH N

YR A e

FEIFEE R AF10.9 mg TREFA AHN1.8mg/ B & T0.9mg/ B O ZE K& O M4 L35

NN2211-4174 7 2R R I AR 2608, MEAEREIOAT, FEER. 2R, 2608 DIER 5 HH
46615 (1.8mghf) Z & A THEM Ffe sk

SRR [E N RBR O AR FRREAIC  ROFERFRER (AR, - avd —EHEK (o -Gl),

NN9068-4183 NBAR 43722 E R F 7Y UV H(TZD) . AR =/L LT3 (SU) | F
B RN 5= ) — A HE R 2B 5 3K (SGLT2RAEHK) X7V =FD
81931 WD I L BTER T a7zl b — L3 B HIu TV VRV H

A N2BURE PRI BB et G Uiz, 52, S sk LA, fEVEAED
fF0F, SEENEAT, FEE AR

ARREROVZ 7 NVFREEIZIUNT, AHI1.8mg/ H L% 15 IR 9 3
IO LA 0E R O &t
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i

REE A e
BV AR DEARCRNIAZRE DIEA RN T ABI OB RETT 5, B, Zheik. 2E
EX2211-3748 UN2TRDBE PRI R L IEBEOMT, TEEM, 770 R TRE R LGB
(CVOT) 934044
(2)WG PR ZE TR 5 B

DEERERER

32 e B AN RN FITAAI2.5, 5, 10 % UM 5pg/kg(fRE60kgl 35L&, AF0.15, 0.3, 0.6 5 TN0.9mgIZHA ) X
17 TR EHEBI R T E Uiz, 2.5~ 10ug/kg DA KB 5% O BEMIT BIFTH -7, 15pg/kg 552 T, 6643
BN B NGREE I FAS AL DR E O FH G (O ) QMR M) 23 i SV, 2.5~ 10pg/ kgD AR F 3 52l L AR M
1HED o7, LU EOFERICEE-SE | 15pg/keMERE A AR A BYEICRIT 2 I 5% OR K A B THHZ EARESh
77

)R EHREHRY
At B AR AR BB 24051 2 5t G L LT, AA5, 10 N 5pg/keg((AE60kgk 35 &, AAI0.3, 0.6% 000.9mglZ4H
MNEIT T T ERESHE B RAE R TR EL-, 723, AHZ LA E 1 5ng/ kel U T E K FH& 5 L=, 5~15pug/kg
DR EF ORI ERDHE T, BRI EH THAIEN/RENT,

MM EERIREE REREHERY
H AR 25U PR3 2 AT+ DR 15012 6 5 L LT, AHI5 K O Oug/ k(IR EE60kg: 3D L, AHKI0.3 K% VN0.6mell il )
FE T TR B2 M A R TG LT, 7238 ARHKI A 1B R 512 5ne/ kel U C i 2 F#5- L7, 5~10pg/kgd
AEFTOLZEMEICRIBERDH ST RERMIZ R THHIENREN T, AFIEGITI0 248/ 0 B4 73 i B
avha— b, ZEERFMEE O T KOS AU b DM A 7R LTz,

HREHREHER O
e H A AR N B Mg B g 2401 256 G2 & LT, A5, 20 K% O25ng/ke(RE60kg+5&, AF10.9, 1.2 % U’1.5mglZ
M EFIE T T BRE B B TS L, 7ol AH% 1 B 48 125ng kel L OB R T 5 L=, 15~
25ng/kgD A B FETOREMIZMME/ R DM 1T BEEXRF THOII LN RENT,

QRERIGIFERAER
DEIHEAE RIGEHER™ ™
H B < SRR AR T PR PSSR B 51 TR I TR 0 2R R FR A &t 42 &L, 4 (0.1, 0.3, 0.6, 0.9mg)
OERKN R O T FE2ROIMED M — 295 i - S BSR4 5,
X G B PRRIESUTRR OB RIS SE R B 5 TIR I HR o0 200 R 993 B 226151 (AA10. 1mg: 4541, A#10.3mg: 4641,
AF0.6mg: 4561, AFHN0.9mg: 4445, 7T &R : 4641)
R BT SRR EE MR (148) 1285 ARSI TRER teisk R
B 5515 AR#00.1, 0.3, 0.6 X130.9mg/ H X7 F&/R1 H 1A (FTREZR[RY | 4 B [F U (IR TS L=,
7285, 0.6 % U0.9mg/ H AL T, AFIOF 50130.3mg/ H LVBALAL . LERZ £120.3mgd >HiEL7=,
& B A=) — T U RRA N THHIE 5% 14 OHbALcL, FEBINIEEME T AR DB T-, (p<0.0001), F
7T RREDHEIZBE O TH W T OR SEEICB O THHbALcO H E 2K FA78D 57z (p<0.0001) ,
TR B AR T 26.9% A (= M — /LT (6.2%A3) UL B (6.2%~6.9%A0) ) A L= FI &1,
TSR GRETUE (2.2%) | 0.1mgf 5-RE T3 (6.7%) . 0.3mg#% 51T 134 (28.3%) . 0.6mgfk 5-1ET2445)
(53.3%) K TN0.9mg#% 5-HE T 2541 (56.8%) Tdro7=, Fi-. ZAHLDIERDHE0.3mgt 5-FED 15 (2.2%) |
0.6mg# 5 RED6H (13.3%) & TN0.9mgf 5-HEDIB] (20.5%) 23, 6.2% AT 2 2R L=,
BIRE) = RARA LV N T D 22 MR LB & VB I EIZ DWW Th & 4« HEEINCE IR T 0380 b
72 (W45 p<0.0001)
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10.5- oo EIR—H70.1mg8¥
10.0- 1 -8 EQI\—tF"‘O3mg§¥
95| A t"al\—tf*‘o.ﬁmgﬁ
9.0 —e—o E?I\—U’EOBmgﬁ
3 8s. oxx TSERE
S 80
_<‘§ 754
I 7.0+
6.5
6.0
5.5
0 2 6 10 14 GB)
Eoh—1°0.1mg(n) 45 44 42 43 43
Eo—570.3mg(n) 46 46 45 44 43
Eoh—06mg(n) 45 43 44 44 43
EoR—1%0.9mg(n) 44 43 42 4 42
IS5tR(n) 46 46 41 40 38
B 5 R T OHbALCOHER
(OFEEEREER
DA R

OBIRFEERILR= LI LTEE (SUE) BIREREE D EEE)Y

B B ARk A IR TN R AR UM PR 9 SR EL A 52 TR T O 2R IR BB Ak G UL ARH
0.9mg/ A BMBIEDOA IR OV 2k E, 7V 7T3R 5 IR EL TR 2,

it G RERE ST FRIBIMARR OB RF AN 51O TIR R A 8B M LA ESEHEL QU228 R i
40001 (AF e 5-1#£26861, 7'V 7 TINFHERE13261)

REpJ7ik: ShEsk IR E e Mk (240) K OYEE Mk (281) 1212 ME1FE 2 (b FEFE S FRAFATHER] b e sk

e b 5vE AFI0.9meZ 1 B 1EE T AT TS, HLAUTZ VAR 7F53IR1.25me% 1 B 1a FART TR &%) X
2| (14 N ENRRTDUTIRRE) RO 5 L7, AFIO#E130.3mg/ H LVBALAL . LEMZ L120.3mg
FOWHE LTz, 7V TINOEE31.25me/ H XVBRAAL . #5-#4308122.5mg/ HIZH B LI,

b B IIASI—URRAU N THLE 51424 OHbA LA HE L U= Mo Fa— U SR L T AFID 7Y~
VITIRICH T AL ERN R EES I GES T~ —0:0.4%) , AR ERECIL, #5-%248 DHbALclE
NR—=ZF A NS T8UE T LTz, #5924 DHbA LS AW B LT 5 6. 9% R & 1/ L= 4B D&
Ald. AFEGRET26.9%, U 773N ERETL0.6% Tdho77,

P& 5.14% 24308 D 72 JE R MUBEAE (FPG) 13, AFI# G- B2V T137.2me/dL, ZURU7FIRBEG#EIZIBNT
150.1mg/dL Cd> > 7= (p<0.0001) , $ 5-1% 2438 O & 1% M (AUCrc, oan) 15, AFN B HHEIZIB N T
577.54hmg/dL. 7'V~ 753 EHEIZIVVT670.60h - mg/dLTH-7- (p<0.0001)

10.5 e JURIISZREE
1004 |1 oo POR—HOEE

=

554 MeanxSD

HbA1c(%)

0 4 8 12 16 20 24 28 32 36 40 44 48 52 (@)
Eah—B(n) 266 262 255 250 248 246 246 239 235 232 231 227 227 225
SUNUHSSERM 132 130 130 125 125 122 120 120 118 115 115 113 111 109

HbAlcODHER ($% 5-14521H)
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Z
I
[1v]
t
A
Ay
< -1.21
3 - -1 ;8 Mean%SD
BES =" (n=263) QFI~255 FR(N=130)
HbALlcDR—R2F AL BNV B (Fe 5% 2418)
P<0.0001
[
30 4 27.8
E_ 20
e
S
5% 108
% 10
0 .
W7 h—iR{n=263) [OJU~o5E MEN=130)
BEREVWAREEEDR. A—A 51 A MERTRE LEOVRAT r v 7 EMETIN
$HbALc 6.9% A OIEFIDOEIA (LOCF) , #HT & 4213, _—AF A2 DHbAlck
BRSO FI ] AT REZRHDA LD B D AE B
HbAlc 6.9%ATm 2Rk 2 ($% 5-1%241H)
5142400
B4k . = \ —
A § . E*: o | mem N | Boh o RTE | R Osu{EEIRR)
(FEHERR 72)
AH 263 7.38 (0.07)
HbAlc (%) 9.30 T — -0.51 (-0.72, -0.31)
TYRUIFIR | 130 7.90 (0.10)
A 261 137.2 (1.9)
FPG(mg/dL) 202.6 B s -12.9 (-18.2, -7.5)
TYRUIFIR | 130 150.1 (2.5)
. A 243 577.54 (9.53)
AUGre, o-an 888.63 L -93.05(-119.61, —66.50)
(+mg/dL) TURUIFIR | 119 670.60 (12.69)

52 M RIZBWCHERGE BB LUIWRE OB SIXWEE CRE CTh 72 ORAIBE 58 :91.4%, 7V~
IIINEGRE91.7%) , Fio, BBLIZAFERFLOKESTREDOER ThHoT,

D7ed &b 1 BET 5% LA EOBERE ICERD LN A FHFGUL, BIREAK, THl, EROEORIE, (B, H0IHE.
BRI MERENRAE | R L BEL B ORBRIR RUE Sk, @ ILE L BEEE . AMEEEE R Ch o7, b @
TRELZAERGIL, MEEbICERIRNTER TH o7, PR, i, B AP L LA U H5hE
DOEIBIL, VR TIRF GREIC AR Z ERE TR -oT,

AR MBS X E SN ed ol TR TOMRMBEOFB L (BEERE 1 Hld7-0 | FOFRBEITHE)
V&, ARAPGHET 0.7 1/ N AE KO VR FIRFGRHET 3.8 1/ N 4ETH -T2,
BIGEEDOFEFLARBLHRET OFIGIT., 5% 4 BETIIZINI7FINBE SR AAH 1
HRECTEDTZN, ZOHBITFERECTH-T-,

R—RFA T, VT NVFRHUE L Y GLP-1 Z X FURIT T R CTOPBRE TR ThoTe, #4514 53
BV TARAIER 5HED 33 5] (14.7%) TUZ 7 VFRHUKRIGIEDR RO B, D55 16 4 (7.1%) Tid, GLP-1
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RXFURIZ DWW TS M Th oz, #5.% 53 MBIV T 7 L F REUREME ThoT- A K% S REO gk E 123
VT, HbAle DR—AT AL 0% 54% 52 IIZHT TOHMITERO b -7z,

@RILKRZILY L7 EE (SUE) LD BEREEY™

H Y
xt ES
E S
& 5 5k
i R

SUSRA % 5 vh O 2B RIS FRE 256 B2 L L AA10.6me/ B} 1N0.9mg/ H LSUBKE D BE RO A 1% K
O 4tz SUSEHUIER LA X IREL TIRET5,

SUBR (Z U IFIR, ZVIF5DR T Z VALY R) (TR T 02 FRI% 2264451 (A710.6mg + SUZE
T 88451, AHN0.9mg + SUSKRE 8841, 7 TR + SUSERE : 88451))

o SR B S RBE (2408) R OGESMRTE (2818) 1215 MEVE LAY S BAN AT RERT ik B
o AFH0.6 X130.9mg/ H XIZ 7 TR %1 B 1B XTI TSR L, SUSRARTTREE D R K OVH 8T

A$eE Ui, AR O#E130.3mg/ H ZOBIAAL . 1M L120.3mg 3 Wi L7-,

TIAS) =T RRA L N THDE G124 OHbAlcAFEHE L Uiz M= hr— L BT A#10.9mgs
SUSE LD FRTE D SU SR BRI (2 5eh 4 A E DS EES FU7z (p<0.0001) o ASH10.9mge SUSK DO i %
IEESUSEHMBRIE L ORI B AR B2 | AH0.6mgd SUIKDOF A ik & SUSK R L L D
A L ARF0.6mgE SUZE L O Jf AR T2\ TH SUBR AU VA I3t T2 E N B b7z
(p<0.0001) , B&5-#% 243 OHbALCHIEIE B AZCTHDH6.9% AT 2 2K LT- B E OB A 1d, AH#10.6mg+
SUGFAFIERET23.9%, AH10.9mg+ SUPF R ILERE T46.6%, SUBLIHIEIERE T4.5% Th o7z,

105 woox TS ER+HSUEREE

10.0- eee I:"bh—b‘::“"o.ﬁmg+5U§§¥
95 eee EUN—H0.9mg+SUSEES
9.0+
85-
80
7.5
7.0
6.5+

6.0
5.5 MeanzSD

HbA1c(%)

0 4 8 12 16 20 24 28 32 36 40 44 48 5208

Eoh—T"0.6mg+sUREt(n) 87 84 84 83 B3 83 83 82 83 81 81 80 80 78
Eoh—%0.9mg+SUEH(n) 88 87 85 84 85 83 84 84 84 84 83 B84 83 83
IS ER+SUSEEE(n) 88 88 8 8 79 75 75 70 68 68 68 67 66 66

HbAlcOHER ($¢5-#25218)

0.0
g -0.5
I%!-"
B i
by 1.0
)
R
Q 15 4 -0.40
n
D
¥ .20 \
257 -1.49 -1.59
H B h—120.6mg+SUE (n=86) £~ b—1°0.9mg+SUEKH (n=87)1 75 4 +SUE (n=88)

Mean+=SD
HbALlcDR—2F AL D bDZEAV B (F 54 241H)
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p=0.0001
) | p<oos p<00001 |
. 50 | | |
) 471
# o
"
XE 40
®e T
:
3
£ 20 4
4.5
Q4

[ £ F—450.6mg+SUREE(n=86) &' & b—120.9mg+SURE (n=87)] 75+ +SURR (n=88)

HERBUWERERENR. =251 AAEZRXRE LAOVAT  y TEAWETL

$HbA1C6.9% K DIEFI DEIE (LOCF) o FFHT x5 1%, X —AF A DHbAlck
B -t OF I ATHEZRHbALc b HE Bl

HbAlc 6.9%A T B2k 2 ($% 5-1%2241H)

B H-A% 24 O ZE IR fFEEIL, AH0.6mg+ SUDFFRIEREIZHV N T132.2mg/dL, AA0.9mg + SUPFHI
RIS T126.2mg/dL, SUBMERIEREIZ IS T158.5mg/dL Tdh-72 (W9 1o F & #EEp<0.0001),
514 2438 O £ #5 U BEE (AUChe, o-an) 1. AH0.6mg + SUGE A BEIEREIC B T614.58h » mg/dL, AHl
0.9mg+ SUBEFRIEREIC U T575.50h - mg/dL, SUHAMFERIEREIZ BN TT725.72h-mg/dL CTH-7= (W T4
DM E#£Hp<0.0001)

&5 e 5142438
HH RG] £ it N e/ TR F 72 (95%(5 48 X [#)
DI (FEHERRE)
AF0.6mg+SU 86 7.41 (0.11) -1.02 (-1.27, -0.77)
HbAlc (%) 8.84 AF10.9meg+SU 87 7.14 (0.11) -1.29 (-1.54, -1.04)
SUZE Bl 88 8.43 (0.11)
AF0.6mg+SU 85 132.2 (3.5) -26.4 (-34.5, -18.2)
FPG(mg/dL) 171.1 AF0.9mg+SU 86 126.2 (3.5) -32.4 (-40.5, -24.2)
SUZE Bl 87 158.5 (3.5)
AH0.6mg+SU 83 614.58 (14.75) -111.15 (-147.61, —74.68)
gun(fg/du 767.28 | AHI0.9mg+SU 84 575.50 (15.01) -150.22 (-186.32, -114.12)
SUZK Al 71 725.72 (15.71)

52 I RIZBWTHEHEGERBILI-EEBRE OB GIE, MEECRIBECTH 72 (KA 0.6mg+SU Jf L
7£:95.5%, &K 0.9mg+SU PFHFEIERE:89.8%, SU BB IERE:94.3%) , £z, BIILIZAEFEZO I 7y
IR EDHE ThH-7-, BRFEEDHEHSEFRHLIWRE OBIAT, # 5% 4 8 ETIE SU BMRE
REICEE _AFI+SU O RRIEED 2 BETEN -T2, TOHITT X TOBETREEETH- -,

BRI AETHS S e oz, T CORMBEDBLUES (R 1 F1H 720 FEOIEBLAEERITHR)
1% 3 BECREBETH 7= RA 0.6mg+SU PEFIFRIERE 3.1 1/ A 4, AH 0.9mg+SU OF I REERE: 3.7 14/ A -
4, SU BUMUBIERE 3.0 £/ N -4F).,

NR—=AFA Tl VT NAVFRPUR L Y GLP-1 ZXHRIE T R COYERE T ch-oTz, H5-1% 53
[ZBWT, AHAI0.6mg+SU BFFERERED 13 61 (16.9%) K& OAHA 0.9mg+SU Hf FHFRERED 14 41 (16.9%) TV
FINTFRPURGPERRD DAL, ZOIHZIEI 115 (14.3%) O824 (2.4%) 1%, GLP-1 22 X HUAIZ D
ThIBEMETH -7, 7235, SU BMURIERETIL, U7 A FRHURB TS SN ed o T-, AF+SU BFHE
EHEOWT T, #5144 53 BIZU T 7 VT REUEBE M Tho 7o #BRF 12350 T, HbAle D_X—RT A7)
SHEA% 52 BITHNT TOHEMITERD SN D T2,

QEOMERRELDH AL

H

B R BRI EAC o = hr— L ME DIV TR IR R P B8 A et G & L CRE PRE R P 36
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it g

A BTk

& &7

HAIGEH T CORF D20 o OB 2 a5,
R B PR 75 3 GRRZNRLA > AV P IMEER . ANRA Y o Va2 —PRHERI X TTF TV R
FI) BAFNZ TP 1 o0 2004 PR 75 585360441

s S, FEER, AHG RO AR EORRIC L DR 2T, FEH5 R (68 1B R HE 212

FOOEMRE) | AEATRER] FeieA R

: AHRHRORE FUHE R 3 2 Jg B K - L U TR 2 B0 ATT 24T L AFILH 0.9mg (24061) SUTEINO#E 1

PEIR I HE (RTR IR S B AP IC LA HA, BN CTHRGRIN-ZhRE ST R, BB R OV EIZHES, PR
%, DPP-4[HEAIS161], AR 306, a7 /LvasZ—BEAI66], ALKR= L TLTHI145], F7
VU RIRFISHY, SN BLA L A 53 MR AA5]) (120451) %, $ 5-F1 O 1 s IR IF IR S OF L CTH2i8
B51L7-,

BHA£52 2BV T, B OB RIF SEA BN U724 OF B TE & bui L C ., AAI &A% 0 BE PRI S O OF A
T, HbALcOH B T AFBD LT (72 ORA &A% 0UbE IR 53 SO OF F L — 1% O RE PR J9 322 4 OF A 7%
1) OHEEAE : -0.27% [95%(F X [# 1 -0.44; -0.09], p=0.0026],

e 5-1% 520 OHbALe M EWE B AZ THDHT.0% AN & FEk LI BRE OEI A 13, AF LR Db RFEO N
JRIET64.9%, % 10 BRI KA O B 1L C45.8% T o7z,

108 FUBE PRIP He2 A B A
e RFAHE DRERPEEGE ]

0 4 8 12 16 20 24 28 32 36 40 44 48 52 (@)

10.54
10,0+
9.5
9.0
8.5-
8.0+
7.5
7.0+
6.5
6.0
5.5+

X

HbA1c(%)

HbAle (%) OHERE (SFH4)+SD)

B OB PRI SR & O BF FHFRBRI T BIT DHDbALc(h) DAY £

N ¢ 5-BR AR BeH#52BETOLILE

AHI+E D BE R I SO H 239 8.1 (0.8) -1.21 (0.90)

BEEHRIA L R Sy PR A 58 8.3 (0.8) -1.18 (0.96)

AR 61 8.0 (0.7) -1.02 (0.97)

o -7 a g —Y I EH 621 7.9 (0.8) -1.23(0.85)

FT IV I 58 8.0 (0.8) -1.41 (0.79)

& 1 BE R I 3241 0F H 120 8.1 (0.8) -0.95 (0.74)

BEEHRA L R Sy PR HE A 31 8.1 (0.8) -0.94 (0.92)

AR 31 8.0 (0.8) -0.91 (0.74)

a -7 Na B —ERHEH| 30 8.1 (0.8) -0.88 (0.58)

FT IV A 28 8.1 (0.7) -1.06 (0.68)
SEFISD) ARG OF| A e HbALcOAE AR I U7 E 51l 2 fR AT 45 B 2 S B4

TERAARMAEIFROHALT, WA T MEMAE (S E<B6 mg/dL)DIEBLIZ A 7e<, 52O 5-Hi
V2 AT A% 1 K PR IPS 3 0D B T 7 1 T 240451 Th 24511(0.8%) [ o — 7 /v s & — P RH A FI G 1 :6 3451 T 14511(1.6%)
FT YV R IEENDE 5861 LBI(L. TS F TR, 1 0 B R P HE2AI OF L C 12041 Hr 241 (1.7%) GEZD
AL Y LA WMIEER BF T < 3L T 14511(3.2%) . T 7> V00 A G F 28451 v 14511(3.6%)) (2 2R s S
7o ERTRWRIBEDOPEFRE 1A VERSH -0 OFRBUFEUL, AHI LR 0 FERF SO OF A% T0.034/

N A R R PRI 2 A OF R C0.021F/ N - CTh o1z,

@R HE DB REET

H B AR EA A RHFN O G RFREO G INE R R M| A A SR R a2 xR E L TR 5,
xt Gi: A A HE|(Basal A AV IRETA L A T Basal-BolusiE I TIEHE HF O 270k [R5 B85 25745
RBF I SRR, EHEMR, AITEEOA A ERIEOREIC I D @R EA L., WATRER iR

&5 5k AEROA A RIELEIR AL U TRAIEAEID AT 2170 AK10.9mg(12761) X277 'R (13041)%

LA LA, A ARG L TI6EB G LT, A AV 5813, #5-BRIE1H% O] D 1638 [ Tl
JFHIEEE L, D% 020 BTl H DI E IS MBEHE K O 5-BiHEI T A5 AhE-> TS
77
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i R TIASI—Z U RRA VI CTHEHDALcDN—ATA L HE 5 #1660 FTOELEIZEL T, AKlLA
AV ([E ) O P RFIEDA 2 A o BAFRE(E E & 77 2 R 0N xS A E M 2 RGES iz
(BEZEORAN LA 2D DO FFRE — A A BARFEE) OHETEA : -1.30% [95%(5 #H X [ :-1.47; -1.13],
p<0.0001), A AV 5 BAFRE L7 W% & T 5% 36 DO CTh . AAFILA 2V OO APRE
DAL A BAMFEIEN T DI DS R STz (B CRB &AL AV OO RTE — A A BAE
) OHEE N -0.81% [95%(Z HEX [ : -0.99; —0.63]. p<0.0001],

5416 OHbA LA B CTHDHT.0%KIM 2 ERK LI BRE OEIB1EZ ABI LA RV OO L
T52.8%, AL AV BMMFIET3.1%, $E5-14361 Tid, ARAIL AL AV OHfFFETE5.9%, A AU B
MFRIETI.3% T o7,

10.5 s T+ AU
10.0- e FE|+ AU
£ -
0 4 8 12 16 20 24 28 32 36 GB)
HbA1cO) DOHERB(SE £SD)
N Bt 5 BAAA ¢ 5-1% 163 514361
AFHA A 127 8.8 (0.9) -1.73 (0.88) -1.68 (0.92)
Basal 50 9.0 (0.9) -1.87 (0.65) -1.61 (0.86)
RAEIA A 50 8.5 (1.0) -1.61 (1.08) -1.81 (1.02)
Basal-Bolus 27 8.9 (0.9) -1.68 (0.79) -1.58 (0.82)
AV A BRI L (77 OF ) 129 8.8 (0.9) -0.43 (0.64) -0.88 (0.75)
Basal 50 9.0 (0.9) -0.41 (0.60) -0.66 (0.81)
TBATIAY A 51 8.8 (1.0) -0.53 (0.72) -1.14 (0.67)
Basal-Bolus 28 8.6 (0.8) -0.31 (0.56) -0.80 (0.65)
EH(SD)

TR MM LFRD BV o7z, R TR MEMAE(IHEE<G6 mg/dL)iX, 361 MO G HFE Iz, A
FlLAL 2D O PR T L2745 11 4241(33.1%) (BasalA o A2V : 504 HF1 845 (16.0%)., 1B S A 2Y 150
BIFR21411(42.0%), Basal-BolusiFik : 276141 13451(48.1%)] . A2 AU > BUMUZEVL T130%1 36 41(27.7%) (Basal
AL AV 504 A4 (8.0%), IR-RATHA L R 5245 F12341(44.2%) . Basal-Bolusi ik : 2861 H1941/(32.1%))

TG STz, BHIEA AV OFF RE Tl D ha— U381 AN HE RS L=, R TR

UM IILHE DFEENZ | AF &AL 2 DOFF IR 208/ N ) e O 2 RV B34/ N - 4R C
HEEITBD LN T2 (BEORAN LA AV OB FRE /A A B ) OHEEE :0.94 [95%1F
FEIX M 0.52; 1.701],

®1.8mg/ BDEMMERUVREH DR BhEEY

H B AHI1.8mg/ H K 10.9mg/ H DA ZIE KR LM ki a3 2,

*f G AHK0.9mg 1H1EIOKE T GICEDIEFRTHom o ha— 3550 ian s B A A 28D R I5
46611

KB OF ko ZHERRIEE. BIEAL, FEE MR TRER LR
B 5 5 AF10.9mg/ HICX5 1208 B OB 2R T _HbAlcz§7.o%uLf-3%>of:%&%ﬁ%‘ﬂiﬁﬂo.gmg- Ho# 5

Tk A EECRAN0.9melE) SUTAA.8mg/ H £ THBE 4 58E ORA1.8mght) | EEAEA I ZEBIS 1T . zﬁﬁu
1.8mgRETIL LAMIC0.3mg$ D, 1.8mgE THHE L 7=, A<H10.9mghf K& OAHKI1.8mglEiZ :tz!zﬁl %2638
(M) F 5L, AHKI1.8mght TIISOIZ26 IR L €, B amamit Lz GEEHIM) .
b B YUY NRA LN ChBE %26 DHbALcDZLEITHOUVNT, AHKI1.8mgDAHKI0.9mglZ %
DR 75%@3&‘5%71[%‘%(2&%1 8mg—A<#10.9mg) OHE Al :—0.40% [95%(Z 5 X i : —0.55;-0.24]
p<0.0001], Be5-%2638 1235V T, HbAlc 7.0% A2 Ak L7- 95 E OEI G 1L, ARH1.8mghfT22.7%, &K
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F0.9mgfET7. 7% TH 77,

. B 51406 T By
fbAle() | N AAER IO (LAt (95% 34X )
AF.8mg | 233 8.14(1.02) 20.23(0.90) 0.40
AF0.9mg | 233 8.10(0.87) 0.17(0.85) (-0.55; -0.24)

AN : Y%, I (FEYERZS) | BRI 72 B/ — R F8[95% (5 #E X M1, LOCF
a) WG EER, X—2F7( DHbAlcA LI B U= 355 BT

2638 M D FEHAF L W NOREIZ BTl H R MU S i e e E R i A s S h
7ol [ RIS CRENER T T2 I L D) SUTARMAERE IR 2115 ffE i (i) 23
56mg/dLASH RIS ], IR O RAIO3E M (A EWHE M) 2B W T, BIBEEOR FHFL a5
BT OB B IIAFN0.9mght & HLle U CAKIL.8melt Trad > 7228, VOB CIERIRE Th-o
7oo EEMIM L OERHIF I, Z2MECBE 32872 B S FHEITRD LR o7,

©1.8mg/ HOEHURUVREM DR EOBRBREEDOHAERE"

H Y

xf 4

HBR G E
B 5 5%
i 3

DR EHR

UVZ7NVFRL8mg/ A A AV FTIINT IR OA AN FTIVT T /VF7T7 IVTFROFNE N V24
M 15,

B ORI IEA] (AN | a - vav X —EBHER], F7 VIV RIER] ALHR=L oL T Al
SGLT2PH.ZE K ST H A L AV L S5 WMIEHER) (2 LA TRHE Ty 7e oy e — 3 G5 CuvZeuy A
AN 2R R I B8 19451

ZhEak R, MAEA L, IEE MR, treat—to-target, A THER HLigeaER

A1 1.8mg (27341) ZFe 5-h O 0 FEFR RIS O A L Co2 B 5Lz,

PLTF AR O REi# T2,

BEA L2 0 B IR KB D F% 544523 121 BHbA LD B L BIE, L FDEBY Thote,

HbALe (4) N £ kS el
A RFLI 47 8.30 (0.90) -2.09 (0.98)
o7 v a v A —EHEA] 41 8.30 (1.05) -1.90 (1.09)
FT7 VPR IEHA 42 8.15 (0.94) -1.84 (0.80)
AR = L LT H 42 8.44 (1.08) -1.56 (0.93)
SGLT-2BH 5 3& 61 8.33 (0.91) -1.74 (0.89)
WA o 2 ) Sy WA 40 8.38 (1.11) -1.67 (0.76)

SEH(SD)

R ARMUBEIERR D a7, TR SR MU B e S PR MU 233451 (AL = v oL T
F 201 HENRA LAY SRR L) (S FH AR S [T FORZMRINE CRIERE IR 22 5048
(28%) SUTAR MR IR 2 A MU (i 5%) 2366me/ LA M O A BE ],

OLME AR RINEVEIR B E IS T HRARLMHES

H Yy

xt o G
RER T
BH ik

AES:

DR B OYARZ I EOER A NS JRIFIZ 33U T, AR HETRIEE (0 M8 SR AR S OE RIS L%t 9~ 76 %)
AR T T T REBINL ., 3.5~BER G L= XD LE AU hOFBL T 2 5854 i i a1 5,
F72, BERANCEER S T OO ST A2 IR L, FEHEERE NSRBI DARI D4
PR OB R 7 TR et 35,
DA AR EURTHIENNIE B A A 2SR I E 2934045
E(42~601 A M) | ZhEsk. ZEE., BELFMAT, ZEEMR, 775
HBEZL1OEETEELEVATL, Mo bo— v fE K ONREDTART A HIEEEAEER T DT
¥ D B T R0 D i A TR RS/ E D IEHETR R I IN 2. T AAI U7 TR %42~600 A 5Lz, &
BIZ, TATAZA N A~DF AR OB MR IE DS X 7z, ARFNOBEH130.6mg/ H 258460, HARIZ
0.6mg$ >, Fxm AED1.8mg/ B £ THi LT,
* BEARGRO AR R OH B EARRBRO AL CH BT R D,
FAOMACE (LS 5E, FEBIEME DA SE & OFEBSEMERN A ) R BT 2 F TORFE O N —R o
HEEAEI30.87 (95%15HEIX [ :0.78, 0.97) THY ., FRNHESNIZFEE FIEIZRE, AFKI1.8mg/ H DT7T1
AT DIELERRFES L, 7 TR LU T, D E VAT OEEANEFRD HIRh -7z,
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B ANTFEBLLI=MACE (L & 5K 325061, FEESEME DR ZE | FEBSEMENN 22 ) OIS HLIR I
77/ REE (467241) AFIEE (4668%1)
ARURHEZ B2 KOIEESILIZMACEDS S B L7 iR 14.9(694) 13.0(608)
(I BB 4.9(227) 3.9(181)
FEEIEME O R IE 6.5(304) 5.9(275)
FEBBEIEMM A 3.5(163) 3.3(152)

FEHEN G % (FEBLFIED)

ARV NHEER BRI L E ST 2NERE S 2 3 B L T B 38 O E A K VBN B 5720 D LS.,
AHIBE0.4% (18/466811]) &7 F B AREE0.5% (25/46724) TRIFREE TS o7, T TR 2 DR MRS LIS
AMERER Th T,

(5)BE- FEINHBR
R L

(6);aARAYfE A
DEERRIERE (—REAKER, BECARERE FRRELERRE), RERTRT I —IHE, BERT
REERHBROANE
O e plm i A RHEA)

H Ay A E 2RI I 1T 2280 RIS FE B 136 T DA AR LIESUAIL D BF
RIEDO LR MR A AR L,

A Rk g7 5

XRBHE 2 BUE IR A

SEIE AL R BIUSURE B11% 4,050 {1 (H AFERBT %K 3,600 fi)

TRt H <EZEVERETEE>

RIBE, SVERES . IBPAZE, BIBIRE | A RV kIS B R R T
R—=3 2% G tem Mg, 7LV — RS K OTES LB . HHR Bt (R
W C MRS | BrAEY., DILE RVAY BRI T &lE ~DR 5K
BN, BRERE BE ~OREGRIIBIT oM, IRRERE &
~OFRERHZRBIT DA

<AHNEZEE T DG S >

A HERIR ISR T DRI G- R OA D1

A TRASHAM A 23 A5 7 A 19 B~k 28 £ 8 A, BIEUN] 3 &
FhiER
<ZZEME>
L2 A NERAT R SE IR 3,685471
e bk v JEHES
REMENER T T CGEBETA%) | R IR e AN
HERFFESNCIRY
A o ! 2 (0.1) 38 (1.0)
LR 0 2 (0.1)
JIbs P 2% 3 (0.1) 2 (0.1)
A IR A 7 (0.2) 316 (8.6)
%\’ny%m/l;%icdioﬁﬁfﬁﬁ/ﬂﬁ/]\ A% 8 (0.2) 42 (L1)
SR 7L VA — UG B ONES SR S 2 (0.1) 28 (0.8)
R ETENY 27
FOIRIRBERRE (HFUIRIRC MAREEE) = 0 1 (0.1)
A 16 (0.4) 1 (0.1)
DIAE RY A7 (DMHFEZE, R EPOE ,
BRI, I A b, ABRERETB0R 7 (0.2) 0
D&Y A2 (MACE) %10 7 (0.2) 0
MedDRA/J ver 19.1

TEAERIZIHBVVTMedDRA JEAZE (DL, TPTJ) . MedDRAE#ER ZRA (ML T, ISMQ) ZEDMedDRAIZE IS
M1:PT (RIS T 2 RIVEA - i YiE
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¥2:SMQ AbERER (BR38) . BAEE (LA T, THLT)) bk KOMBIERE OV msii% 2 32 RIFEF - [ YyE

X3V —7 58 (HLGT) LB HZs B L OPAZEICRE S A RINEH - I YYE

HAERERIRHE (LT, [SOC)) BB I3 32 EIVEH - e

5 BTRIERDA L RV ARFEOPT i U352 T D RIVEF - YL E

¥6:SMQ AFERERHIIN IS KOV SR 2 A B SO BERE (5628) . SMQ BUE (%) . SMQ 774 7% > — Rt (%) |
SMQ FSERERITER O3R) . SMQ T 747F% v — /T F747F% v —Hkay 7 RiE OaR) . HLT #5380 ENEC, HLT
FENEAESOS, HLT PSS, HLT 5 3 X ONE TSSOV TS + 2RI A - Y

MT:PT FURIRBEERRES . SMQ HUIRERESAERETE (k) OV T I ICi% X 3 BRIVEH - EYLIE

¥8:SMQ EMER X OFEHIA O RIEF A4 (F3%) . SMQ EEBS LUREMIR O ILEFT AW (338) . SMQ EMER X OREHIAR
B ORFHT A (%) . SMQ MRS LUHIIR B OB (%) . SMQ B~ — 7 — (5:38) . SMQ MR L OGEARH O IN
BT (H22) . SMQ D FENRSEOFAEY) (F23%) . SMQ  FiREIREE (ez2) . SMQ B LUREMR ORISR A (F2) |
SMQ EMERB L OGERIR A O S ST AEY (5225%) . SMQ BRI OREHIRIHO -5 /I #rA: M (B3%) . SOC B, Eikks
FUGER I OHED (BRLH LUK — T 28 1) OVTHNCIE S T HRINE - Y

¥O:PT e, PT AMDHIEZE, PT MEREGMOATREZE, PT ALE % DG, PT D20 DB R, PT K28Rk
OME, PT EEIARMAT R, PT VB MATAREE, PT ARAEMAT AR, PT R 05 AT, PT AMMmATiEE, PT FAERM
FTTRE, SMQ /DL R4 (5238) . SMQHARHIR R M AT B E (Fe8) DWW T RIEH - iYL

10:SMQ DHFEZE (B35%) . SMQ HHHEARFR R H b KO I 2 PR B (3e38) . SOC (DM 2> D BRI 235 L OV DN RE
Y DEIE - EYE

SRR KT R O M- 77 VT RBUKBEAE O B DWW TN O & S MEREARIE Bh 4 FERIL TV e

Mg | O REEMICBITDRITER OREBUR AR L2455, 65 MR TIE 14.3%(354/2,471 #i) 12, 65 mkLh
T 21.2%(256/1,210 1) ICEIWERSFERD LA, FEREE L~ Sl CIXRIER R BB G RN & o7,

B CED ST EIER GESbBE ORWEARBEISD 2 L)X, B, JRIEYL, G, (i, A4k
BOE, R MLE, o9, BEREME= 2 — T — R EO ., DERNED, BiE, JEE R PR, R, S5, R
FE NE, BEILTESS, SR, TEETEALEE R . SRR EAL RS | R, B T, e E& . RE R (b
PT) TH-7-,

(RS AEREE OB EFEEMICB T IEMEHORIUIRMERFTUIZ R, B EREIESIHEE TIT 14.2%
(340/2,396 i) (2, BOFHRETIZ 22.0%(269/1,220 #I) (BITER AR D O, #E TRWERRREIENE -7,

(RS AERE E OB FEEMICB T HRMEAOBBIRR AR U2 R, PR EIES OFEE TIX 15.9%
(482/3,025 fi) \Z, A PFEE TIX 21.5% (127/591 B IZEWER A FBOH BV, $E CRIEHBEBEIE D@ o7, L
L7e3n, IF#EEREE A OFBE 0 B3 Tl AR MR A B BB ORIER A 2L, Fa 72 BIEH OFBUE MR
SR h T,

<fFhtE>

HhEOEFE /45T D HbAle 1%, AAIBES 1 7 A%RICEG-BALARFD 8.57% 5 0.74%K T L. 36 # H % ETH
L%DAR T 2R L7, ZEJERFIRE 1336 5-BHARRED 161.0mg/dL 2OARFIE G 1 # A #I21F 27.1mg/dL K FL, 12 %
A #% $£7T 15.9~24.0mg/dL O T TSRS,

BB MBI D L B
BRLGERE | 1w A 3 %A 67nH | 1248 | 181H | 245H | 304H | 36 41

HbAlc N 3725 1022 2652 2400 1832 1256 1188 751 797
%) SEVE 8.57 -0.74 -1.11 -1.08 -1.08 -0.99 -0.95 -1.00 -0.93
FPG N 1482 318 758 686 492 320 282 178 200

(mg/dL) Y E 161.0 -27.1 -19.3 -22.0 -24.0 -22.1 -18.3 -15.9 -17.0

@ R R A (OF R RE)

H i) H % BRI 351T D 2B TR BB C O AAI L SURI LIS O LB % T 3R O
EDOR MR O IEE B LI,

T TT Ik RN N

XRBE FHATHE Y R AT A SU A LIS ORE O BE RIS I ST AL AV O P TARANCL S
TRPRBR MR AT E LT 2 TR bR g

JEBIER A F EIUE B %% 1,089 151 (B AZE B4R 1,000 45)

TR A H <REMERFHEETE >

i pE, SPERESR . RBPAZE, B IBREE . A R IR BE RS N T
R— 2% Grte i MBS, SafE FME 7L L — B B OV S EBAT S i, R iR
BRI (HUIRIR C MIEIESS) . HiAY ., DIERUAY | BHEREIK T, Mg~
OEERFICBIT D2, BHEEREERE ~OKR GRHIBIT DR, ITH
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REFEE B ~ DGR D2 4l
<HECEE T DA >
HH ERIRIC 31T % 2 TUBE IR IP 88 COAFIL SUAILIS o b e T O OF R

LB
FRAT IR AR AR 26 4F 12 H 15 B~ R 29 4F 8 A, BIZIM 1 4F
ESpAS S
<ZEefE>
L MR kT G (I B 1,08545
e Az iV JFEE
R RN T I R BRI A%) | JE B I G BT A%)
BEREESNIZYAY
G ! 0 8 (0.7)
SEpER 0 0
IR 0 0
A i 0 73 (6.7)
;;ﬁgﬁ;g;&ﬁ%ﬁﬁﬁ/fFT/% VA 2 (0.2) 2 (02)
eI S T LV — SO M OB A S i 0 5 (0.5)
%6 .
EERAE A
B IRBERSE (FUIRIRC AAREES) =7 0 0
B 2 (0.2) 0
DAESRVAY (GULRFESE, RZEESME, 1
EEBREN, B A~ ABRE TS0 1 (0.1) 0
RA4) ®
D EY A7 (MACE) 10 0 0
MedDRA/J ver 20.0

TREAERIZBVTMedDRA FEAFE (LR, TPT)) . MedDRAEHERR FZZ (LA T, TSMQJ) ZDMedDRA T I

M1:PT (RMBEIZ 3% 3 2 EIVE - e

¥2:SMQ BPERER (Be38) . mALEE (LAT . THLT)) SEB L OEMERER OV T N ICi% 2 3 B RIVE < e

X3 @V —7 58 (HLGT) LB B4 B L OPASEIC 34 T DRITEA - RYYE

XA FERIRHE (LT, [SOC)) H BB EICHE 2 3 2 EIVE - Y E

X5 BITRIEMNA L AR OPT & M54 2 3 2 EIEF - e

¥6:SMQ AFEERIGINTS L OV SRR AL 3 BOGIEERE (5238) . SMQ IBBUE (Hk38) . SMQ 774 7% v — R (B3%)
SMQ HSEREEIER O2) . SMQ TF747% v — /7T F747% > — kT ay 7 KiE (3%) . HLT #5500 OSNEC, HLT
AN SOG HLT R AOG, HLT 5 A B L O F G5 LIG DWW T NS i 2 3HRITE - RYYE

XT:PT HURIBERRE ., SMQ FHUIRARBSAERRE (Fe3R) OWT I CRE Yl 3 DRIVER - JEYLAE

¥8:SMQ EMEBLOREM A OILEHTAEY ($23%) . SMQ EiEB L UREMRAOILEF A (38) . SMQ BB L ORI
OB AW (5:38) . SMQ BB L ORERI AR B O REL; (H:38) . SMQ IS~ — 0 — (338) . SMQ HEMEIB L OGERIR B DI
BT A (He28) . SMQ I ENRSEOFAEY (3%) . SMQ AR IRAE (8e28) . SMQ IS JOURERI R B O RISZ AT A4 (1 28)
SMQ MR L OFEHIAAO B REHTAEY (328) . SMQ MBI OFEHIAHO 1B IV HEY (H3%) . SOC B, EiEE
FOGEHIRAOHAEY (FIBLOR) =T ZE L) OWTIIEE S T BEIVE - YE

¥O:PT DHIEZE, PT AVEOAEZE, PT SR OIEIZE, PT AUBEZ OFIEZE, PT OAFEZEO LB R, PT REE%
AME, PT EBIAR AT R, PT SMRHAR AT FF L, PT AAEMAT AR, PT B0 MAT G, PT AXMAT Bk, PT ZHEIAR M.
TR, SMQ DAA (R38) . SMQHRAPHRER ML % 3 (Fe38) DOWT Uiz M 3 DEIE A - IEYLRE

10:SMQ DMIFEZE ($23%) . SMQ FRHXAR R H ifL s L OWM I A PR B B (33%) . SOC DMBREE DD ERIR AL OV T4
MBI ZEINER - BEIE

EHREIR T R O Z E M- BT 77 T RYUREAE DR B Z DV CUTB MO R SRS PIE B 2 F ML T

[ | O BE LRI DEIEH OFBR AR FTUIZFE R, 65 AR TIL9.6%(59/614 i) 12, 653k LA L TlE
14.2%(67/471 B ICEIEARRO DAL, FEFME L, @S CIIEERBREA RN Em -T2,

B CRo o TEIER GEmmE ORWERRBEEEGO 2 FLUE) X, mifbE, i, SacsEcek, EHmm. ©
# (WG PT) ThoT-,

MEFERERE ) O A M T DRIMER ORBUR I RA LR A, B RERE B IE A OF 85 Tid 8.8%(44/500
B, B OFEAE TIF 14.5%(79/546 Bil) ICEITE 2SR B, %A TRIEMSEHREIG D mr-o7,
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[Tk REREE | 0 BE L NI HRIVERA O R BUR I AR FTUI-FE R IR RERE EIE A OB TIX 11.0%(96/874
BN, BOFRETIT 165.7%(27/172 B IZEIWER RO B, B CRWERBBEIG D EmM -T2, LOLRRs, IF
PERERS & OF B3 O IBE CIXEEFR R A B 2 5 B E O RIER 23 2L FrA 72 R8I1E A OB BUERNITZRD Hied -
77

<HhE>

B EERFRIZECThD HbAle 1X, AFIE G 1 4 A %RICEEBRAERED 8.43%0°5 0.58%f FL., 12 5 A% ETH
0.7%DAX T ZAERFL 72, 22 NERF MBS 1345 G-B AR 0D 154.9mg/ dL 2O A AT G- 1 5 A #21213 20.5mg/dLAK T L, 36 %
A% FT 7.0~11.3mg/dL OFFH T T 23HRES L7,

ER NP Te S INN AL Y (==
BH AR E 1 %A 3 H 6% H 12 %A
HbAlc N 1005 234 787 768 660
%) S 8.43 -0.58 -0.77 -0.70 -0.67
FPG N 321 55 166 165 131
(mg/dL) P fE 154.9 -20.5 -11.3 -7.0 -8.2

DEBEMELTRRFEDNBERTRELIZAE - HBROBE
AL

(ME DAtk
AL
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VI. ExhEBICEH T HIEE
1. EEZWICEEH S LEMXITILEWEE
GLP-15 FR{EEh 3K, DPP-4fH# 3K
HE BHEOHL LAY OIHE U REIL, mBTOWRMGEES BT DL,

2. EBEER
(1) Ve R ERSL - V5 i 20202229
AHNE, W B RIS EOGLP-1Z A KIS G L, 73— 2DRBHT LD ELIZATP A BAMPOREA Z RS B 528
&Y, I a— AR IFRINCA L AV B4 ISR 5, SHIT, MBHEAEVEA 21T, 7V 2 25z i3,

JIa—-A
il
ATPF ¥ X
GLUT2 o Jl@%}f
CaZ+
B B R

WA

ATP/AIPLER Ca?*F v X)L

Ca*>*tH
ATP

3 par RUPRE

09p%0
GLP-1 CAVPLS s 000 00 °
22373 00000
( 0©®0°
h )

1RV 30

EY h—¥y®

QFEHNEEMTEHREERE
DERGLP-1ZBIKISR T BUST ILFRDE Hin vitro) 2929
MAET N TIVIEFEE T T, VT NVFRICLDAMPEE AL IFXGLP-1 R E D% &R LT (ECs; VT 7 NV TF R =
61pmol/L. GLP-1=55pmol/L) , FAUCKI LT, BIEEDT LTI &7 % T MIUEFTE FICBIFAVS /LT R
DIEPEIZ, GLP-1E L THLMIZIE FL TV, ZRBDFE RS, VF7 L F RIFME 7 /L 7 kAL, SREE
HEEHE ST TWDZEDTRIRS T,

125
100
g
o 75 =
= -O= GLP-1
T 50 -
- USITNFK
25
Mean£SD(n=2)
0 —

T T T T T T T T T 1
-14 13 <12 -11 110 -9 8 -7 6 -5

REE(log(M))
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2)Eu§§¢ ARV RUT VATV REISRT B3R (T B) (in vitro)*®

=722, =3 F 7R (100mg/kg) &STZ (125mg/kg) ZFHRIN I G- UitHEsE R A 40 L7, 3R B L MR N Ty
7511/5% (2ug/kg)7%ﬁﬂmjﬂ&’—‘7-bt(t*0 7)o SHIZ, 7 —A(0.1g/kg) ZFRIRANBEG-L (t=3047) , 7 /L—2R
T T IR 7 Lo — R EE)327.0~36.0mg/dLIZ 725 X 9128043 [ (t=30~11047) IZRR E LTz, Mg/ a—
AT T Na— AT YT —BiEE AW T MER AR RO V=8 B X ELISAYE B ORIATE A F VTRl
ELT,
VT NFREBEGE LR =T 23, IBERGER LB L C, 7V a—R7 T BN 7 v a— A AN B O I I
DTz, T2, UZ7 NTFRIZZ N a—RR RGN A R Rl I 7V 3 R E AR TS,

a)fpeh N a— zxﬁ by #na—AEAR -0- BR
_ 104 ; i 14.0 1 - USILFE
Z 9] 120 (n=6}
9] 0.0
1 ne
% 7 o
r|< 6 ﬁga.o-
7 5 | ge.o-
B 49 3E40-
£ ®
g 2 20
14 : 00— -0 -
40 20 d 20 40 60 do 100 120 140 0 10 20 30 40 50 60 70 80 0100110
PTH (52) BEM{2)
(3] LR T . d) mn#grh-AF 2 T S-MBE
350 + ! : 100 : ;
Y ; 80 i :
£ & | i®] g
S2601 w S 701 g i
2200 4 g i 1 601 B E
x 200 woOE £ 504 o §
Q180 S x 401 N
joo]  © , E D) i
o 50 g ' A . . 4 o ' ' =
0 T ; T : T T T 0_
20 6 20 40 8o 80 100 120140 20 b %0 40 60 80 100 120140
B (53 FEM{3)

MeantSE

DBNE KT DHE(TH) (n vitro) 2

VI NFRE 15 AN, =2F 73K (43mg/kg) K OSTZ (125me/kg) Z3=7 ZIZHARN R 5-L . K B Hlfin =R
D OWERIFENAVERILIZ, V7 F R (3.3 1 g/ke. 1 H LA D28 G4 [ T 5% 12N EN0GTTA T 7=,
OGTT TIE25gDEIEHTIRE -7 /L2 — 2 (2g/kg) B N500mgD T X E— V&5 27, B NEDHEHREA T ~57-
Wi, mAEF T2 — R EIXHPLCE W CRIELTZ,

VI NFRE FHREREICB O T, ISR SR L ClgEh 8T v 25— L JR B 132 B 580 £ 14% (P <
0.05) | 4% 5-T51£24% (P<0.01) MK TL, BNEMBEHBEOIMBIARD SNz,

110
100
90 -
80 -
70
60 -
50 |
40
80 |
20
10

n=86

~~~~~~~~~
..

miRRAFEXE—N (M)

OGTT +HiF5E2E—N

| | | | | | | | WMean-£SE
20 0 20 40 60 80 100 120 140 160 180
RM D
= USINFREE) == USIAFRGR
- ERERETIA) - BRGHERARTRL)
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DFFE B HIRRICX T B%hER
T RN— 2D (in vitro) 22

aZ 7 —BEEHNT, 7y (2~6 Bl 0OET R B2 BEEL 7=, Y727 /L F K (1~1000nmol/L) X IZGLP-1 (1~
1000nmol/L) THIALIRL72% . 1 mmol/ LIEEERSIAES LAV BE: SAITF U =2:1) XITH AT ARG (IFN- :
100U/mL, TNF « : 100U/mLM& CNL-1 B :40U/mL) Z Mz T, 16EAF2_X—h Tz, AFaX—METHRT-T/
TIF )2 AT D THIANDNAZ Y@L, 71— A MANY — AT IRIZ L0 HIE L7 RN DNA B2 R A2 7 AR h—
AE R LT B M EA B E L,
V7 VF RETLERE T, AR A L R OSEBEIE R I K-> TR SN T R h— ZAD BRI 233O BT,
FI2, VT NVFROT R =2 2GR 5 BRI Th O LRSI,

a)ytr bha b) e R AR
BUSILFE

1004 — T 1004 — " L GLP-1
. = * *
g & x :

751 75
§ * * i ok
% 50 * 2 50/ s
:? .,I\
[ -
€ 25 . § 25

L3
0| ‘ i s o4 i
0 1 10 100 1000 0 1 10 100 1000
fEABTM & M) Mean3D

#p<0.01 * *p<0.005 vs BIITSH (HATE)

5)1EFE{RE (in vitro)?

a7 —BIEE AW TT v (3~5 B i) MORET IS4 HEEL | 0.5%07% 25 Tehs ik o C5~7 H MIE& LI, 20
%Mz BESE, SHIC24RERIREE LT, MIRIZ 7 F R (GLP-1, GIP, Z V= TV T2 /v FR) %10 1 mol/L
TaETAFXT UYL (BrdU, B~ — 5 —) OFFE T C24ARER OGS ® 72, Mz EEL , A2 AV K O'BrdU
DORFEGEEFTV N, BIREE T CRIFE B AR 5 O Brd USRS (%) 23818 L=,

VI 7 NFRIZGLP-1 L ONGIPE [RIFREE D %) 77 C . i B MR AR HEL CWAZ RSNz, — 7, 7 VAT 13
B R BEFEI B UL &I Te, YT VT REGLP-1Z KT L Z= = A kexendin (9-39) DHEHIZEY, VFZ7 LT
R ORE B MR BEFE/E T e IR SN 2D, VI L F RO B Fn s E ) IXGLP- 1% BRAZ ML QD E
HeE ST,

10 -
B -
— -4~ GLP-1
g
5 6 -m- GP
% —h- ANAHT
4 —— USILFE
4 —O— USHLF F+exendin(9-39)
2 -]
0 T T T T T
0 0.4 1 10 100
~AFF REE(NM) Mean+3E
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6) BIEEM (Syhk)290

ZDFS s} QYT ZDES > b (638 h) 2 L S8 HZDES OV 5. . ZDES O RIER: 5.7 ZDFS vk
DY+ pair-feeding#f, ZDFZ v hDUZ 7 /VF R (150 p g/kg) B GREIZHES T LT, EBEK N Z 7 VFR% 1 H2[R[42
A B R T #5- L=, ZDFZy hOIRIE 4 pairfeedingBEIZ 1T, VI 7V F R GHEORTH OfEE R4 5.2 7=, s
NA—AR A AR E L TV a— 24 % H —EB kK OELISATEZ W CHIE L2, #5538 H % OHbAlcK
enzymatic calorimetriciE% W CHIE L 7=, BRI T B O BEZARRIRICZ 2T T 4% U (BrdU) (100mg/kg)
AREENPEE- L, BE B AR ORE I EIA I 7-BrdUD 810, i g il O R FEE2 R H LT,

[ B FAROAZ FIZ EDA FU7-BrdUinDh R D72 B MR AFE ISR W T, IR SR L L C VTP VT REEERET
B BIZEIRRD bz, Fo, MEH 7 Vv a—2RE | A AV G5B K U HDALClZIB W T, IR G- REE bhis L
TIFTNTFREGRETIIA BICWERRBDO LI, L EDFERNG, U7 VT RIZ, A2 AV WEE 2 OV B #f
JABERE DN BB T DIEH AN = X A LR IR O T B IES DI EAVRIBS NIz,

a)i#&5280 b)#&38H - ZDF+38i8%
=F- ZDF+pair-fed
500- 500
25 25 —=ZDF+ S5 2IF 1
S400{ o | Ba00] ot S " -k WRWZDF -+
{9 13 - -
L T s BT 5 L
=300 € e A - o <300] € .-t =3
o sy g 1o s
0 | . e o
2200 Dot g 2200 210]
¥ H"‘ ¢ B
] g mm———————— ] & A Y S ¥ L S,
§100 E 5 & — & aénoo ﬁ 5] * * s -
0 0 ol o
0800 1200 1600 0300 1200 1600 2000 2400 0400 0800
53 2] Mean+SE

Mg 7 o — 2R

20 -

*%$
*®

— ekl
I i

W B¢ ZDF 5K
B l [ ZDF -+
E 10 4 ] ZDF+pair-fed
2 M ZDF+USHNF K
g
£ 51

Mean+SE

0 *p<0.05 *%p<0.01 vs MEW ZDF+BEREH
gidrs XY . $ p<0.05 vs ZDF+BIEHR S (t D)
[ B AR AR

(3)1 P S IR B ] - Ffon R 7S
UG RRL
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VI. EYEREICEEd 5IEHE
1. M REOHD
(BB LA mpERE
MG ERL

(QFRRRABR THRSN M P IRE
DEERANCBT2EER THREZRDOENEE”
B2BIDRERE H AR NBRA T T IZAAN2.5, 5, 10 TO'15 1 g/kg (R H60kgET™H &, AHAI0.15, 0.3, 0.6 TF0.9mglZAH =)
XIT7 TR E BB TG U, BT RGSNICARBNTFERITBINE I (tne: 7.5~ 11K, HJUE) | V5220600
10~ 111K CE4MR) T sl kL,

25000 ~ —O— 2.5 e/kg (EME0kgE L TO.15me)
- 5yg/kg(tEMB0kg & L TO.3mg)
== 10 g/ke (#EBE0kgE L TO.6me)

20000 -8 15y g/ke (#6E60ke s L C0.9me)

15000

10000

USZNF FRE (pmol/L)

B (h) MeantSD

BERE H A NBCN B 7123617 2 Bilml4R 54 oD 1 4% i i

S ERE T A—H

Dose AUCq ¢ (G e tie Az CL/F V4/F
(ug/kgl  [hpmol/L] [pmol/L] (h] Median (h] [1/h] (L/h/kg] [L/ke]
Mean Mean (Min-Max) Mean Mean Mean Mean
(SD) (SD) (SD) (SD) (SD) (SD)
2.5 64,005.2 3,129.0 7.50 10.13 0.06865 0.01070 0.1573
(11,724.3) (834.6) (4.5-10.0) (0.81) (0.00504) (0.00185) (0.0363)
5 134,242.7 4,857.8 11.00 11.03 0.06335 0.01002 0.1590
(14,563.8) (720.6) (8.0-12.0) (1.18) (0.00676) (0.00105) (0.0175)
10 295,248.0 12,267.3 10.00 11.35 0.06135 0.00961 0.1558
(74,748.6) (2,601.8) (5.5-12.0) (0.87) (0.00497) (0.00281) (0.0380)
15 447,940.0 18,378.0 10.00 10.88 0.06402 0.00921 0.1440
(83,133.1) (2,937.9) (8.0-12.0) (0.90) (0.00527) (0.00181) (0.0270)
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NBERAICEITEIRERE TRS®OEYSEEY
2445 D EE B AR A BMETE, 1031315 1 g/kg (B FE60kge D&, 0.3, 0.6 K% TR0.9mgl2AH24) o A EOARFI LT
FeRE, BABZ L5 1 g/ked DMt 3 24% 551612 C, SIEMKIE L TG LIz, &i&&5% o771
RNIREEIIH RIS TR LT, tinad F8~9IRER] (R JUAE) | V- 13~ 141Re ] (CEE5ME) CURPEIC T R LT,

32000 - - Sue/ke(iFE60kgd LT0.3me)
== 104 8/kg({FE60kg L L T0.6mg)

28000 - == 15ug/kg(tFES0kgt L T0.9mg)

g 24000

o

& 20000 -

E 16000 -|

%

T 12000 -

N

=

8

L e L B S e S e S B I
0246810121416 24 36 48 80 72

kM (h) Meaan=+SD

TERER NI 1T DA G- (21 F ) B 1 R EE OHER

YR T A—F

Dose AUCp94 Conax Tonax to Az CL/F V4/F
[ug/kgl  [hpmol/L] [pmol/L] [h] (h] [1/h] [L/h/kel [L/kg]
Mean Mean Median Mean Mean Mean Mean
(SD) (SD) (Min-Max) (SD) (SD) (SD) (SD)
5 138671.3 7691.0 9.00 13.98 0.04987 0.009732 0.1955
(16181.2) (794.0) (4.0-24.0) (1.09) (0.00397) (0.001193) (0.0238)
10 269333.2 15269.2 8.00 13.67 0.05102 0.010128 0.1998
(45464.4) (2793.7) (5.0-10.0) 0.97) (0.00362) (0.001608) (0.0376)
15 397468.7 22414.3 8.50 13.38 0.05195 0.010610 0.2023
(97412.0) (5041.6) (5.0-10.0) 0.78) (0.00313) (0.002733) (0.0410)

MBHERREBZFICETIRERTRERDEYBED
L510D B A N2TEFR I B 1, ASHI5 K U0 1 g/ kg (R E60kg T DL, 0.3 1R0.6melcHfl ) i3~ 7LR% EIC
5 g/kgd DM DHREIIECTIA A4 A RIBAE R T 5 UTc, @Bl 548 Dty 39~ 1285H (T RfE) THY,
THABOE 14~ 15RF ] CEME) ThhoTz, A HG- %O BREREITL.6~1.8LFHEh T,

20000 - 5ug/kg{BEE0ke: LTO.3mg)
— 10ug/kg({FMBOkgL L TO.6mE)

g 15000

o

£

s

=

% 10000

N

=

N

i~

)

:

0 10 20 30 40 50 60 70 80
B (h)

2BUBEIRIF A (2R 1T DR $ - (14 A ) R OO 1 i BE D HER

Mean=+5SD
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Y TE ST A—F

Dose AUCq Cnax [ tye Az CL/F V,/F
[ng/kgl  [hpmol/L] [pmol/L] [h] [h] [1/h] [L/h/ke] [L/kg]
Mean Mean Median Mean Mean Mean Mean

(SD) (SD) (Min-Max) (SD) (SD) (SD) (SD)

5 119024.8 6113.3 9.00 14.0 0.050 0.0141 0.289
(26978.2) (1062.9) (7-14) (1.58) (0.006) (0.0052) (0.112)

10 237346.2 13202.4 12.00 14.54 0.048 0.0107 0.230
(63093.7) (4438.3) (10-16) (1.90) (0.006) (0.0056) (0.126)

Fio, BANBDHE SR B ITAA0.9mgZ 1 H 1B 1438 [H% 5- U7 BER 00 1438 % O A F P E O - i S FEHE R 221 %
10.076 +4.213nmol/LCTdh-7= (n=42) ,

() hEE
MR L

OBRE-HRAROTE
MV 2z vk (1 BRI 2HE THEIER OBHEZROZL,

2. TMEER/ ST A—5
(R 3%
L

()RR R
AL

QUHRREEH
M.2) BRI CHERRS VoI PR EE 12 1]

HIITSR
1.(2) B AER CHERRS AL I i B 122 R

G B
[1.(2) FERREBR CHERRS NI IRE 12 R

(6) ZMDfth

1) NAXTRASE T4 (5% EBERRAER)
TRFERR A BB 2 kP 5 e U C L BRIV Gk T 2 TGO SAF T _ATE VT A E R LTz, ARAID 1R
FRtiE AR L OV PR 5% DAUC 1w I L T2 L2 A | ARAIS 1 g/kg CH LRI DR E OIREND, 0.29~
0.49melZHl ) 5% D AAFT ATV T 113, 55%EF ST,
Fio, R AE X G EL T, KN, ERBSUIAEEBICE T 5% DOAUC (& LR T 228108 | il SAF T = AF
VTR U, R ASAF T SATEVT 1, KBRS/ REHC0.81, L/ MEERC0.90 & O Efjg/ KBREC1.11Th o
720 LINL72 30 B GIALOEWNI LD A F T ATV T A OZ TR BNCHEE 2B/ B 2 B, AFNIE3>D
BHHMONTh THEETEALE 2O,

3. BEEGRE 2L —ay) T
2wt
— R RIS S @BFE A S 1-a L8 — AV FEF L

QINFA—EEHER

DEMANBELEBHER (S5 BIERKHER) Y
2MUPERIF B 2T DM K D BB O LB 2 Et L, £ ORR, RECHIE L kttomigh ) 2 71
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F R, BHICHANTE o7, EECHIEHOCL/FIE, 2K T0.0131L/h/kg (BRI : 32%) . LT

0. 0115L/h/kg & OB M0, 0151L/h/kg  (ZEEHMRE - 29%) TH o7, LtEDCL/FIE BT T24%E0 - 7273

(p<0.001) ., #EERFMEEICKTT HMEOTFEGRITE L, EERITIICL/FIEB L TEZ Y RA LT,
EEKREICH(THFHMmMEERRE (HEH)®

AARN2BUREFR I i (2720) %Xl & LT REERISEM B REMENT OFE R . AL 8mgz L H 1EIE G LI-BROEH

RIEICI T 2 AR E (EEME) 1. 20. 9nmol /LT o7z,

4. RN

(WEREIHRE (ER) (3% BHERREER) ™
AHNS 1 g/kghe F# G- DA AT T RATEVT 41X, 55+3T% Th->7= (n=6) ,

QEBEEFEE (YR SV V8T S TH)
<&E>
A& B TG LI 8 OB G ORIUT BIAF CTloo Tz, B RGO AAFT _AZEVT A O, Yv
TH3%, 7 X TT6% T -7,

QRERE(XIR Sy 2HF HIL . TH)
<BE>
FhH BT DAUC K O AR EIZ6 T2 CL/AZOWT, b & O =B TR C BAFZ2H0 B BILR VGBSO BTz, Crax
K OAUCIH#R 5 E&ITG U THINLT,

5. 5%
(1)1 ;% — B B P @ @
<BE>
F o MZBT BHS FEDMA DA & FAREO B REERL L2V T 7 NV F R4 12 O THRET LT, B REAMR D TR
FARR - AR B ML AL B, BR R ORI IR o7, BT RN L WERE THHIZH | IR\ C S e MK
ETHDLENDZEIL, VF7NAF RO MK — B O@ERIZ DN iR TEhEE 2 b,

()% — R BEEA P @ d 1%
<BE>
FyMIBWTLSE, K, BIR., FIRE ORI D7 A AE BLE S GE A R 7 oo Wb B I 0B Lizs 2
A MHE N OFLIR Tl 72 A FVE BREME N2\ (L5 - 59~82%., FLIR :63~84%) DIZRF LG IR (35~46%) K& DR #%
(49~55%) TITKL, 72 A A BT BE D EL R 1T 35 ~84% DHIFH 72 o 7=, FKPITE W oA BE BE U RE L3R
DN T=, L EOFERNSR ST BED —ER D B3 = A VI BEE T 2L DO THY , JE IR ~DVZ T LFR
SUFBEE OB IA K TIRNZ EARIBI Tz,

@FELT~DBITHE
<&E>
BRI T Y NCBIT B PUERI T 7 VTR, YOIV Z7 VT R URHERRY 77 VF RO T % 58O 3L R HEE
ST, FLE/ M b AR U RE Z LI R D78, T ORERRA TR RIICEEINL TR0 YT 7 VF R K O
ORI DOFI FH~O P I RB ST, AN LT REOVZ 7V FRO1H HI20 O KIRE X Eh) -~
DEEEDHI0.3%TH DL EmS NIz,

(ORERA~DOBITH
%A BRIl

(5)F DI DB DFTHE
A TDRL

GMFEAFEE
0.1nmol/L(107"* mol/L)%>%0. 1mmol/L(10™* mol/L)D I Y77 /LT R i BEEGF (1 B FE 4 D i IR2i FE % S fii) C,
TABRRBERIT, ~UA, UYX PR OT FT99.3~99.8%, ERTI8.7~99.2%5 T, MEZEITFRD SN0 >72, SD
%7 TIL95.8~98.2% K U\ Zucker Diabetic Fatty (ZDF) 2>k Tl1397.9~99.8%Tdh-7=,
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6. X5t
(RBIERALR R BHR IR
<HE>
AANX, GLP-1Z R TRESNIZV T F ONASTFH =B AR O R RTFH =PI IR SN DI E M n
VitrosRBRIZ BV ORI TS,
SHTT AU AR R 2R R B 5% | IR SN DX BICRE K ThoTe, ZOftiiz2>DfK
DI AL, DFERREDI%LL T K OB% L FIZH S Lz,

QRIS THER (CYPH) DL FE, HFE5E
EMIFRZ Y — 22T, CYPA FRED SRR R TG O A AN LD BLEVE A 2 L7 R 100 1 mol/L
DOWFEFET, CYPS M (CYP1AZ, CYP2A6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2E1 K& URCYP3A4) (2544
HARDOMENEIRD LN, FEFIZIFB O Th->72 [50%PHE 2 FE (1Cs) >100 1 mol/L]

@NEBBHROERRUTOHE
K TPRRL

ORBNO DR RRUEIEL, FELE
MR

7. gt
<BE>
EHRIERRESIE . T N CIER Gl oT,
SHTT LU AR R A BT 545 | BRI ORISR A AR R S o T, AHIOD B R
CHERIES I SR RE D BRI SRIE . BB XL C IR P C6%, JEFCo Cloo o, ZAUBIESIREDRHICHY . B
H1%6~8 H TR XX FE P RS L=,

8. FSURR—E—IZBHT B1EHR
B ERL

9. BMZHFICKDBER
A ERRL

10. BEDEREZHETHESE
(MBHEEEEHERE (% BN ERRBR) D
BEREFE E DR D BARDINE AR E (VL T F =0 70752 Z (Cer) I XA FE T HAKN0. 75 mg B [0] fz T #¢
Hi 03 yyEhReA | BHSEENN IEH 28R E (Cer 80mL/mini) & LB FT LT fE A DL IR 7,

AUCq-int Chax
R HRE PO EfE FeoDHEE
[90%1= #E X [#] [90%{E 4E X [#]]
BT/ IE 0.67 0.75
(#8EE :Cer 50 #8~80mL/min) [0.54; 0.85] [0.57; 0.98]
R/ B 0.86 0.96
(2 :Cer 30 #8~50mL/min) [0.70; 1.07] [0.74; 1.23]
HE/ER 0.73 0.77
(FE£:Cer 30mL/min UL F) [0.57; 0.94] [0.57; 1.03]
KW/ R 0.74 0.92
CRI: B AT 2 0 38 & DR ) [0.56; 0.97] [0.67; 1.27]

PR B 6], AR, TR, B, SRIE6H
T EEDHETENE K OR90%EHE X RN 3, £Fm B OMAEE CRRE L7,
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QT AEIEEWERE (2% BI RREAER)
TS RERE F DO FEE D F/2 HAME AW ERE [ Child-Pugh scorestZ -3 HH 11T BT HAFK0.75mg Hi [a] f7 F# 5-1% D 3K
WEhAER | TFRERE DS IE & 2 L L BRI U2/ A LU T IOR T,

AUCq-in Crax
iR s o HEEE teoHEEfE
[90%(5 fE X [#] [90%(E fH X [#]
B/ IEH 0.77 0.89
(4% : Child-Pugh %3J8 A) [0.53; 1.11] [0.65; 1.21]
HRAERE /IR 0.87 0.80
(% B2 : Child-Pugh %)% B) [0.60; 1.25] [0.59; 1.09]
BHE/ER 0.56 0.71
(EJF : Child-Pugh 4348 C) [0.39; 0.81] [0.52; 0.97]

BB B IEE 6B, 6], ThAEE6H], HE6H
T LD HEE N K DR 90RE R IX A1, 4R ilm ., MM OMATE TR L 72,

Q) EEE (S5 BIMRRSR)
AFH L mg HE 5 570 DR BN IE A FERETR AR (21 ~455% - THIRAR33HR) M OEIMm & (65~ 835% : THIFHR694%) TLL
el fz, FHEH R OEEE B DARIOMEEIZ R T o7 (AUCo- DI (Rl /#14F#) OI0{E A X ]
[0.84;1.06]).

25000+

20000+

15000+
10000+
5000
0
-5000

USTIF RBRE (pmol/L)

5 0 5 10 15 20 25 30 35 40 45 50 55 60 65 (h)

FHFEH B QN i | 2301 % B lml #e 5-4% o0 i 4 i B (¥4 £ SD)

11. 20ft
LB L
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VI. ZetE(ERALDEESE)ICEETSIEE

1.

3.

ZERNREZFDER
LN

. ERABLENER

2. BB (ROEEITITHR G LARNL)

2.1 ARHFNO RS L EE OB ERE O 52 BHE

(fian)
EEMBEUEIR AR I TS A REMENE 2 HNDT20 L AR O AR L GREVENH HOI -GS IAR O 54
IEL, Al ~DEFE G52k,

2.2 MERIFVEZ DT U R— A HERIFPE S MR, 1R IR I RS [ A R A BIANC LD /e IR IR DM IA LR D DT,
AR B _ETRD, ]
2.3 BERYYE, FINEOBRADEE A AV UFNZ LA M E N L EN LD T, RAI O GIL#ES2 0, ]
(fEa)
ZDII7RG A I ARAI T ARV BAEEH T 528,

SEER I RICEEET B EEETDEH
(V. IBRICBETHIHE | 3

4. RERVAEICEET S IBLEDER

(V. IBRICETHIHE |

5 EELGEXHIELZODEH

8. HER AR
8.1 AANTA L AV DAFEFIETITZR, AANDEGATERL TiL, BE DAL R ARIFIREZ MR L . K EDOFEEH]
Wrd D&, A AV AARIFIRIED A T A AV DOAANTYIDEE Z | B & M K OHERISPE S R T o B —
ADPFEBLUTIERI D R E STV,
(fiERL)
EMNIZBW T, IRTEBRIAAD BT AAE TR (20181 H 19 R) ETIT, BERFHE T VR — R (DKA) LT ERES
TND,

8.2 H 59 HLAITIL, MM, JRIEE EHIITIREL . RO REMN D, 3~4n A BEEL TRHRBPA 07084
Wi, DM OTERIE~ DYV X Z1THT L,
(figz)
& DR PRI SR A M O B HIE T, BRIV THbALCfE X, 5K 12~16F TR L., £
DORITIFFE—E ThHoTz, 3~4n A, AFE L L THORRAF7RIEFNZ IO TE, LOTEFRIE~DOYIVEEZ &0
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&3 D #EN 1(0.1) 1
y =T NHEINNNT AT 2 Z— BN 1(0.1) 1
g VAP N 1(0.1) 1
M FART 1(0.1) 1
. AL KB 1(0.1) 1
LH 7L 7 F L RARE T —E N 1(0.1) 1
MR Z Y- REE N 1(0.1) 1
LAY L E N 1(0.1) 1
LI sh =% 7S NG 7% 1(0.1) 1
1. FR R SEEE N 1(0.1) 1
PP B 5 I A A Y 1(0.1) 1
SR ER AT 308 2 k) 1(0.1) 1
VB ST 5> TR 1(0.1) 1
DER T s 1(0.1) 1
DB T HARIE D 1(0.1) 1
PESHBUR 125 B4 1(0.1) 1
FESHHUR 19—9 84N 1(0.1) 1
FRPET R BF R T F R HEN 1(0.1) 1
R if. 1(0.1) 1
BRI 1(0.1) 1
B, PR L OLE A HHE 3(0.2) 3
B8 B 5 1(0.1) 1
FEMEARRRAR PR 5 1(0.1) 1
BIE 1(0.1) 1
MedDRA: Version20.0

1£)2019 42 5 A OHER OHEDO — B FAGREFETOEN KRR GRERE 5 NN2211-1591, NN2211-1334,
NN2211-1700, NN2211-1701, NN2211-3924, NN2211-3925, NN2211-4174, NN9068-4183 & &)
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9. BRRREFRICKIZFIEZE
BRESILTUVRY,

10. BEE5
BESILTURY,

11. ERALDOEE
14. A EoyEE
14.1 SEHFFEEROER
14.1.1 ¥ 5K
(1) AFNIJIS T 3226-20 YEHLL 7- AT EL B i 312 IO TIE R 9524,
AFNFATRIE S 3L O A DM A~ =— R L TITFoTW5,
(2) AFN AR AR EOREFRFIRIRNEOR EAPROONTIH AL, HTLOEREHI B X 25 04
BEERE I RESHILE,
(3) IRDOARENZBEDOBFITHEH LN,
(fi#30)
AL, JIS AR HVER$HE DM S DB Tl T2,
ARANEFEREFOIEE R, F— RN EOREAENFBO LN AL, FTLWEFEHI IRV R X D% O ALE 5 15
FIRET 5L,
<[14.1.4% 0 (5) |IOHEEB BT DL, BHEHIH — Ny P NA~DO MR O TN HEND LR HD, 20T, 1K
ORKN LD BE CTHATHEEEOBENNRHD,

14.1.2 F 550400

FEFVEST T, BEES. RER, RBECATY,

HEREINIERIZEEL, AiEIOENERTL D722 b2~3emBfEd 2 &,
(fiR3)
TERERR A Z R G e U, RERER, B X ITIEERIC R T % 5-(0.6mg) % D Ll A4 T _ATE VT A (AUCy-iml L, KERES
/NEHERC0.81, LJBE/NEET0.90 K N g/ KBRS CT1.11TH-7=,
ABNDEER T 07 7 AN B BT DHE, B GEALOENIZEDNAFT ATV T 4 ORISR D725
ZBIL, 3DDFEEFMLONT I THHE G TEEEE LN,
fDBFN BN TRICH AT IR VR 358 S BETO KL FIRIEOZEMEVRT a7 0 —) UTIEE YR A/ —
" T4 =)V RET DURT AR T =R ZDEDHEDR S D, R EFTEER2~3emT SBBISE LI LTI T
B4 aZsmnTEs,

14.1.3 BERK

RN M O ANIC RS- L2 e,
(50
ARANIEZ FIEHEHATHD,

14.1.4 D
(1) AANIMOBF|EOIREITEY . RO DD ETHBZNNHDTD | AFILMOREIRE L2l
(2) EHRBIILTERHENT L, EREFHIEREH LS O% LIER BBV 8, #2772 EFIC
T HEIRIRICHFEENCLY EE IR TERWBENNHD, T, HHI OB E L LCRYMEDIRIK L2 b L
N5,
(3) =Ry PICOVBA> TWBEEAIIE A LN L,
(4) H—NIoVIZEEE T L TUIRBR0,
(5) =Ny ORNBEZFE DR ALY RFITH O BALNDZENHD, Fi2, EHTICRPEERTHZ
EWDD, ZNHOIHRGEIIEA LN E,
(i)
ARH| A O BAN RS LT R BRI B DT 25NN H57-0 | O BAIL DIRA TR HZ L,
EF B ARFNEE U EOIREE T, #EHH LUIMRE LB A0, RS2 EEEIE A LZEE . LT DX
DRBILAREMENHD,
& KM EIEP LIRS, DT,
SCIAERRST L ERRNRRT ORNCIRENAL S,
Ty e— (M) 3G,
=R NICR N TED,
ZOFER ., BRE A BEOIRB RN ENR DD, Fo, FIRBPHNHZ LI RREDIEL T D5 E 1 HD,
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& FEHRHORTIRIENEED, $HEEFVEBITIENHD,
& FROFIREIRDIENHD,
& HEREOBEEEIEFICEVHORENME T, BHEORBFNNH D, FsHEREL, WADIRIRE/RDZEMN
Hb,
A =R DIZOOBASTNDE, FEFBEOBIZERIE RN FTREMEDR S 5, AT T I — ) o IO U0
ADTWRNWZEEMER T DL, BRI, WELIZVEERE 52 TLESTHA T, LT R TH2E,
AFNFIR A FELTZ0 D B THEH LN E,
< ARKN LIV T O EIKITHAN, EIRICSS LGS S S A ERAENE Y T o - B AR T
IR EC DB ZNR DD, T, B, FEARZ L UIIRRE T A RO o T2 54, B —R) o VNI A
WS HZENHD, MK DRI IVIEPE O UTE 1T, AT, LW OIS AL, Tz, DGR
DHHTOVRDOARAN G OBETILA LWL,
[14.1.18 58 (3) | 0IEEZ BRI AL,

12. ZOMDEE

(BB A& DL IER
15. ZDMOTEE
15.1 ERARFERICE S #
ARENLT N7 70 EOFEYFIEAERITBFTL TR, JEHT2BRZIEPT-INREDE =X T OEMELBETHZ
Lo FHETUN T 7 LD BRI PT-INRES I DA A 5,
(fiR3%)
KRN ET VT 7V EOFMAE BAERNIRETL TS FHEIZB W T LT 7 LO G RFIZPT-INR ¥MO
DD, PHHTIEIIT T2 T 2T, +HEETHE,

(2)FERE PR EHER I E D IEHR
15.2 FEERRBRICESUF W
Tk =T AT BT D28 MM AJFMERER 123\ T FEESENED HARARCHII RS 235880 i,
M IV b=l B BRRARE, BRI AR % O R IR B E O H F S BRI B W TIRESN TS,
72k, BN CEMSIVZERRRER T 0 s Z M0 T, BRIICBEE 28 EFRORBUHE T, A% 58 (3.3
/100N 4F) B O Z& AR (3.01£/100 A - 4F) CRIFRE Th-o7z?,
FOR RS ARE OBEE D82 FR 3 K ONRUR IR SRR SUX 2 TN /3 WAEEHE 2T D FEHEIE D8 5 FRF 1 ZxE 95, AFI D
LAEMEIIHESIL TR, [8.75 R ]
(fiR3)
TN A8 D24 MDA R HERER BT FEBUEMEO R RCRIAO IS 23380 Bt TVh5A, Ty MW
T EFEMEENOAEL)Z R E TERN -T2, YIVITARAN 2200 A fE 5 Lz Cld, JEBIZFRD IV T, ARH)
IXGLP-1ZH AL, IV = O WERIET D, T ol EICBITATNLOF FIX, v h=r D R
JEWEHEE LD,
RO ARBERR i OBEE D b2 B3 M ONFIR BREEERIE ST 2 38N 0 B BHE 2T DO FHEIE D 5 BB 1295, AH
DLEMEITENLL TR,
AFNFG-rhiE, FARIRRE ORE GO A L TERL . BEDPROONIZEAIT, HFMEEAZ2 TR ETHIL,
HIHERTIE. FEETRIE,
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IX. JERRPRERBRICEE 95 H A

1. EEHER
(MEXNFEEAER
(TVLIRHIRAIZ B3 HH B 12 1)
QREMHEFEERAER

FHMBL7-gRE | BRESRT/ B | BRI | BEEK EVIRES
% (mg/kg)

AR A R ~A/NMRIR e 0.02,0.2, | UIT VTR —BATE T A-F I EE

(Irwin2it R{%) ("6/%F) 2.0 RIFE R h o7,

HARAE R ~7A/NMRI BT 0.02,0.2, | 2.0mg/kgE TORLERETYTZIAFRIZ, 7

(Fra—nu ("6/#5) 2.0 Na— Ve EEfZRESR DT,

o MEAR)

PR AP <7 A/NMRIZ% e 0.02, 0.2, 2.0mg/kgEFTOHEGBETIZI/NVFRIE, ~

(~FV 30 (5'6/E%) 2.0 FIANEZ— )V EM AR RSN

v x—v 77

o HEAR)

R ECER Zwh ey 0.02,0.2, | UZZAFREVTHROELGRIZBNTS,
/Sprague-Dawley & 2.0 FEWHEEET > O 45 R /T A—H T F
(c"10/%F) B RIE ST,

INIIKEEA hERG cDNA% % | in vitro 0.14, 0.29, | 0.14, 0.29 % O'1.43 u mol/LOEE TS
MICTEEiR S & | AR 1.43 umol/L | /LFRIZhERG cDNAZZ ENNI B i s
7-HEK 293 & H7=HEK293 M i lZ 331 HDhERG T — V& it
(4HmRa /R ) O %5 EHIS72h T,

AL R i H L igk/ in vitro 0.14,0.29, | UZZVFRIT, RBELIZDVTHUORE T
Danish Landrace R 1.43 umol/L | B G- REL LI L C, ECG, AL ENE
(R 40/ FE) A7 MAPFE | DB EQT IR DI K

VTR TR T S e oTe,

AL R ZFvh T 0.02, 0.2, 0.02mg/kg: e KL JE | fe /N ILJE S #1f
/Sprague—Dawley & 2.0 FEL D g, (RIE, B EBhE IR L T24
(TL AN —i) B ECOMBEIIRD LN >T2, 0.2
(/% Ty N K O2mg/kg: I )& K QNS D _EH- 3B 5
T_COEEES U, 24RFE ECRHE LT, 0.2mg/kg TH T H
B5L~) TIEHINE BB TR #E55~12

BRI CERO BV, 2mg/kg TIX A SR K
BOKTAHRDLIL, 53 ~TRHTHRb A
Frlrolz, BREB R TIXERANCE
LT AN T,

NI =AY BT 0.02, 0.2, TRCOFERET)TZVFRITIMIE,

KO (TVAN—IE) 2.0 ECG, 1Al & OB R s 4 & o0 8 R

FRAR AR (6/FF) INTA=BT U TREE RIE SR 0Tz,

B Rk EE Fvh BT 0.02, 0.2, 0.02mg/kg : £ 5-2~6 R 12T T, SR
/Sprague—Dawley % 2.0 R OERET/WREBEREDK T RADIL
("6/H$) 770 0.2 % 2.0mg/kg: % 5-2F #1127 X

VIIRTHRLNIZERIC LS 7o 5 BARAF)
RFIRERRRBD B, 0.2mg/kgft 5T
WX, #5240 ETEO RN L
M3, 2.0mg/kg¥ 5Tk, AL FRAEH
P H.6~ 24 DB X oSh iz,
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FHMlL7-gRE | BRE SR/ BN | SR | B R B RE B
e (mg/kg)
EUE LBy NMEHREIG | n vitro 0.14, 0.29, 0.14. 0.29 } T'1.43 1 mol/L:Baseline ™ i
SRl QUED 7 HAEG | RER 1.43 pmol/L | BEJ1, ERAZIL T HAL Y 7 B 3HF N
FEAEAERY) ~DEEET21.0.14 }2 100.29 o mol/L: 7 & F
L3RR~ D #721.1.43 1 mol/L:
T F N FHREIEICH LT, TN T
BRI SIS, ZOVERNIE., 4
e = N G AN d o d
Wi & <~ A/NMRIZ BT 0.02, 0.2, V7 NFROMAERRER, &5 2&KGFH0
(N18/%F) 2.0 WZHEINL , B 5 8RFZICE — 7 B A LI
77
W E = Zvh e 0.02, 0.2, V7 NFROMBEFRER, &5 2K
/Sprague—Dawley % 2.0 WZHEANL | P& 54 F[# £ (0.02mg/ke) & VB
(6/#%) 5844 (0.2 & 1R2.0mg/ k) |12 ¥ — 7 3 Ix
Lz,
KL A 2 bR, HplR S
Q) F D) ZEEHER
el
2. M
(MHEE %R 5SS
EULZEEa $e 5% BE5RE | RREBSEE RS D B e
(mg/kg) (mg/kg) (mg/kg)
~YUAS R 45/ ) B 0,10 10 > 10mg/ke(" &)
~ I AN R 5/HE) FlRA 0. 10 10 >10mg/kg( ¢)
TN L %5/ AN 0, 10 10 >10mg/kg(" ¢)
TN R E5/FE) FlRA 0. 10 10 >10mg/kg(c £)
YT e &2/HE) | BT ERAIRNC RAY — /S 5.0 5.0 >5.0mg/kg(c? ?)
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QRERSSHHR

s | RERE | —REOEE Epden s A SRR NOEL | MR NOAEL
(V/?) (mg/kg/ H) (mg/kg/ H) (mg/kg/ H)

~UA | KT FAABRHE: 10/10 0. 0.1, 0.5, 4 <0.1 5.0
YTFIAME16/16 | 1.0, 5.0

~UA | BT TaBREE: 10/10 0. 0.2, 1.0, 1338 <0.2 <0.2
YT 28/28 | 5.0
FURIERE: 25~15

vk | KT FBREE: 10/10 0,0.1,0.25, | 4R <0.1 1.0
YFIAME10/10 | 1.0

A FBr#E: 10/10 0.0.1,0.25, | 13[4 <0.1 1.0
PFIAME10/10 | 1.0 (IBlE4ER)
(Rl B :5/5

e a 15/15 0,0.1,0.25, | 263 [H <0.1 1.0

1.0
v | KT 3/3 0,0.05, 0.5, | 4EM <0.05 5.0
5.0

v | K TR 4/4 0.0.05, 0.5, | 13 <0.05 5.0
[EIfE AR A 2/2 5.0 (lElE2ED)

P | K FAABRRE:4/4 0.0.05, 0.5, | 52iEH <0.05 5.0
R AEREE: 2/2 5.0 (&4

BT TANE: b 1T A7 AGHE K R Z 7 NV FREURRIE IV,

QrEfnE AR

REROHH

HHEE 2301 D1 IR 28 IR FL 5k
(S. typhimurium OVE. col)

S-91F(E FT3750 1 g/mLETORLE, S-9FEAFE T
5000 1 g/mLETOWRE T, VI 7 NVF RIFTSRERAF R LR
ISy

in vitrof B A AR - e N RSV L Bk %
- Ge e (R B AR

S-9TFAE F M OEFEAE R, 5000 p g/mLETOIRE T, VF7 LT
RITEE BRI SR YL AR R 2 3F 5 Ledh o7z,

in vivoR B RIEENEREAL : 7 h~D4 A X
() SN Y e g il 0 ST RAVAN 37 2 L
5

BN EDONT230meg/ ke TCOREEA4 B BKER T
BeH LI, UZ7 VT RIETy MEBEIZ I 52 Yetb AR L ER D /s
BEFHR LI -7,

in vivoRe AR FENERIAM : 7o h~0D28 H MK
R T H LD MR K OVEBEIZ BT 5/ %
MR

E RN RIYIN = 2 SR AT N IR2 VA ON = il SO RAVIN > R N
B YMEIRMERDREBBEI L, UF7 N TF R FHRGI2ED
HEITRBO DN T,
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(DD ARIEEER

i -

&5
i

B/t

HhE 51

(mg/kg/ H)

<A

ay

AR EE
' @450

WA E i
AR HE1TXIT29

0. 0.03, 1043#H]
0.2, 1.0,

3.0

P G B U7 HUR AR C— M B 23 1.0
K OR3.0mg/kg/ H 5 FEDOHEREIZ I T
OB, C-fEEX3.0mg/kg/ B #
%nﬁi@lﬂﬁf@%c WDz, ZHOE
BIRBDAN =X LINHBNERSTE
D, ErEOBEMIZZRVWEDEE Z BN
Tro F O 5.\ B U= s | 8 22
SN otz C-HlaRRIEIZEE 5
NOAEL}Z0.2mg/kg/ H . C—HfiayE 2 RY
T HNOAELIZ1.0 mg/kg/ H T, AN
MRHD & DI &b TENENRIS LN
18{FICHIY 75,

ay

AR50

0. 0.075,
0.25, 0.75

10435E]

$ G-\ Z B U7 BRI C—H i B EE A3
0.25 % 1%0.75mg/kg/ B $& 5REDO IR
NNZVFZT NFRE G 2RO T
ABOBIT, Fiz, FURIRC-HERE D1y
ﬁuﬂhmv%h&ﬁ HORERBNC
0.25 % 000.75mg/kg/ H £ 5-REOMEZ TS
WCRO BN, ZNHDNEEAH T
BAII =X LINSHBIER->TERY, BhE
DOEFEMEI TRV DEE 2 BTz, FD
Tt oA i B A Bl DA TR 23V g WA
Motz, C-HlaNEEZBE 9 ANOAELIE
HHTEenoTz,

YT TANEE:

e a2 T4 7 A5, VF 7V F REURRIE & O L b= B V=,
G)ETERE SR

EALZRE
B

&5
TR i

B/t

BehE
(mg/kg/ H)

551

R - i

Zvh

ay

IR 4524

0. 0.1,
0.25, 1.0

"
ABCRAE~
MR sy
2:
AR~
STHRLTH

HE] r@b%ﬂi B AR K OVEFERE (]
THEEIIED LN -T2 ln, 4
VG Fa'@?‘éNOAEL 1%1.0mg/kg/ A TH
LEfEgRS NI,

HEMEENY) TIE, REIIRFE CE DT
EfEL. Omg/kg/ HEGRECROLN
ZEMD, AETEREICBI T HNOAELIE
0.25mg/kg/ H THHEHEEI SN,
JEYETIE, 1.0mg/kg/ B #% 5B CTHIE D
B ZS T SERD BT Z &5, NOAEL
130.25mg/kg/ H THHEHELEZ Tz,

Uy

'y

220

0,0.01,
0.025, 0.05

IFR6~18H

l%ﬁ%@@mb XTI DR BRSO B
9, AEFHEEIC B9 HNOAELIE
0.05mg/kg/ H ThHEHELE SN,

JE T, a0 B SR
BHEEZLNDEREDFHOEARRDE
NizZENS, NOAELIZ0.01mg/kg/ H T
bLIMEREINT,

'y

224

0. 0.1,
0.25, 1.0

FE6 B~
nEL24 H

HA VR CIE, (RIS T 28N 771
FRE G ERECHERLIFE TAHDAL,
1.0mg/kg/ A 5 BEOMETITBELZ IR
WTHERDLITZZEM B, NOAELIE
0.1mg/kg/ H Kjili ChDHEHELZS T,
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()BT R EHERTH)

1B petsss | o I P
53 140 4 BUA1(6. 25mg/mL) BH2RUBHRI=D T B
o ; . i ~ TS FE 0D LR ST 78 4
#53-240 07 54(6.25mg/mL) HIR2 X IX5 A 3] ORI . B G 3R
#53-34L75 347)(6.25mg/mL) KT 25 RN HAEI R T - o
B g S, 0.9%NaCl#¥ 512 k5t
DXL DTNV R T

0.9%NaCl Hot-

LRI JERE R FRBR I WS- BH T, TIRELAIE L LY F 7 NV TFRE ENS W BFDOMO R IXIR T TH
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X. BENEIEICEEYT5IEE

1. X5
LA BB LGSR AR - EMEOL ST BICIVER T,
BoRSy: HE

2. BxEAME
304 H

3. AERETOITE
WA 2T 2~8°CITARTE

4. RN EDITER

20. B ForE
fEFBRLERA I, F vy 7 I L0 L CTEIRICEE L, 30 ANIZE 3528,

5. BERITEH
BEMERLTAR: HY
<FThHoLEY : HY
ZOMOBEEER - HY
(VI % 2. TOMDOEE OESME

6. R—R5 - A
AL

7. B AEERAR
20094£6 H 30 H

8. WERTARFABRUVARES EMEERHFEFAR REMKEAR

BUEIRFAGRFH B KGR At ARG A A W 7e P aReE A B
20104214 20H 22200AMX00236000 2010426 H 11 H 201046 A 11H

9. EERXIEREM AZERVAEETENZENEAHBRVUZTOAR
RE ST RO AT QILFERHE) 201448 A 29 H
HEROCHED 2 ¥ (1.8mg/H) 2019455 H22H

10. BEEHKR BHERREARERAARUVTOASE
FEARE R A A B SFe46H20H
PSS IR OME | A MR OB SO S ZB T DI 1AL 5B 2TH 3 5 (AGRIE S F ) A DN ET
DWTIUTHELY LR,

11. BEEHM
T :20104E1 H20 H ~20184E1 H19H

12. I RHFEHIRICE T 215

19240
13. &iEa—FK
JEAE S5 B SR S e B[ 2 =2 — R HOT(OK:) 2 L NERALFE
IS A 3 = — (YJz—F) 4 2T AR
2499410G1021 2499410G1021 119748801 621974801

14. RIEHRT LDEE
FA=19440
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XI.8E8H4
1. TN ETORERTIKRT
20234FE4 A K HBILE, HR 1000 ELL E TSN TS,

(MXE D AT XE202256 A)
w2 Novo Nordisk Inc FEFEAE 2010
Injection: 6 mg/mL solution in a pre-filled,
fRFE4 VICTOZA® A HA#S | single—patient-use pen that delivers doses of 0.6
mg, 1.2 mg, or 1.8 mg
AWHEX | 1 INDICATIONS AND USAGE
HAR | VIcTOZA” is indicated:
- as an adjunct to diet and exercise to improve glycemic control in patients 10 years and older with type 2 diabetes
mellitus,
- to reduce the risk of major adverse cardiovascular events (cardiovascular death, non—fatal myocardial infarction, or
non—fatal stroke) in adults with type 2 diabetes mellitus and established cardiovascular disease /see Clinical Studies
(14.3)].
Limitations of Use:
VICTOZA® should not be used in patients with type 1 diabetes mellitus.
VICTOZA® contains liraglutide and should not be coadministered with other liraglutide—containing products.
LK 2. DOSAGE AND ADMINISTRATION
O | 2.1 Important Dosing and Administration Instructions
- Inspect visually prior to each injection. Only use if solution is clear, colorless, and contains no particles.
- Inject VICTOZA" subcutaneously once—daily at any time of day, independently of meals.
- Inject VICTOZA" subcutaneously in the abdomen, thigh or upper arm. No dose adjustment is needed if changing
the injection site and/or timing.
- Rotate injection sites within the same region in order to reduce the risk of cutaneous amyloidosis /see Adverse
Reactions (6.3)].
- When using VICTOZA® with insulin, administer as separate injections. Never mix. It is acceptable to inject
VICTOZA® and insulin in the same body region but the injections should not be adjacent to each other.
- If a dose is missed, resume the once—daily regimen as prescribed with the next scheduled dose. Do not administer
an extra dose or increase the dose to make up for the missed dose.
- If more than 3 days have elapsed since the last VICTOZA" dose, reinitiate VICTOZA" at 0.6 mg to mitigate any
gastrointestinal symptoms associated with reinitiation of treatment. Upon reinitiation, VICTOZA® should be titrated
at the discretion of the prescriber.
2.2 Adult Dosage
- Initiate VICTOZA® with a dose of 0.6 mg daily for one week. The 0.6 mg dose is a starting dose intended to reduce
gastrointestinal symptoms during initial titration, and is not effective for glycemic control in adults. After one week
at 0.6 mg per day, increase the dose to 1.2 mg daily.
- If additional glycemic control is required, increase the dose to 1.8 mg daily after at least one week of treatment
with the 1.2 mg daily dose.
2.3 Pediatric Dosage
- Initiate VICTOZA" with a dose of 0.6 mg daily.
- After at least one week at 0.6 mg daily, the dose may be increased to 1.2 mg daily if additional glycemic control is
required.
- If additional glycemic control is required, increase the dose to 1.8 mg daily after at least one week of treatment
with the 1.2 mg daily dose.
(BRI EE D HRT X E(SPCI2021521)
24 | Novo Nordisk A/S FEITLE 2009
1 ml of solution contains 6 mg of liraglutide®. One
Victoza 6 mg/ml solution for injection in pre-filled pen conta%ins 18 n}g liraglutide in 3 ml.
Hr7e44 AIEHIKE | * human glucagon-like peptide-1 (GLP-1) analogue

—filled
pre~iified pen produced by recombinant DNA technology in

Saccharomyces cerevisiae.
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4.1 Therapeutic indications

EEES Victoza is indicated for the treatment of adults, adolescents and children aged 10 years and above with insufficiently
controlled type 2 diabetes mellitus as an adjunct to diet and exercise
- as monotherapy when metformin is considered inappropriate due to intolerance or contraindications
- in addition to 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.

it} | 4.2 Posology and method of administration

OH&E | Posology
To improve gastro—intestinal tolerability, the starting dose is 0.6 mg liraglutide daily. After at least one week, the
dose should be increased to 1.2 mg. Some patients are expected to benefit from an increase in dose from 1.2 mg to
1.8 mg and based on clinical response, after at least one week, the dose can be increased to 1.8 mg to further
improve glycaemic control. Daily doses higher than 1.8 mg are not recommended.
When Victoza is added to a sulfonylurea or insulin, a reduction in the dose of sulfonylurea or insulin should be
considered to reduce the risk of hypoglycaemia (see section 4.4). Combination therapy with sulfonylurea is only valid
for adult patients.
Self-monitoring of blood glucose is not needed in order to adjust the dose of Victoza. Blood glucose self-monitoring
is necessary to adjust the dose of sulfonylurea and insulin, particularly when Victoza therapy is started and insulin is
reduced. A stepwise approach to insulin dose reduction is recommended.
Special populations
Elderly patients (>65 years old)
No dose adjustment is required based on age (see section 5.2).
Renal impairment
No dose adjustment is required for patients with mild, moderate or severe renal impairment. There is no therapeutic
experience in patients with end—stage renal disease, and Victoza is therefore not recommended for use in these
patients (see sections 5.1 and 5.2).
Hepatic impairment
No dose adjustment is recommended for patients with mild or moderate hepatic impairment. Victoza is not
recommended for use in patients with severe hepatic impairment (see section 5.2).
Paediatric population
No dose adjustment is required for adolescents and children aged 10 years and above. No data are available for
children below 10 years of age (see sections 5.1 and 5.2).
Method of administration
Victoza must not be administered intravenously or intramuscularly.
Victoza is administered once daily at any time, independent of meals, and can be injected subcutaneously in the
abdomen, in the thigh or in the upper arm. The injection site and timing can be changed without dose adjustment.
However, it is preferable that Victoza is injected around the same time of the day, when the most convenient time of
the day has been chosen. For further instructions on administration, see section 6.6.
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8. USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

Based on animal reproduction studies, there may be risks to the fetus from exposure to VICTOZA® during
pregnancy. VICTOZA® should be used during pregnancy only if the potential benefit justifies the potential
risk to the fetus.

Animal reproduction studies identified increased adverse developmental outcomes from exposure during
pregnancy. Liraglutide exposure was associated with early embryonic deaths and an imbalance in some fetal
abnormalities in pregnant rats administered liraglutide during organogenesis at doses that approximate
clinical exposures at the maximum recommended human dose (MRHD) of 1.8 mg/day. In pregnant rabbits
administered liraglutide during organogenesis, decreased fetal weight and an increased incidence of major
fetal abnormalities were seen at exposures below the human exposures at the MRHD /see Animal Data/.

The estimated background risk of major birth defects for women with uncontrolled pre—gestational diabetes
(Hemoglobin A1C >7) is 6 to 10%. The major birth defect rate has been reported to be as high as 20 to 25%
in women with a Hemoglobin A1C >10. In the U.S. general population, the estimated background risk of
major birth defects and miscarriage in clinically recognized pregnancies is 2—4% and 15-20%, respectively.

Clinical Considerations

Disease-associated maternal and/or embryo/fetal risk

Poorly controlled diabetes in 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, still birth, and macrosomia related morbidity.

Animal Data

Female rats given subcutaneous doses of 0.1, 0.25 and 1.0 mg/kg/day liraglutide beginning 2 weeks before
mating through gestation day 17 had estimated systemic exposures 0.8—, 3—, and 11-times the human
exposure at the MRHD based on plasma AUC comparison. The number of early embryonic deaths in the 1
mg/kg/day group increased slightly. Fetal abnormalities and variations in kidneys and blood vessels,
irregular ossification of the skull, and a more complete state of ossification occurred at all doses. Mottled
liver and minimally kinked ribs occurred at the highest dose. The incidence of fetal malformations in
liraglutide—treated groups exceeding concurrent and historical controls were misshapen oropharynx and/or
narrowed opening into larynx at 0.1 mg/kg/day and umbilical hernia at 0.1 and 0.25 mg/kg/day.

Pregnant rabbits given subcutaneous doses of 0.01, 0.025 and 0.05 mg/kg/day liraglutide from gestation day
6 through day 18 inclusive, had estimated systemic exposures less than the human exposure at the MRHD of
1.8 mg/day at all doses, based on plasma AUC. Liraglutide decreased fetal weight and dose— dependently
increased the incidence of total major fetal abnormalities at all doses. The incidence of malformations
exceeded concurrent and historical controls at 0.01 mg/kg/day (kidneys, scapula), > 0.01 mg/kg/day (eyes,
forelimb), 0.025 mg/kg/day (brain, tail and sacral vertebrae, major blood vessels and heart, umbilicus), >
0.025 mg/kg/day (sternum) and at 0.05 mg/kg/day (parietal bones, major blood vessels). Irregular
ossification and/or skeletal abnormalities occurred in the skull and jaw, vertebrae and ribs, sternum, pelvis,
tail, and scapula; and dose—dependent minor skeletal variations were observed.

Visceral abnormalities occurred in blood vessels, lung, liver, and esophagus. Bilobed or bifurcated
gallbladder was seen in all treatment groups, but not in the control group.

In pregnant female rats given subcutaneous doses of 0.1, 0.25 and 1.0 mg/kg/day liraglutide from gestation
day 6 through weaning or termination of nursing on lactation day 24, estimated systemic exposures were
0.8-, 3, and 11-times human exposure at the MRHD of 1.8 mg/day, based on plasma AUC. A slight delay
in parturition was observed in the majority of treated rats. Group mean body weight of neonatal rats from
liraglutide—treated dams was lower than neonatal rats from control group dams.

Bloody scabs and agitated behavior occurred in male rats descended from dams treated with 1 mg/kg/day
liraglutide. Group mean body weight from birth to postpartum day 14 trended lower in F2 generation rats
descended from liraglutide—treated rats compared to F2 generation rats descended from controls, but
differences did not reach statistical significance for any group.

8.2 Lactation

Risk Summary

There are no data on the presence of VICTOZA® in human milk, the effects on the breastfed infant, or the
effects on milk production. Liraglutide was present in milk of lactating rats /see Data/.

Developmental and health benefits of breastfeeding should be considered along with the mother’s clinical
need for VICTOZA" and any potential adverse effects on the breastfed infant from VICTOZA" or from the
underlying maternal condition.

Data

In lactating rats, liraglutide was present unchanged in milk at concentrations approximately 50% of maternal
plasma concentrations.
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4.6 Fertility, Pregnancy and Lactation

Effects on fertility

No adverse effects on fertility were observed in male and female rats given subcutaneous doses of liraglutide
at <1 mg/kg/day, yielding exposure to liraglutide (plasma AUC) 11-13 times higher than that of patients at
the maximum recommended human dose.

Use in preghancy

Pregnancy Category: B3

Increased embryofetal death and minor fetal skeletal abnormalities (kinked ribs) were observed in rats given
liraglutide at 1 mg/kg/day by subcutaneous injection (yielding 11-times the plasma AUC in humans at the
maximum recommended clinical dose). In rabbits treated at doses >0.01 mg/kg/day (relative exposure,
>0.2), there was retardation of fetal growth and an increased incidence of several minor skeletal and visceral
abnormalities. Postnatal body weight gain was reduced in the offspring of rats treated with liraglutide during
gestation and lactation. These findings may have occurred secondary to reduced maternal food consumption.
Placental transfer of liraglutide and/or its metabolites was demonstrated in the animal species.

There are limited data from the use of liraglutide in pregnant women. Victoza should not be used during
pregnancy and the use of insulin is recommended. If a patient wishes to become pregnant, or pregnancy
occurs, treatment with Victoza should be discontinued.

Use in lactation

It is not known whether Victoza is excreted in human milk. Studies in lactating rats have shown that the
transfer of Victoza and metabolites of close structural relationship into milk is low. Due to lack of
experience, Victoza must not be used during breast—feeding.
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4.6 Fertility, pregnancy and lactation

Pregnancy

There are no adequate data from the use of liraglutide in pregnant women. Studies in animals have shown
reproductive toxicity (see section 5.3). The potential risk for humans is unknown.

Liraglutide should not be used during pregnancy, and the use of insulin is recommended instead. If a patient
wishes to become pregnant, or pregnancy occurs, treatment with Victoza should be discontinued.
Breast—feeding

It is not known whether liraglutide is excreted in human milk. Animal studies have shown that the transfer of
liraglutide and metabolites of close structural relationship into milk is low. Non—clinical studies have shown a
treatment-related reduction of neonatal growth in suckling rat pups (see section 5.3). Because of lack of
experience, Victoza should not be used during breast—feeding.

Fertility

Apart from a slight decrease in the number of live implants, animal studies did not indicate harmful effects
with respect to fertility.
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8.4 Pediatric Use

The safety and effectiveness of VICTOZA® as an adjunct to diet and exercise to improve glycemic
control in type 2 diabetes mellitus have been established in pediatric patients 10 years of age and
older.

Use of VICTOZA?® for this indication is supported by a 26—-week placebo—controlled clinical trial and a
26—week open—label extension in 134 pediatric patients 10 to 17 years of age with type 2 diabetes, a
pediatric pharmacokinetic study, and studies in adults with type 2 diabetes mellitus /see Clinical
Pharmacology (12.3) and Clinical Studies (14.1,14.2)]. The risk of hypoglycemia was higher with
VICTOZA® in pediatric patients regardless of insulin and/or metformin use.

The safety and effectiveness of VICTOZA® have not been established in pediatric patients less than
10

years of age.
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4.2 Posology and method of administration

Paediatric population

No dose adjustment is required for adolescents and children aged 10 years and above. No data are
available for children below 10 years of age (see sections 5.1 and 5.2).

4.5 Interaction with other medicinal products and other forms of interaction
Paediatric Population
Interaction studies have only been performed in adults.

4.8 Undesirable effects

Paediatric population

Overall, frequency, type and severity of adverse reactions in adolescents and children aged 10 years
and above were comparable to that observed in the adult population. Rate of confirmed hypoglycaemic
episodes was higher with liraglutide (0.58 events/patient year) compared to placebo (0.29
events/patient year). In patients treated with insulin prior to a confirmed hypoglycaemic episode the
rate was higher with liraglutide (1.82 events/patient year) compared to placebo (0.91 events/patient
years). No severe hypoglycaemic episodes occurred in the liraglutide treatment group.

5.1 Pharmacodynamic properties

Paediatric population

In a double—blind study comparing the efficacy and safety of Victoza 1.8 mg versus placebo as add—on
to metformin % insulin in adolescents and children aged 10 years and above with type 2 diabetes,
Victoza was superior to placebo treatment in reducing HbAlc after 26 weeks (-1.06, [-1.65, 0.46)).
The treatment difference in HbAlc was 1.3% after additional 26 weeks of open label extension,
confirming the sustained glycaemic control with Victoza.

The efficacy and safety profile of Victoza was comparable to that observed in the adult population
treated with Victoza. Based on adequate glycaemic control or tolerability, 30% of trial subjects
remained on a dose of 0.6 mg, 17% escalated to a dose of 1.2 mg and 53% escalated to a dose of 1.8
mg.

5.2 Pharmacokinetic properties

Paediatric population

Pharmacokinetic properties were assessed in clinical studies in the paediatric population with type 2
diabetes aged 10 years and above. The liraglutide exposure in adolescents and children was
comparable to that observed in the adult population.
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