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7. ER ORI S

7.1 AFNE, 1B 1RIEI I 59508, HE1TaReZe RO RICEE LA THZ &,

7.2 BB EDORBAABIN T 5720 (RAELVREABBL. AEOWHAITHIZL,

B2 BREEDNELNRN BB TR EZ S E L, SOITERDSFHG T 255813, REEZE T8, 1~2HMOWE
SOTRSRCIEIR DS 23U BRI USSR AT O A B # 542 FHEI cX5,

(FERL)

1), 2), 3), 4), 5), 6)

[EI SO BRR BRI T H GRS (R, TR EL, M5 23S <HESN TV D, ZRHORITEMIX, GLP-1 DML
\ZRIT D5 K CEBOMBIERNITE R T HEESN D, ZOBEEEOREHLB T 21203, B &IV G 25n
L. HEZHE 52 ENA R ThHHEMERSNIIZORE LI,

5. BRERAAE
WEERT—32/\wr—o
WA GRS EREBR 0 —% GHIE BL)

FH .
SRR E PN HBR fRERERA AFN2.5, 5, 10 N5 u g/kgD A N 55 D24, RN, 3
NN2211-1326 3245 B HE S O ) 2RO E 2 34
25 LFR [ PN B R R AHN5, 10K N5 pu g/kgD XA T #G-% DR M, FARM, Y EhEE
NN2211-1551 244 T OSSR 721 A & ST A
SRR E PN RBR 2T pi PR 9P FR A AHN5 K ONN0 u g/kgD KBz T B 5% DeM, DA, ek
NN2211-1591 154 [0 Yk (R
ZE1 FHE N ERER R R AFN15, 20 % 25 u g/kg?D KIEFZ T #5454 0% 2 K O M2 G
NN2211-1694 2415
ZEIFH E PN ERER 2T MR PR 5 FR A FH BSOS R
NN2211-1334 22615
SEITFE E PN R 2T Hil PR 9P FR A TV FIREOWATRER iR, — 8 5 R4 [+ 5 28
NN2211-1700 400451 fil,
ZE1L/1LLAH [ N a5 2T MR PR 5 FR A AFHN ESUSEL O PR FR L & OSUSR B AR & O A TRER Helieila, —
NN2211-1701 26413 5 240 R+ I B 283 .,

201448 H ZhRE XU I B T2B0bE IR % | 7K ERIE B PR BR o0 — & G & B}
*i%ﬁ . e T
SR E N 2T M PR P FRAE AH L1 D BRI SO OF R TE L A% D BEIR IR SE2 AN LA OF R O 3R
NN2211-3924 36041 B WA TRER ek, 5258 R
SELILFH [E PN R 2T MR PR P FRAE AFN A A HUHFN O PR FREL AL A BE RO — B E R
NN2211-3925 257131 FTRER Heise sk, 3630 i

201945 H FVER OV R T KGRI BRRRERO—& GEmEED
FH N
BB A e
FEIFEE R AF00.9 mg TERA+ AHN1.8mg/ H & T0.9mg/ B O ZhE K O M4 L35,
NN2211-4174 7 2R R I AR 2608, MEAEREIOANT . FEE R, Sk, 26108 DI R 511 H

46645 (1.8mght) Z (& W ATHERM Frii ik
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i

HE 15 i
AR E SR RO MAER: THREAIT  ROBERFEEL (AR, a2 ar X —EHEK (o -G,
NN9068-4183 NBARAS 722 R F 7Y UYL H(TZD) . ALR=/LL T3 (SU) | F
B RNIT 5= )V a— 23k A2 B 3K (SGLT2 L 3K) XX/ V=F D
81931 WTNIZEDIREE T a7z he— L 3 G5 TR A

AN 2B R R et Gl UT- ., 523, SRk IR, MRS EIY
£, SBEEAT ., FEE AR

ARBROVZ 7 NFREHZEW T, AHI1.8mg/ B L% DR R I HEH
FILHF A UA D R OV et

VRS R DMEARCNIAZD G DA MO T DA OB AR L, BRIV, 2R, 215

EX2211-3748 U2 FDHE RS FB £ IAEAEIOMS, ZEER, 77 BRI TRE R LG R
(CvoT) 934045
(2)BSPREEIEEAER

DEREE5REED

32 O B A NN B FITAAI2.5, 5, 10 X DM 5pg/kg(REE60kgl 3D &, AF0.15, 0.3, 0.6 % TM0.9mglZHH ) X
X7 7R E BB TG LTz, 2.5~10ug/kgD RAIE 5% O BEVET BAFCh o7, 15ug/kgl 5% TiX., 643
BN B NGREE I FAS L DR E O H G (0 ) QMR 23 ST, 2.5~ 10pg/ kgD AR H 5 512 U AR M
& o7z, LU EDFERICE-S& | 15pg/kgMEEE B AN BRI 2 A 5.0 O Kt B THHZ LD RBS L
7=

)R ERE AR
R B A AR A B ERE 24012 5% G2 LT, AHI5, 10 OV b5pg/kg((EFE60kgE 5L, AHK0.3, 0.6 % TM0.9mglZAH
WYEIT T TR ESHBERL TR 5 L=, 723, AFZ LRSI 5ug/ kel U CXE R T 5L, 5~15ug/ke
OHBEFTOLEMICRIEL 21T BRMITI BRI THHZEAVRENT,

M EERIFEE REREHRERY
H AR 27U PR 53 2 AT DR 1561256 5 L LT, AFHI5 K O Opg/ke((REE60kg: 3D L, AHK(0.3 K& 1N0.6mellH )
FTT TR E 2B A TR G- Uiz, 7o, ARA % 1 K 482 5pg/ kel B8 U C KB T #5- L7, 5~10pg/kg®
MEBFTOREMEICHIBEE DM 51370 DAL R THHIEN RSN T, RFNEGIZL 248/ 0 R 4172 f b
avba—)v, ZEERFIMAEE O T K O 2 A L WD N R LT,

HREHRE RO Y
e A AR A BB 2401256 G2 & LT, AFN15, 20 K OM25pg/ ke(IRE60kgd 5 &, AF0.9, 1.2 % UM .5mgil
M) F/IX 7 TR A MBI NE R TS Lz, 7o, ARHI% 15 25ng/ kel L CIE R T &5 L7z, 156~
25pg/kgD AR FEFTOR ML 22851370 BERMEIXRG THOLIENRENT,

CRERIGIERAER
DEIEAE R SRR 1
B B < SRR AR B PR 7S SR B 5\ CUR I R o 2B PR B Akt e L, 4 & (0.1, 0.3, 0.6, 0.9mg)
OERFN R VT T RO ha— B2 B SMSER a5,
X G BRI SRR OB IR SEHUIR B 52 CIRIE R o0 28 SR 5 BB 226151 (A A0. 1mg: 4541, AH10.3mg: 4641,
ARFN0.6mg: 451, AH10.9mg: 4461, 7 Z&R : 4641)
OB F kSR E E S M (1400) 12 X5 VR L ATRER ik B
BB 795 R#10.1, 0.3, 0.6 31%0.9mg/ B T 7 F &A1 B 1E4 (FFEZRY ., 15 H R UK (SRR TS L,
728, 0.6 % 7100.9mg/ A #ETIL, AFIDOFE5130.3mg/ H LVEALEL . LA Z2120.3mg 3 Mg L7~
i B I )= RRA U T DG 14 OHbALclL, FERINIEEME FARD SNz, (p<0.0001), F
27T RED LI BNTH W TR 5 EIZ BV THHbALc DA B 22K T 3388 bz (p<0.0001) ,
16 B CH 6. 9% A (ML=~ — U T | (6.2%A00) ST R (6.2%~6.9%A) ) 222 L 7= 51 &1,
TR GRECIHE(2.2%) . 0.1mgf S HET3H(6.7%) | 0.3mgfk 5-HET1341 (28.3%) . 0.6mg# 57 T2445)
(53.3%) } Tr0.9mg$% - CT25H1 (56.8%) Th-o7z, £/, ZNHDIEF DS H0.3megi S-HED 141 (2.2%) |
0.6mgfs 5-HED6H (13.3%) K V0. 9mgf G- FEDIH] (20.5%) A3, 6.2%AN & 2Rk LT,
BRI = RARA 2 N Tdo D22 M kg MBS S VR UBEEIZ D WV Th & 2 FHESEINZ R T 23380 6
72 (W3 bp<0.0001)
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10.5- oo EIR—H70.1mg8¥
10.0- 1 -8 EQI\—tF"‘O3mg§¥
95 aaa EIN—Y"0.6mgE¥
904 oos EUR—H"0.9mgB¥
S 8:5— xx JS5REE
S 80
_<‘§ 754
T 70-
6.5
6.0-
5.5+
0 2 6 10 14 GB)
Eoh—4°0.1mg(n) 45 44 42 43 43
Eob—5703mg(n) 46 46 45 44 43
Eoh—1%06mg(n) 45 43 44 44 43
EoR—1%0.9mg(n) 44 43 42 4 42
I5tit(n) 46 46 41 40 38
B 5 OHbALCOHER
(OIRFEAIEER
DB EAREE AR

OBEIMFEER LRIV LTI (SUE) BgR L L0 EE)Y 19

H

*F

Y :
5%

BRI
551

P
e

5

B ST A FRIE TN AR OB IR SE LA 5 51 CIR M D 2B PR IpT BB At e L L ARH
0.9mg/ H BAMPEDFIER O 2%, ZUV_UITIREXTREEL TRETT 5,

BRI TR FRIEITIN 200 DR R SR A% 5.1 CIRIR 28l [ LA _E 3L Q22 pl fR% B
400031 (AR BE G- 7E268%1, 7V I TIRBEERE13241)

Zhas% AL R T E s Q48) R OFEEMRIE (281) 1285, ME1E A (b FEHH BRI 1 T HE R HE G BR
AF0.9mgZ 1 H LRGSR TS, HLITZ V7 T3IR1.25me% 1 B 1E] AR UIFEI &%) X
2| (14 EENERTDUTIRR) R O£ 5 L7z, AFIO#E130.3mg/ H LVEALAL ., LERMZ L120.3mg
FOWHE LTz, VR 7TINOEEE31.25me/ H XVBARAL . #5-8£4308122.5mg/ HIZHEELT-,
TIA<) =T RIRAL N THDFE G424 DOHbAlcEFRIEL L= k= ha— /WAL T, AFID 7Y~
VITIRICH T DIELERN R EES N GES T~ —0:0.4%) , AR ERECIL, & 5-%248 DHbALClE
NR—=2FA N1 T8 T LI, % 544243 OHbALCHNEFE B A Tih56.9% A 1 2 3 ik L 7= kB D E
Atk A GRET26.9%, 7V 7TINEERET10.6%5 Tho7z,

e 5-1% 24 O ZEREIRFIFEAE (FPG) 1, AAI# 5-HEIZ3V) T137.2mg/dL, Z U I FINEHEFRIZIB N T
150.1mg/dLCd> > 7= (p<0.0001) , # 5-1% 2438 D & 1% M FEE (AUCrc, o3n) 1F. A G-REIZHBNT
577.54h-mg/dL, 7 U~ 773N B 5B T670.60h - mg/dLTh-7= (p<0.0001) ,

10.5 - wxx JUNRIOSEREE
10.0] 1 Lo d Ebk—ﬁﬂﬁ

|

554 MeanxSD

HbA1c(%)

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

EOh—Y"§(n) 266 262 255 250 248 246 246 239 235 232 231 227 227 225
JUNZOSERE(N) 132 130 130 125 125 122 120 120 118 115 115 113 111 109

HbAlcODHER ($% 5-14521H)

14



Z
I
[1v]
t
A
Ay
< -1.21
3 - -1 ;8 Mean%SD
BES =" (n=263) QFI~255 FR(N=130)
HbALlcDR—2F AL ) bD AV B (Fe 544 2418)
p<0.0001
[
30 27.8
é o 20
Ra
28 10.8
;IE 10
0 .
W7 h—iem{n=263) OFU~o53 FBN=130)
BERDUWAREAEIR. A—A 51 ANERERYE LEAYAT v ZEAWEFIN
SHbALc 6.9% A DIEFIDENS (LOCFE) . BNk 521%, _R—AF AL DHbAlck
BRSSO R AT REZRHDA LD B D AE B
HbAlc 6.9%A T B2k 2 ($% 5-1%241H)
¢ 5142438
B4k . = . —
wH § (DE’; o | mem N T B RTE | R (9su{E IR
(FEHERR 72)
AH 263 7.38 (0.07)
HbAlc (%) 9.30 e — -0.51 (-0.72, -0.31)
Y~ 7FIR | 130 7.90 (0.10)
AHA 261 137.2 (1.9)
FPG(mg/dL) 202.6 e -12.9 (-18.2, -7.5)
TY_ 73R | 130 150.1 (2.5)
. AH 243 577.54 (9.53)
AGre, o-an 888.63 L -93.05(-119.61, —66.50)
(h+mg/dL) TV 7F3IR | 119 670.60 (12.69)

52 WEFAICB W TH ERHLERBLWERE OB A XML CREE ChH-o7- (AFIHEERE:91.4%, 7V~
IIIREEHRE:91.7%) . Fiz, BEILIZA HEFLOKIMITREDFHL ThH-oTz,

D7pdlt 1 BET S%LL EOBRE ISGRD LIV FFGUT, BHIER . T, ERGEORIE, (B,
Y BEPRIFIEMEITE | SRR, O, B ORI, R Sk, mifn ), BIERRE . MEMESRE R Cho T, ieh A
FECRBLLAEERIT, MELLICRIRTER Thotz, TR, (B, B AR PE K O Z FE LI 5
FHOFIEIE, TV TINEE R A_RARR B B RE TR T,

BRI E SN T2, TR TOMEMABEO TR (BRE 1 HldH7-0 1 AEOFEBREI
B IE, AEBEGRET 0.7 1/ N AR ORI FIRF G T 3.8/ N 4ETH -T2,

BB E O FEREREFBILIMWRE OBIEGIT, B5H% 4 BETIIZ VU7 IINE R A~AR K&
HRECEN-T20N, ZTOBITFRETH T,

NR=2F AT, UFTNVFRHUE KL O GLP-1 ZXFURIT T R TOHERE TRt Th o7z, ¢ 5-1% 53 @
IZBWTAAIEGRED 33 #1(14.7%) TUZZ AT REURBEIESFBD HIL, 2055 16 61 (7.1%) Tix, GLP-
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1 ZBXHURIZONWTH B ThH -T2, 5% 53 MICVT7 VT REUREHE TH T AFIF G REOPERAE 1
BT, HbAle D_R—RT A nb#EE% 52 BIZHT COEIMIERD HRDoT-,

Q@ARWKR=ILHLTEE(SUE) LD PEREEY 1

H Y
xF %
A BTk
&5 ik
LTI

SUEZ$ 5. 2B PRI R E 2%kt 52 b L, AHK10.6mg/ H } 1R0.9mg/ A LSUZEE DO FRETE DG 20 &
V24 SUSKHMERIEZ ST L CORat42,

SUSK (VR 7FIR, ZVITVR UTZVAEYR) IS TR P 028U FR 95 R 264451 (A7110.6mg + SUSE
B 8841, AK0.9mg + SUEREE - 8841, 7° T 7R + SUSKET : 88451)

D BHEER LR T E S M (2408) R OYES ML (28108) 1285 MEVE A (b Ik RN AT RER e i BR
¢ ARF0.6120.9mg/ H T T ARZ1 B 1EEH T A IR FIEST L., SUSZRITTERED TTE L O & TR

AL LT, AFOF5130.3mg/ A LOBALAL, LEMZ £120.3meg DMl L7-,

FIA <) —Z U RRAL N CHHIE %248 DHbALcZFEE L U= i ha— LI BAL T, A#10.9mgd
SUSEE D HF FFRE IR D SUSK HMFR 26§ D EEME AR FES L7 (p€0.0001) o AF10.9megl SUSKD B F 5%
1R ESUSRHMUREL ORI BENROLITT280 | AHFI0.6mgd SUSKE D (f 5L SUSK B R IEL O
PR A EHEL . AK10.6mgl SUSE L O IR IE I DU Ch SUSE B E I ok T A EE AR BT
(p<0.0001) , ¢ 5-#% 2438 DHbAlcHNTEFE B EETIH56.9% AR 232 A LI- e BR E O EIE 13, A#K10.6mg+
SUPFHEIERET23.9%, AK10.9mg + SUPF A EIERET46.6%, SUBIMEIARET4.5% Th o7,

10.5- s TS ER+HSUSERE

10.0- eee E?h—*fﬁo.ﬁmgﬂuﬁﬁ
o5 see ETR—1H70.9mg+SUZERE
9.0
8.5
8.0+
7.5+
7.0
6.5

6.0
5.54 Mean%5D

HbA1c(%)

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

Eoh—T"0.6mg+suRet(n) 87 84 84 B3 83 83 83 82 83 81 81 80 80 78
Eoh—%0.9mg+SUSEH(n) 88 87 85 84 85 83 84 84 84 84 83 B84 83 83
IS EiR+SUsERE(n) 88 88 8 8 79 75 75 70 68 68 68 67 66 66

HbAlcOHER ($¢5-#25218)

0.0 -

s 051

s

kel

B 04

K10

2

A -0.40

N 1.5 1

n

D

¥ 20 \
25 - '

H E2 b—1°0.6mg+SUR (n=86)l 4 h—¥°0.9mg+SURE(n=87)1 75K +SUSH (n=88)
Mean£SD

HbALlcDR—2F AL D HD 2V B (F 54 241H)
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P=0.0001
- ! p<0.05 p<0.0001 !
. % | | |
) 471
# <
s
EE 40 -
i\gg
3
£ 20 4
4.5
[\

[ 2 F—450.6mg+SUREE(n=86) &' & b—H%0.9mg+SURE (n=87) 75+ +SUMR (n=88)

HERBUWERERENR. =251 AAEZRXRE LAOVAT  y TEAWETL

3HDA1C6.9 % K DIEFIDHIE (LOCF) , fEHT k1%, ~_—2F 1 DHbALlck
FRBRIE 5% OF| A AT REZRHbA1cD & D HE

HbAlc 6.9%A T BERK 2 ($% 5-12241H)

B 51248 D22 ERE i FEEIL AF10.6mg+ SUGFHFRIEREIZIV N T132.2mg/dL, AA0.9mg + SUFF &
ERICBVT126.2mg/dL, SUBMEREREIC BN T158.5mg/dL Tdh 7= (W3 o i &£ p<0.0001),

¥ 514 2438 O B E (AUCpg, 0-3n) 1% A&10.6mg + SUGE A EEBEIZ VN T614.58h » mg/dL, A<H|
0.9mg+ SUPFHRIEREIZ BN T575.50h »mg/dL., SUBIMBRIEREIZIV NV TT725.72h mg/dLCTH-o7= (W
D FHE#EHp<0.0001)

#E5 5% 240
HH EEEED} B G RE N | B/ TR 7 (95% (S X [H])
DI (EHERE)
ARF0.6mgt+SU 86 7.41 (0.11) -1.02 (-1.27, -0.77)
HbAlc (%) 8.84 | AA10.9mg+SU 87 7.14 (0.11) -1.29 (-1.54, -1.04)
SUZE M 88 8.43 (0.11)
AF110.6mg+SU 85 132.2 (3.5) -26.4 (-34.5, -18.2)
FPG(mg/dL) 171.1 | A#10.9mg+SU 86 126.2 (3.5) -32.4 (-40.5, —24.2)
SUZE M 87 158.5 (3.5)
AF10.6mg+SU 83 | 614.58 (14.75) ~111.15 (-147.61, ~74.68)
gun?g/dL) 767.28 | A410.9mgtSU 84 | 575.50 (15.01) | -150.22 (~186.32, ~114.12)
SUSE 71 | 725.72 (15.71)

52 WEFAIZRWTH BHEHRERBILI- WA OFIA X, M CHREECTH-72 ORAI 0.6mg+SU fF A
7£:95.5%, &K 0.9mg+SU PF B ERE:89.8%, SU HMUBIERE:94.3%) , Tz, I A EEZRO Ky
IFREDORERL THoT, BIBEEOAERERERALIWERE OBISIL, HE5#% 4 WETIE SU Bl
TEREIZEEAAIHSU DFRIED 2 BECENST-M, ZOHITT X CORE TR TH-T-,

R MBI S SN2 oz, TR TORMAF ORI (BHE 1 FlH=0 1 EORBAFHICH
B 1L 3 BECHEERCTH -7 (RA 0.6mg+SU PERAFIERE: 3.1 1/ N -4, AA 0.9mg+SU OFFAFRIERE: 3.7
TR/ N4, SU HURBRIERE 3.0 £/ N -4,

NR—RFA T, VFT VT REUE R Y GLP-1 ZRXHRITT R COWEHRE Tl ThoT, H 5% 53
BINZIBUNT AH 0.6mg+SU PFHFRIERED 13 41 (16.9%) K O] 0.9mg+SU Hf FHFEIERED 14 41 (16.9%)
TUITNFRPURGHERBD DAL, 2O HZ N4 11 61 (14.3%) B OV 2 1] (2.4%) 1%, GLP-1 28 XHiiRIZ
DWTHEEETH -7, 7ed, SU BAEEERETIX, VT 7 VT REURB IS S hieh o7, ARAI+SU fif
FPETEOWT I TY, #5651 53 BIZVT 7 VT REURGME Tho 7o 1238V T, HbAle D_—R7F
AL PBE 5% 52 WIZ)NT TOBEIMMIZED N7z,

QROMERFELDHARE

H

H

1% FUBE PRIP FE HLAI C Ay 7e = o b — L MR L TR W 2B R 53 - B st G & U TR MUBE IR T 38
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HAIGEH T COARFI D220 OF I E R 2,

xt G B OB RIS R GRENRLA L R AWM IER] . ARV a-Z Vv a Z—P I ERI T TF 7V %K
) BFNZCIEHE D28 R IR B35 36041

R B OF Wk ZhERRILE, FEEMR. AR O DR IRIFROFIRIC LA BRI EAETH ., FEHx IR (1% RS2 A1
FAOFRFEE) | WA TRE R a5

B 5 F ik BNRROROFERPBEIELBHIRF LU TEEAFIVT 2470 &AL B 0.9mg (24061) XX BENOHFE O
BRI R (RE WS e AR PP IC LD 3EA, EN CTRFBINTZZIRE U R, AER O EICHED, NER
1%, DPP-4FHEHISLE], ARRAIL 304, a2 Val X —BRRERIL6H], ALR=/LoLTHILAME, F7
VI R BRAN5 B, BANTRLA LAY oy WM HERA51) (12041) %, $e5-H ft 0FEFR IR 3R & HF F L CH238 [
BEL,

i R BEHZS2ICIV T, 1R DR IRIS 34BN U 72241 0F FETE & Hig LT ARHI &% 0 BE IR SO OF A A
T, HbAlcOH E7AR T AR DAL (BEE ORI &A% O PR I9 SR 0O OF 9 1k — 0% DUBE PR 993 SR2 A1 OF A e
1) OHEEAE 1 -0.27% [95%(F #H X [# : -0.44; -0.09], p=0.0026]
¢ 5-1%52 OHbA LN RIE BAZE THDT.0%AR N2 AL L T- RS OFIE 1%, ARAI LR 0BRGP
JERVETTO4.9%, & 1 BEFR IR FR 24 OF A 1 CT45.8% Th o7z,

10,5+ e 0% RS PR IPTSE2 A1 OF
10,0 oo ARHIHRE D BER RSO A
9,5-
;@ 9,0
= 854
T 807 1
PN ]
7.0 i S S
6.5- - -
6.0
5.5
0 4 8 12 16 20 24 28 32 36 40 44 48 52 (H)
HbAlc (%) OHERE (SE¥)£SD)
B OB RIF IR OOF AR BRI IS 1T DHbATec(%W) DO L&
N Be 5B hR 5% E COLLE
AFI+E D BE R I SO H 239 8.1 (0.8) -1.21 (0.90)
BEWRIA LAY LSy WM EE R 58 8.3 (0.8) -1.18 (0.96)
AR 61 8.0 (0.7) -1.02 (0.97)
a7 NnavFZ —LEH 621 7.9 (0.8) -1.23 (0.85)
FT VL RHH 58 8.0 (0.8) -1.41 (0.79)
A% B R 993 322 40 0F 120 8.1 (0.8) -0.95 (0.74)
FRWRA L R A3 WAMIEHE A 31 8.1 (0.8) -0.94 (0.92)
AR 31 8.0 (0.8) -0.91 (0.74)
a -V NvavZ—EHEA 30 8.1 (0.8) -0.88 (0.58)
FT VL TEA 28 8.1 (0.7) -1.06 (0.68)

FEISD) ARG ORI ATREZRHDALcOMEA R LT SE Bl 2 AT 4R - 2 D ER S

BERZEMAEIRD ST ERTARWRMFE(HEE5G6 mg/dL)DOFEITA7< | 52IEF O% 5+
(2 AT L% 10K PR IS 3R oD BF F 1 T 24061 Th 24511(0.8%) [ o — 7 v & — P BRI HF 63451 b 1451(1.6%).
F 7V R IEANOF A 58 BIH LB 7% I FET: 4% 1UBE R332 40 OF 15 T 12061 H2451(1. 7%) GE%)
FUA LAY Ay WARHER OF A - 311 14511(3.2%), T 7/ V0 R KNG 2861 H 131)(3.6%) ) 1 SRR 2 -l A &
7o ERTRVMRIMFEDOBEFRE 1A VERSH -0 OFRBUFEUL, AHI R 0 FERF SO OF A% T0.034/
N AR R DB PRI IR2A OF R L0020/ N\ - - ThoTe,

@A R K EDFFREET

H B AAIEA RV BE OO ARIEO R IR O 2% A2 AR HEMPREE S REL TR 5,

xt G A RY U BEI(Basal A AV RATLA LAY X idBasal-Bolus#E N TR HF o> 27 R 975 fE 5 25761

REBRF B SR, CEER. ATEROA R RREORIEIC LD B BIIEEZ L, WATRER] His iR

B 55 ANREOA A AREE BRI L U CRIESEI T 24T L ARFI0.9mg(12761) 377 'R (13041) %
TH1E], A2 RAIE R L C36 M 5Lz, A AV 58, 5% OO 165 M Tk
JFAIEEE L, ZD% 0200 T B CHIE &2 MHEHE & OF% G- Bl A4~ A>T sz,

& B FIARV—Z U RRAU N THEHDALcDN—ATA L B E 5160 FTOERLEIZEL T, AKlLA
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AV [ E &) OPFRBIED A A BMEE(E € A &, 77 2R OIS T A E S RS -
(BEZECRABN A AV D OF R — A AV BRI OHEEAE : - 1.30% [95%FHE XM : -1.47; -1.13],

p<0.0001), A2 RV 5 BARE L7 M2 5 Tef 51236 OFEAM T . AFEA AV OO AR L

DA LAY BMFIEI R 2B E DS R S T (BEZECRAN LA 2 AV DO RIEETE — A A) L B
) OHEEAE 1 -0.81% [95%(F #E X [ : -0.99; -0.63], p<0.0001],

Be 54 168 OHbA LA BAE THDHT. 0% 2 R LI g E ORI GIE, AF LA AV OOF %A
T52.8%, A A B T3.1%, 5143638 Tld, RFILA RV OfF FHERET5.9%, A AU H

PhRIETI.3% Tdh o7,

10.5 s TR+ AU
10.01 e FF|+ AU
vt B g RER
2 -
0 4 8 12 16 20 24 28 32 36 GE)
HbA1cOh)DHER (-1 +=SD)
N Bt 5 BAAA ¢ 5-1% 1638 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)
RATIA 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 B L (770K 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)
RAEIA 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)

BERZRRIMAEIFRD Hien o7z, ERTRWRIMFE(IEEGS mg/dL)iX, 36 M O# G-Iz, &
HlE A 2V DO ARIET12741 5 42451(33.1%) (Basalf > 2V > - 50451t 8451(16.0%), AT A A 150
1 21451(42.0%), Basal-Bolus# ik : 27141 13451(48.1%)] | > AV B E T304 13641(27.7%) [(Basal
AL A 5041 HRA451(8.0%)  TRA AL AL 52451 H123451(44.2%) ., Basal-BolusfE{k : 2861 1941(32.1%))

THESNT, AFEA R OO LTl b — LB A E SRS =28, R TR

UM IILHE DFEFUZ , ARFN A AV DPFHBIE.20E/ N AR L O A BRI 3/ N - AR T
RIS 67Woa73xof: (BELECRBN A RV DO L/ A A BEARRTE) OHEEAE : 0.94 [95%(F
FHIXE]: 0.52; 1.701],

®1.8mg/ BOEMMER VR LM DMRET: BIREE"

H )
it g
ER SR
B 55k
b S

AHI1.8mg/ B & T0.9mg/ B O ZIE K OV 0% i35,

A#K10.9mg 1 H 1EIOZ FEGICEIDIGE TH o7 =y ha— L3550 Tl B A4S A 28808 R 97
B 46641

Zhaax LA, MAEA L, FEE R TRER] il

D RHN0.9mg/ BT LA 1238 R DB £ I R TR quAlc7)‘57.0%1&L“G&)0f1%ﬂi§ﬁ%%jﬁﬁﬂ0.9mg- Ho¥:

52 fkfoe 9 DEECRHE0.9meht) UL AH.8me/ F £ CTHitE 58 ORAIL.8melf) (CEEMEA BT,
AFI.8mghE CIF1ARTI20.3mgd™ >, 1.8mgF THIE L 72, AHI0.9meght & OAFHI1.8mehf i i$§l %263
M (EZEHIRE) 5L, AAI.Smeht ClESHI2268 BIER L C, Bl et e Uiz GERHIH) .

T Y= RRA L T DHE 514261 OHbALcDZE AL BRI OV T, AHI1.8mgD A #0.9mglZ x4
DEEREVE D RAES A7 (B 25 (R, 8mg—AH10.9mg) DHETE (I —0.40% [ 95%(F #EHIX [#] : -0.55;-0.24 ],
p<0.0001], #5262 T, HbAlc 7.0%A5 & ER L T-#EBRE OEIA X, AKI1.8mghtT22.7%, A
H0.9mghET7. 7% T o772,
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. B 51406 F T Y
% VR 2 B0 £ S —
HbATe() | N RAERBO MR (LAt (95%{E I )
AF0 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)

BAAT: %, SR (BEE(R 22) | BER 22 fe/ s 3 - [95%(5 #E X ], LOCF
a) EHEREENR. X—RAFA DHbAlcE L B L U 5B

2638 O FEHAFI L WO RT3 T B RZRR U S JffE i e S AR s 1 R A S
7l [ BRI IS CRIERERIP P& H I8 5) ATAR AU E IR 2 f b (i) 23
56mg/dLA OARMLNE], 3= EHIM O A0 3ME [ (H Sl i) 12\ T BB EOR EHRER
U795 E OEIS1IAFN0.9mefE L LLER L CTARFIL.8mghE TEh o7273, FRV O MM ClIFRIFEE Th-o
7oo EEMIRM L ORI I, Z2MECBE 32872 B S FHEITRD LR oT,

©1.8mg/ HOEMER VR LM DRE B OBRBELO G AEREY

H Y

it G

g F

BN
g
M

DR EHR

VT NVTFRL8 mg/H, AL AV TINTIROAL AN TINT T /VFTNFROGINER N 4E
L= ol e

BOERBIEEA (ANRAIY, o -FAasZ—PHER F7 V0 RIEHR| ALR= AT TH|,
SGLT2PH 53R 3L A L AV 3 UMEHER]) (2 XD IR M T = ha— L S5 v
H A A\ 285 PR 95 i 819451

D BhER LR, AEA L, JEE MR, treat-to—target, WA THER] LB
D OARKITH1.8mg (27361)) 2% 5- R Of% 10 BRI L O L Ch2@ R 5 LT=,

PUTIEAMORE R AT 2.

BFF U728 OB RIS R B O£ 544 520 12331 B HbALe D ZE L BT, AT DEBY Th-oT-,
HibALe (%) N 2 15 Bi e Rt

A BRI 47 8.30 (0.90) -2.09 (0.98)

a7 va s B —BREA 41 8.30 (1.05) -1.90 (1.09)

FT7 VY RIEHA 42 8.15 (0.94) -1.84 (0.80)

ZLR= L LT A 42 8.44 (1.08) -1.56 (0.93)

SGLT-2[H = 3& 61 8.33 (0.91) -1.74 (0.89)

HEHIA 2 R Y S IEHE R 40 8.38 (1.11) -1.67 (0.76)

-5 (SD)

HRZME B IEFRD DR T, B UT MR ERE AR =331 (R LR =L oL T Al
FH 201 BN RA LAY SRR L) W ZFH A Shve [ R CRIEE RN A2 5308
(28D) SUIARMAEAE IR 24 HUFE A (i 52) 2366me/ LA O LBE ],

DL ME AR M RSBV R B (<515 RRR S 19

H Yy

PO
RER T
BH ik

fr s

DB R B OYRT I EOER A 2RSSR 33U T, AR HETRIEE (0 M8 SR8 A S ONE RIS L%t - B 76%%)
AR UL T TR EBINL, 3.5~54EF G- Lzt D0 LS AR OB D BB i 5,
o BRMICEER TR UIZOMORE ST A—FEIEHE L L, YR I T ISR D AAI D24
PR OB R T 7R et 5,
DAL AR EYRTHIENIE B AN 28BS R 9 F 9340151
E(42~601 A M) | Zhask. ZEE, BELFMAT, ZEEMR, 775
HBEZ10OEETEELEVTL, Mo ba— v, ME K ONREDTART A HIEEEEER T DT
DO IMPERE T 3R U I RIS EOREHETRIR I 2 T ARISUL T 7 2R E242~604 A 5 L1, &
BIZ, TATAZA N ~DF AR OB MR IE DS X 7z, ARFOBEH130.6mg/ B HEA46L , LHARIZ
0.6mgd" >, Fri D 1.8mg/ H FTHiHIL7-,

* PEAGR D AL & OV B EARRBR O kL OV &IX 222,

FWIOMACE (U L 38, FEEBEME Ui 2E J ONFESSEME N 25 ) D33 B9~ 2 FCORFR D —R D
HEEAE130.87 (95%(ZHE X [:0.78, 0.97) THY . FRNTH EESNIZPEE FIEICRE . AFI1.8mg/ B D7 Tt
AT DIELERRFES AL, 7 TR ELERL T, D AE VAT OEEINTIRD SR>z,

20



BANTFEBLLI=MACE (LS 5K 32501, FIEESEME DA ZE | FEBSEMENN 22 ) OIS HLIR I
77 RREE (467201) AFIRE (466841)
ARV NESR BRI IVHEESIVIEMACEDS R BLL 7= gl 14.9 (694) 13.0(608)
Do If 5 BE 4.9(227) 3.9(181)
FEBBEIE A 2E 6.5(304) 5.9(275)
FEBBEEMM A 3.5(163) 3.3(152)
HEEEB% (R EBIEL)

ARV NHEZR BRIV E SN BERE R 2 I B L T 58 OFIE L OB H -0 OFE TSI,
AFNEE0.4% (18/4668f51]) &7 7R EE0.5% (25/467261) CTRIFREETZ~7-, 77 R DB DB MRS LIS
SRR Th T,

(5)EE - JRRERIRER
MG ERL

(6)iaFEHIf3E
DEFABRAERAE (—RERRER, FFERARERE EARELERAT), BHERTRT —IN—RRE, RERT
REERSBRORNE
O e plm i & RHEA)

H i A #3231 T D 2B R P ER BT 36 1 D ARKI BB E S L<IZSUHI L D B A
FEO LM L O I Z e Lz,
ATk R =
MR B 2 UK PRI R
JiEBiI%K AT 22 [EUAE B3k 4,050 151 (B ESEE B 3,600 f41)
FeFmE A < VRG>
i b, SRS BPAZE, BIBkEE, A R IRIZE BE R N T v
R =L 2&E eI, 71X —BOG & OVERHBAT G, FHIR RS (F
IRIR C HIRIESD) | FEW ., OIS RVAY | BHEREIK T BlnE ~DF HHFZ
B DL ek, BHERERE ~O R SRR, Tk E RS
~ORGRFZRIT AL M
< B ENECEE AR >
A& R IZ 81T AR G- R0 F 9k
FRAIR % FRACHARD : PRk 23 45 7 H 19 B ~FRK 28 4F 8 A | BIERIIRT .3 4F
FEoRE R
<ZZEME>
L2 A NERAT R SE 5K 3,685471
e e iV FEHEE
ZefERNES T B B R BRI A%) | S B e BT A)
BEREFESNEIRY
ARG ! 2 (0.1) 38 (1.0)
SRS 0 2 (0.1)
5 PR 2R 3 (0.1) 2 (0.1)
H IR 7 (0.2) 316 (8.6)
o AR =— i
;;f%)m/l;;;&_#?}rﬁﬁfﬁﬁ/ﬂﬁ/]\ A% 8 (0.2) 42 (1.1)
G JFME 7LV — RO B OSSR BB SO0 2 (0.1) 28 (0.8)
R ETENY 27
PP IR (FORBRC F s Bs) 0 1(0.1)
b Ivact/ka 16 (0.4) 1(0.1)
DS RUAY (OARFRZE, RELEESME, M
BRI, M A b, ABREETB0R 7 (0.2) 0
/jé) %9
D&Y A2 (MACE) %10 7 (0.2) 0

MedDRA/J ver 19.1

TERAERIZIBVTMedDRA JEAZE (LA, TPT)) . MedDRAREHEM 22 (LA T, TSMQ)) ZEDMedDRAIZA IS

¥ 1:PT ARIMAHFIZE% Y A RIVE A - RYiE

21



2:SMQ AVERER (528) | @ALRE (BUF, THLT)) AR L OBMERER OV IIZi% Y T RIEH - Y

X3 ANV —7 58 (HLGT) WAL HZ2 8 L OPAZEICRE S 3B RINEH - I YYE

KA ZFE BRI (LUT, [SOC)) B IGFEEICRE 2 T D RINEH - BYLE

5 BITTEIEDA L AU AR OPT & ML 23424 3 2 EIVE - B YL iE

6: SMQ ZFEEEREANNS J OV B ek 2 5 38 [T BERE (B23%) . SMQ RBUE (32%) . SMQ T F 74 7% — it (3e3%)
SMQ FIERJFRIER (B38) . SMQ 774 7% > — /T F747% > —kk ay 7 RiE (%) . HLT #5307 OSNEC, HLT
TN OIS, HLT FEAEALS , HLT 38 38 KONl T 1% G- 50 SISO W I i% 2 2 RINE - Y

MT:PT HURIRBGERSRE, SMQ HURBRERERE S (J238%) OV I %4 3 2 EITER - Y

¥8:SMQ B X UFEH AR OIREF Y (522) . SMQ MBS XOFEMIAR O ILE Bk (523%) . SMQ B3 LOFERIAR B
DIFHA) (55) . SMQ BB L OFEMARHOIERE (28) . SMQ g~ —— () . SMQ FEMERB L OGERMARH O
FrAEY (%) . SMQ D IENREEDH AW (523%) . SMQ RiFFEIRRE OFeaR) . SMQ FEME R L OREM A B O RISL RS A9 (528 |
SMQ HEE RS L OREMITR A O K HT A (3E5%) . SMQ EMEB L UGEIRBH O 15 IVEHEY (523%) . SOC B, Eitlks
FUGERR I OHED (BRLH LUK — T 28 10) OV TINCIE S T HRINE - Y

9 PT DHFEZE, PT 2D AEZE, PT BEMME OAFAEZE, PT AUE % DHAEZE, PT OAFEZED.DEXPT R, PT R ERL
JiE, PT REEIRIAT AR &L, PT AMRIAYB AT L, PT SRMY AT A&, PT B0 A5 AT AL, PT 4T i, PT ZHEhIRIAT
B SMQ DA () . SMQHHXAFR R I R (238) OWT I Zi% 4 3 2RI - B

¥10:SMQ /DFHEZE (Pez) . SMQ AR H 36 OV L B LR HB. (523%) . SOC (UMIBRE HE D HEIR A SE OV T4
Y DEIE - EYE

SRR KT R O M- 77 L F RBUKBEAE O B SO BN O & M EEARIE B4 FERL T e

(el | O REEMICBITDRITER OREBUR AR L2455, 65 MR TIE 14.3%(354/2,471 #i) 12, 65 mkLh
CIE 21.2%(256/1,210 ) IZRITEH 2580 HAL, FER A L mlnE CIERIWERRBLEIG R o7,

i T T RIER GES# ORWERRRIEIG O 2 L)1, BIBK, JRISEYL, 5T, (I, A5k
PR, BARMIE, 5o, MR FITE= 2 — T —  (RALPED T DEME), BhE, I8 R PRE, (HR, S5, 1R
FE RN, BENRFES, BT, FESTEALTERS . EAAL RS | R, AR T, M R RERD (P
PT) TH-7-,

[P AEREE OB EFEMICB I 2EMERAOBIIRNE MR LG R, BHEREIESIHEE TIT 14.2%
(340/2,396 i) (2, BOFHEETIZ 22.0%(269/1,220 #I) (ZRITER RO O, #E TRWERRREIENE -7,

(RS AERREE OB EFEMICB T RMEAOBBUIRR AR LR, IFEREIES PFEE T 15.9%
(482/3,025 )iz, B PFBRETIT 21.5%(127/591 B ICEIWERA RO, % E CRIWEARBE &SR Em o7, L
MU, PRGN & OF B3 0 A CIIER R E B2 5 BE O BITE A 13 2L B 72 BI1ER O F BUE M 1L
OHIRDST,

<fFhtE>

HhEDOEFE /45T D HbAle 13, AAE G 1 » A %I G-BALARFD 8.57% 5 0.74%K T L. 36 # H % ETH
L%DAE T AR UT-, 22 iE I fBE 13 4% 5-BRAGIED 161.0mg/dL 2>HAFI# G- 1 » A #%121% 27.1mg/dL {K FL., 12 %
A #% $£7T 15.9~24.0mg/dL O T TSRS,

Be5-BlAEREDL DR L e
BRLAERE | 1A 3HH 6458 | 1248 | 18%A | 2458 | 3048 | 36 5 H

HbAlc N 3725 1022 2652 2400 1832 1256 1188 751 797
%) Y E 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
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@ e R A (DF TBRE)

HH) H 5 BRIR I 3517 2275 IR 93 AR C DA L SURI LIS D IfUHE % T 3> B F
EOR DR OE AR LI,

Ak RS =W

KGR FRAH Y ERIDY SU AILASMORE D BERIEHE T A A LD fFH TAANZE
DLIGHRBAIGE I E LT- 2 B IR B

JEBIEL AR A IUE 1% 1,089 51 ( B AZESEBIEL 1,000 1)

F72 3 E < EARMRET R >

R B, SEES . BGPHZE, BIBEEE | A2 RY > IR BE R TE T
R—3 2% & Tl S, SR U - 7L — RO B ORI B, HOIR AR
Bk (R C MITRBESE) . BrEw), Dl R A EHEREIK T | Ml ~
DFEERHIZB T DL e, BHEER S BH ~OR LGRS T 2L 2k, Ik
REREE BB ~DOHR GRS D24

<HEICEE T DA >

HHERIRICIT 2 2 BIBEIRGEE TOAAE SU HILIA O bR T o B

RO
A FHAS I PRk 26 42 12 A 156 B~ A 29 48 A, BIZifM 1 4F
FIRE R
<zZzZetE>
L2 A NERRAT T GO (I B 1,085
- HEE S
MR IR = —
Rt TR (RBEAN) | B (R BE AN
EERRESNZ)AY
G ! 0 8 (0.7)
R 0 0
Jigs PR 2R 0 0
T I he 0 73 (6.7)
AL AR BEIR I R TV R — &
e BN 2 (0.2) 2 (0.2)
SO M T L L — SO S O B SO 0 5 (0.5)
X6 .
IR RS

PR R A (R RC A g gs) =7 0 0
P Yast 7kl 2 (0.2) 0
DIILE SRY A (RRISE, RZ2EBOE ., IfL
EHBAEN, NI A~ ABREE TS0 1(0.1) 0
S
L&Y A2 (MACE) 10 0 0

MedDRA/J ver 20.0

FEAERIZHBVOTMedDRA HEAEE (LR, TPT)) . MedDRAEEHERM I (BL R, TSMQ) ZDMedDRAITE I

X1:PT ARIMAHI 32 S T DRIE - U E

¥2:SMQ APEESE (322%) . SRR (BATF, THLT)) Bk L OMBMERER O W IIi% S + A RIVE « EGYE

K37 N —7 53R (HLGT) LA P22 s L UPAZEIZ 3 4 1 DRIMER - R YE

KA BB (LLT, [SOC)) BB EICH S 32 RIVEH - e

X5 BITBIEDNA L RU AR OPT & L2352 D RIVE « Y iE

6: SMQ AFFEEREANNIS J OV B eIk 21D M SO BERE (E3R) . SMQ MRUE (3e2%) . SMQ T F 74 7% v — it (Je3%)
SMQ ESERJERITER (38) . SMQ T 747% > — /T F 74 7% — S ay 7R () | HLT #5350 SOSNEC, HLT
EAEBALS G, HLT FEFHAAL SO . HLT 88 F 38 KON T B BB AL G OWTIAN3% Y 35 R - G E

MT:PT HURIRBEREE , SMQ HURIRMEBERE T (JE3R) DWW T 3% 3 2 EITEA - BYiE

%8:SMQ EMRB X OGHHIARBA ORLEHT AW ($e38) . SMQ EMERS X OFEMARBHO FLEH AW (RF%) . SMQ EME IS L OFEIAEA
DRFHTAER) ORFR) . SMQ ML JOFEM R ONES; (38) . SMQ B ~— 1 — (3%) . SMQ MR LU A DR
FER) (e3%) . SMQ R EMHEEO Fr A=W (k22) . SMQ ATtk iE (e38) . SMQ HEME 3 LOBEMASBA D Rl ST A9 (kFR) .
SMQ MRS L OREMR A O BB HTAED (9R) . SMQ HEME B LORERARH O 15/ IVEHTEY (I3R) . SOC B, MR
FORHIRHOFAEY (FERB LR —F2ETe) OWFRDNEE S T AR « EYLIE

O PT DMFFEZE, PT 2l DFEZE, PT MM DA AEIE, PT QLB DAFFEZE, PT OAFEIZED.LERIFT R, PT R ES
JiE, PT @ IRMATFRER, PT SMEHAE AT ARAE, PT KRS MATHEE, PT R0 A5 AT FEE, PT MM T&E, PT ZHEhRMATF
L SMQ DARA (B3R) . SMQ AR R M [ 5 (eER) OWT AU ICi% S 3 DRIVEH - EYE

10:SMQ /LARAETE (28) . SMQ HAR AR & Hi .35 S OV fn A PESR B (FER) . SOC (Mgl EE D HRIF AL C DOV ik
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LI L EIE - RGeiE
ERRREIR T X O R Z 27 L F R URTE A DB SOV TURBIM O L VAR T2 £/ L T 70

(i | OBREEMICBITDEITERA ORBUR AR U245 R, 65 MR TI% 9.6%(59/614 #i) (2, 65 MLl =T
1% 14.2%(67/471 B IZRITEAARD I, FEmlng L, ElnE CIXRIERRBREIE S Eh -7,

EEE TrEoTFIER GEmmE ORWERRBBEI GO 2 fFU ) 1%, &b, (i, Ra0s6R, BB, T
# (WL PT) ThoT-,

[ RERE = O BEENICB T DRIER ORBURA BT UG R, B EIES JHEE T 8.8%(44/500
B2, B OFRETIE 14.5% (79/546 §I) IZRITER 2ROV, #FH CRERRBREIG B EN-T,

MITRERERE S | D BFERIC BT D EIEH OFBURIL AR ET U7/ F . TR EIEA OFEE TIX 11.0%(96/874
B, AOFERETIE 165.7%(27/172 ) ICRIER 25380 b, %A CRITEMFEIREIG N ED T2, LOLARRE, T
FERERSE & R O B CIXER R A B F BEORIERA N 2L, Fra2RIER ORBUERIIRO D7,

<HZhE>

BHMED FHER G CHD HbAle 1, AFIBEG- 1 5 A %I 5BIGARED 8.43%0°5 0.58%{IK FL. 12 # B ETH
0.7%DAK T2 MERF U7, 22 MG B X 9% B BRARER 0D 154.9mg/dL 2OAFIFR 5 1 » A #%I12i% 20.5mg/dL (K TFL.
36 # H#FT 7.0~11.3mg/dL OFPH IR FAMHERF SNz,

5B HLO L &
BH AR EE 1% H 3»A 6 5 H 12 %H
HbAlc N 1005 234 787 768 660
%) - fE 8.43 -0.58 -0.77 -0.70 -0.67
FPG N 321 55 166 165 131
(mg/dL) S 154.9 -20.5 -11.3 -7.0 -8.2

DEBEUELTRBEFENABREEELI-AER - HBROME
AL

(ME DAtk
AL
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VI. E3hFEEICEATHIER
1. EEZWICEEH S LEMXITILEWEE
GLP-15 FR{EEh 3K, DPP-4fH# 3K
HE BHEOHL LAY DOHE U REIL, mFTOWRMGEES BT HL,

2. FIEEHR
(1)4E FBER4SL - VE FA 20 21, 22), 23)
AANE, W B A EOGLP-1Z B HITHE G L, 7 /b3 —ADNRHI LV AELTZATP BeAMPO FEA TS EH 28
ICRY . Z v a—APRFERAFHNCA L A %5y WS D, SHIT, MUBHEA WG AT, 2 AT 53 W i35,

Jha—-=x
B
GLUT2 KaeF + RJL z %ﬂﬁi
032+
B B #HRa
ATP/ADPLt LR BT
Caz*F v X
Ca2 L
ATP S
I haY FUTHRE \
09690
GLP-1 CAMPLS ) 0 © 600 °
SEME ©00po0
( 0©®0°
o
‘ 1Y AY VB0
s h—He

QFEHNEEMTEHREERE
DERGLP-1ZR/IKISR T BUST ILFRDE Hin vitro) 2 2
MAET VT IVIEFEE T T, VT NFRICLDAMPEE L IXGLP-1 R E D% &R LTz (ECs; VT 7 NV TF R =
61pmol/L. GLP-1=55pmol/L) , FAUCKI LT, BIEEDT LTI &7 % T MIUEFTE FIZBIFAVS VLT R
DOIEMEIE . GLP-1& L CTHBMNTE FL TV e, ZRHDOFE RS, V7 NV F RIRIMET V7 ISk A L, EKE R
HEEHESE TWDZEDRIRSNT-,

125
100
=
S 754
= -O= GLP-1
T s0-
-— USITLFFK
25
MeantSD(n=2)
0 —

T 1 T T T T T T 1
-14 13 412 11 .10 ¢ 8 -7 B -5

RE(log(M))
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Z)Eﬂiﬁqﬂ AR RUT VATV REISRT BER (T B) (in vitro)*' >

=722, =2F 7 IN(100mg/kg) &£STZ(125mg/kg) ZHi RN G- Lt HEe B E 2 HE L7, B4 H |, ftR T TV
7511/5% (2 u g/ke) BEARPIEE 5. L7 (t=04%) . 512, 7 va—2(0.1g/ke) F IR 5L (t=304)) . 7 /La—=A
IZ TR T L — AP FEHI27.0~36.0mg/dL1 focéoto 28045 (t=30~1105) IZRELT-, Mg 7 L a—
APREEII T N —AANFT Y FF—BEE AT, MR A RV e O L T YR EEIIBLISATE & ORIAIEE VTR
ELT,
VIITNFRe®RE LI =7 23, W GRELI LT, J v a— AT TR RS )V a— ZRE AN EO RN
DTz, Fi2, VFTNVTFRIET N a— AR EARTFHNCA L AV b A RE L g 7 V2 B AR TR,

2)R D — AR b) N a—AEAR -0- BE
_ 104 ; i 14.0 1 - USILFE
Z 27 120 4 (=6}
& 8 00
1 .0 4
% 7 -
" 5 3 'E 8.0
| Rg
1 e 1 3e0-
S 2 E 40
£ ®
g 2 20
1- ' 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)mlﬁﬂhtf)loﬁj/il&
350 ! : 1004 ;
i i _. 904 m
53001 = i Z 804 = i
S260 - : ~ 709 £ i
A B 1 801 B i
200 R £ 504 o $
1501 s b 2 a0 B
#1001 R & 201 R
1 B 20| joooo-geideay
o 501 g = A . = 4 o : ' L
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

JBNEHHEEITRT B3R (TH) (in vitro) 2V 2V

VI NFREE 15 A BN, =3F 73K (43mg/kg) K OSTZ (125mg/kg) ZI=7 ZICHFIRINTE5-L . I B AN 2 8k
L OWERIFBEN AAERILT-, U7V FR (3.3 1 g/kg. 1A 1[ED) D2} R4 K F#H# 5% ICFNFNOCTTA#IT -7,
OGTTT 125g0>ﬁ1ﬂ B N a—2(2g/kg) K OB00mgD _RFEXE—NVEE 27, HNEWHEH R ~57
Iz, T T2 — LR IXHPLCZ W CHIE L,

U?ﬁ“/v%h“ﬂi?&ﬁﬁi‘ﬂi%b\f\ IR BRI LTI R RS 2B — L PR B 132l R 5 T80 £ 14% (P <
0.05) | 4% 5-T51£24% (P<0.01) MK TL, BNEMBEHBEOIMBIARD SNz,

110
100
20
80
70
60
50
40 -
30 1
20
10

n=86

o
---------

mRRAFERE—N{z M)

OGTT +HFERE—N

MeantSE

I I | | | | I |
20 0 20 40 60 80 100 120 140 180 130
M (3

=y USZNLFRER) == USILF 4R
=i ENREHBTTL) k- BERGERRHTTL

26



DL MARBIZ T BME
MTRr— 2O (in vitro) 24 29

a7 —RiEERAWT, Zvh(2~6 B#f) MOET R BZBEEL-, VY727 VTR (1~1000nmol/L) X ILGLP-1 (1~
1000nmol/L) THIALEEL 724, 1 mmol/LERERR LTS (AL AL BE: A F U =2:1) UV AN ARG (IFN-y :
100U/mL, TNF « : 100U/mL & ONL-1 8 :40U/mL) 22 T, 16HEE A2 F 2 _—hLiz, A2 FaX—METHT-73/
TIF =AY D THIBANDNAZ Y2 AL, 71— A M AR — TR E VI E L7 M N DNA R Z R I 7 AR h—
RERLZ LT B e A RIE L,
V7 VF RETLERE T, A A L R OSEBEIE R I L > TR SN T R h— AD BRI 25388 ST,
FI2 VT NVTFROTR— 2R D3 B 5 BRI T DT LIRS NI,

a1 bhar b) e R AR
WUSILFEK

100+ — . 100 — * O GLP-1
. - * *
& & 2 :

751 75
§ * * i ok
B o] * B 5ol o
:,I\ :.I\
[ -
£ 251 % 251
[ L % [

o ‘ | | wim o :

0 1 10 100 1000 0 1 10 100 1000
fEABTM & M) Mean3D

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

5)1EFE{R & (in vitro) 2Y

a7 —BEE W TT YN (3~5 Him) 22D K B4 BEEL . 0.5%M5 % & Tehs il 1 Ch~7 H k5 #E L=, 2D
% Ay BESE SHIZ24B MR LZ, Ml ~_7"FF (GLP-1, GIP, Z VA3 XIVF 7 /VFK) %10 u mol/L
TueTAX LIV (BrdU, M~ — 2 —) OFF(E T T4 SS 7, Mgz EEL, A A L UBrdU
DOFIEGEEATV, TS T CRIEE B AR F O BrdUBSMEMIAEEL (%) 28I E LT,

VZ 7 VT RIZGLP-1 L OGIPERIFRE DY )1 C, B B MBS IR 2R EL CTWDI LD RENTe, —F, J/V T3
B AMANEEIE I B s R E ST o7, VT VT REGLP-1% RAKT 42 =Ahexendin (9-39) DHFHIZED, VT 7 LT
RORE B HIBEBEIEVE X2 IR SN2 M5, YT 7 NV F R OB B MBREEIE/E A IZGLP-1Z R ARE LTV AHL
HeE ST,

10 -
B -
— -4~ GLP-1
2
s 5 -m- GP
% A BTy
S —— USHLFE
4 —O— USHLF F+exandin(9-39)
2 -]
0 T T T T T
) 01 1 10 100
~AFF REE(NM) Mean+3E
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6) BIEEM (Svhk) 2029

ZDFZ b} OYEHZDEZ v b (63 fih) 248 L, EHIZDFZ » hORIEB 58, ZDFF bR 54 . ZDFF v
DVEI + pair-feedingff . ZDFZ v hDUZ 7 /LF R (150 u g/kg) G- HEITHE T Lz, R N Z 7 VT K41 H 2[A]142
HFISIE R T 85Uz, ZDFZ > bR + pairfeedingBE 121X, VF 7V F REEGREORT H OB &4 5 % 7=, g
NA—=ZAR ARV R EER T V3 —AFF & — Bk K OELISAIEZ W THIE LT, £ 538 H % OHbAlcK
enzymatic calorimetrici%Z VN CHRITE L7z, BB T H O BZARR I 0T 4% 7)Y (BrdU) (100mg/kg)
ZIEENFE L, K B AR O I EIA FI-BrdUD LY | i B IO BEEZEH LI,

[ B AR OB I I IA ENT-BrdUn DR OB B MIRARHIC W T, B G REE L C VTV FRELRET
WA EICHEINNERObIT, o, Mg v a—RRE A AV Wi M O'HbALelZ W T, IR B 5L L Lh kL
T I NFRBESHTITA BICWENRBO LI, L EDFERNS, UF7 VTR, A2 A3 WMEE X OV B #l
JABEREOHENNZEIR T DIEH AN = X A LB R IR O T B IES DI EAVRIBS Nz,

a)ie5288 b) #5388 -&- ZDF+i81
} } -} ZDF +pair-fed
500 25 500 25 P —=ZDF+ VS FILF R
=) 1 = pe Lo Y —e- WHMZDFHER
$4001 3 i Ta00{ 5 - L2 Ty
. 3201 e g Se0| #-¥ Ben -
wa00] £ B & il <300{ £ s
|1| r|<15- . T |!| r|<15-
0| . e in
t=3200 §10_ izoo §10_
& i ——— i £
JH ] g m——————— e 1 # R L PV CREE Y ¥
§100 E 5 & - 4 aénoo ﬁ 5] * * s -
0 0 04 o
0800 1200 1600 0800 1200 1600 2000 2400 0400 0800
2] -5 MeantSE
MmAER 7 v a— AR
20 - s
%
— Ak
go| o 1
W SR ZDF B
B l O ZDF+38i%
E 10 4 O ZDF+pair-fed
u W ZDF+USHNF K
¥
g 5
Mean+SE
0 *p<0.05 *%p<0.01 vs MEW ZDF+BEREH
gidrs XY Bt $ 0 <0.05 vs ZDF +BIRILS B (L 0F)
[ B AR AR

(3)1 P S IR B ] - Ffon RS
UG RRL
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VI. Y EREICEEd 5IHE
1. M REOHD
(BB LA mpERE
MG ERL

OB TRRSN bR
DRBERAIH 1T HBER TR 5% OEYBRE "
32 DRERE A A AR FICAHI2.5, 5, 10 %L O'5 u g/kg (R E60kgE 9D &, AFH0.15, 0.3, 0.6 V0.9mglZAH )
ML TR TG Uz, S AR BRI IL S AL (b 7.5~ LLIFER, o L fi) | 50 0
10~ 1T CPEIE) CHLAEP Il LT,

25000 ~ = 2.5 g/ke(HMEOkgE LTO.15mE)
- 5ue/keERE0KeL LT0.3me)
- 104 &/keHBE0KkeE LTOBME)

20000 - o 16 g/ke (HHEB0KkgE LTOIME)

3
£ 15000
s! |
|
]
Vi
"
= 10000
1~
&
=
5000
o &
T T T T T T T T T
0 10 20 30 40 50 60 70 80
FERI(h) MeantSD

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

S ERE T A—H

Dose AUCq ¢ (G e tis Az CL/F V4/F
[ug/ke  [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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NBEBACETEIRERETRSZOENFHREY
245 DY B AN A BPEIZE, 1030315 1 g/kg RE60kgE T 5L, 0.3, 0.6 UR0.9mglZAH4) D FAEDOAHK XL~
TR E, BABZ L5 u g/kg T DWIE A5 51K T, SEBNE R FEE Lz, &&ES%omErIZ7 1
R A RIS U THE R U, tad T8 ~9IRFR (R SE) | TH IS8 13~ 14RERT CEEIE) TUHEMEIC THR LT,

32000 -~ 5ug/ke{#E60kgd L T0.3mg)
== 10p8/kg({FE60kgL L. T0.6ms)

28000 - == 15p/Ke(tFRS0Kg S L70.9mg)

g 24000 -

[=]

5 20000 -

§ 18000 -

%

= 12000 -

N

o

2
8

R T B B o B e e LA L e B s o B e B e L A aa
024681012146 24 36 48 60 72

R (h) Mean+SD
TR NI H 1T D EE 5 (21 H M) # o i h iR EE D HER

EERE T A—H

Dose AUCq 2 G T ti/a Az CL/F Vz/F
[ng/kgl  [hpmol/L] [pmol/L] [h] [h] [1/h] [L/h/kg] [L/kel
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)

MNEHERFEEFIHBTIRERTHREZDEYFRE VY
156110> B A N 2T FRIps BB 2, AR5 B N0 1 g/kg (R EE60kgE 58, 0.3} TN0.6mglZflY) 37" 7Rz LHEEIC
5 g/kg P O T DB ITUITLH LEI14 B RSB T 455 L7, el Il 550 Ot [ 39~ 121K (F ) THY |
TSI E 14~ 5B CPHE) ThoTe, KB HE 5% 0 RAEREIL1.6~ 1 8L H &N,

20000 - 5;g/kg{BEE0kgE L T0.3mg)
—= 10p2/kg({EME0KkaL L T0.6mg)
15000
[=3
£
s
=
% 10000
s
=
£
|5}
=

g

0 10 20 30 40 50 60 T0 80
5 (h)

2PURE IR B (21T D AR G- (14 A ) R D i i FE O HERS

Mean+SD
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Y TE ST A—F

Dose AUCq Cr [ te Az CL/F V,/F
[ g/kgl  [hpmol/L] [pmol/L] [h] [h] [1/h] [L/h/kg] [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 ITAA0.9megZ 1 H 1B 1438 [H% 5- U7 BR 00 1438 % O A F P E O -l = FEHE R 221 T
10.076 £4.213nmol/L T -7~ (n=42)

()&
L E R L

WDEE-HRENDEE
TVILZ2 4t (B Lo E ) I3 2HE THAEER I OEESHOZL,

2. EWRERN 54—
CORHT A5
AL

(2RURERE 3
K TPRRL

QHKEETEH
M1.(2) FEIRFRBR CHERRS U7 i P e 12 R

HIITSR
M1.(2) FEIRFRBR CHERSS U7 i TP S 12 1R

B MEE
M1.(2) FRIRFRBR CHERS U7 i P e 1 2 R

(6) ZDfth
1) NAFTARASE) T4 (BE B ERREER)

fER R N B HERERE A Rt R LT RN 5T 2 TR EHR D AT T SATEVT A ZRHT Lo, ARFID1REH]
FrtiE A R OB TR G DAUC wk L LT LA | AA5 1 g/kg CHRLABRIZIIT DR E DR ENG, 0.29~
0.49melZHl ) 5% D AT T ATV T 41, 55%EF ST,
Fo BRI GEL T, KBRS, FBISUIIEERIZ R F BG4 DAUC & LT DT LR | i S AT R AT
VT4 E R LTz, BASAAT SATEYT 1%, KERES/AEHECT0.81, LM/ AEHET0.90 & OF B ji/ KBRS T1.11Tdh-o
7oo LINUIRSS | - EINLDENIE DA T RATE VT 4 D ZETEERIC L 2 Bl BB 2 B, AANE3 >0
BHHMOWTh T TEALE LN,

3. BEHEGREaL—ay) @i
(DFRIT A %
RN K O —RiH K@ Z fE 9 1-a /= h A FET L

QINFA—EETHER

NEMENBEEHER (S5 B ERRRR) >
VBRI B DI L 2 EMBEO LB AR Lz, ZORE, A CHE L kiomEhy 5 71
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F PR IL, BHEICHANTE o T, RE THIE# OCL/FiL, &K T0.0131L/h/kg (ZZEMEE : 32%) . LT
0. 0115L/h/kg}e VB MET0. 0151L/h/kg (ZEEWREL : 29%) T -7z, LVEDCL/FIZBE MR T24%EK 2 - 7228

(p<0.001) ., #EERFMEENICKIT HHEOTFEGRITME L, EERITIICL/FIEB L TEZ Y RA LT,
EEKREICH(THEHMTHRE (HEE

HAN2BUREPR I i (2726) Z XI5 & LT RHERISEM BT DGR AHIL. 8mga 1 H 1B G LB EH

KRBT 2 E) MR (HEEME) 1%, 20.9nmol/LToH o7z,

4. IR

(WEEES (ER) (B85 EIERRRER) *Y
AHNS 1 g/kghe F# G- DI ASAFT _ATEVT 1L, 55+ 3T% Th 7= (n=6) ,

QEBEEEE (XVR SV VT S . TH)
<&EE>
AN e BT B LT B OB GEP ORI R ThoTo, BT RERDAAET _AFZEVT A O, Hv
TH3%, 7 HTT6% T -7,

ORE/RE(XIR. Y. IYX FIL, . TH)
<BE>
B E BRI T DAUCK OV, K EICK T ACL/MAZDOUNT, B8 7= B [ C B AF 72 FE BIBILR 23388 B 4177, Crmax
K OAUCIE B G- BT JS U THEANL 72,

5. 5%
(1)1 ;% — B A P @ @
<BE>
F o MZBT B FEDOMA DA &, FREO MBI REELLTZV 7 NV F R4 T2 O THRET LT, BUREEAMR® TR
FARR - AR B ML ARIAL BAR, BR R ORI IR ChH o7, BT RS ZWEE THHI-H | IMIZRB W TR e E MK
ETHDLENOZEIL, VF7NAF RO MK — MM @RI DN iR TEhEE 2 b5,

()1 i — R B EA P R iE 1
<sE>
Ty MZBWTISE, Kk, BIR, FUIRE OWREICBIT DA BB BLE S HEE N 7 o a R E BB I IO RFIL 7282
A MR OVFLIR T, 7oA BB BEME 232\ (fUE : 59~82%, FLAR:63~84%) DIZxf LIR T (35~46%) K OVIR#E
(49~55%) TILMEL ., 72 A H EE S BE D L 3R 1335~ 84% D #i T L 72 o T-, FKTPICIBWN T2 A H B B i RE I3 3R
DO TZ, LU EOFER DO SNIZ BERED — DB 13- A BEIZEE T 2L O THY, IR ~DVZ T VTR
SUFEEE OB IA K TIRNZ EARIBI Tz,

@FA~DBITHE
<£E>
BRI T MBI L PUERRI T 7 VTR MCEERY T 7 VT R XU HEERY Z 7 NV F RO T # G- R 3L h HEit 24
ATUTz FLT/ MR LI AR BEZ LIT R D03 T T ORERUA TRIFAYIZIEINL TR0, VT 7 F R R OEER
PR DI ~DPRlk D RIR ST, T2 LICRBIDOVZ 7 )V F R D1 R 720 O fig KRR B IR~
D E-FDKI.3%6THDEREMI I,

@R~ DT
A DRL

(5)F DI DB DFTHE
A TDRL

GMPFEAFEE
0.1nmol/L(107"* mol/L)%>%0. Immol/L(10™* mol/L)D Il Y77 /LT R BEEEF (1 B FE 24 0 i IR2i FE % S fii) C,
A BEREARIT, v UA UV YL LT FT99.3~99.8%, ERNTI8.7~99.2%TH Y, MEZITFRD BN o7, SD
%7 M TI%95.8~98.2% &% (NZucker Diabetic Fatty (ZDF)Z > M C1%97.9~99.8% T -7,
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6. X5t
(RBIERALR R BRI
<HE>
AHNL, GLP-UZ L XTIV RTFUNRT FH—B AR O RRTF L — IO Rsns 2 v
VitrosRBRIZ BV ORI TS,
SHTT AL LT ARSI 2Rk N BB 5% | P IR SN0 IR ELIR TH T, ZofIiz2 >0
B ST, RHURBEDI%LL T K OB%LL TSI LTz,

QRBIZBEE5THER(CYPE)DHFIE 5
EMTRZ Y — 2B T, CYPSy 1RO SR iR TG M O AR BN LD B E VR A 2 MRE L7246 5. #5100 2 mol/L
DIEFEE T, CYPA T-HE (CYP1A2, CYP2A6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2EL & TNCYP3A4) (2%t
BAFNOFEER TR IR, FEFIZTTOE D ThH 72 (50%BHE W EE (IC5) >100 12 mol /L),

QFEEENRDAREEVEDEE

A RRL
ORBYDOFEDEERVE ML, FELSE
A ERL
7. HEitt
<BE>

FHEERR B IE, Ty R TITR P Th -7z,

HTT LU AFNZAERE R NS HLRI 542 | IR e OB ISR ZA L I3 S ivain o Te, RAI OB L L
THRME S T B BE O PRI R 13, SBEHBEITR L TR T6%, FE Th% Th o7z, ZNOITSFEBEDRIMM THY | &%
H#%6~8 A ETITR T FE PSR S T,

8. FSURR—A—IZBHT 1R
A ERL

9. BMHFICKDBER
A RRL

10. REDERERITHEE
(NEBEHEEESHERE (55 BIRKHR) >
R RERE E DRRIE D R DINE N (LT F =2 707 T A (Cer) IZE D3 BNTHIT 545500, T5mg BB B T %
L% oIEpEES | BHEREAN IEH 2R (Cor 80mL/min#) &R LIS RALL T ISR T,

AUC(an Cmax
R HgRE LD HEEfE e ooHEEE
[90%1= #E X [#] [90%{ i X []]
B/ IR 0.67 0.75
(#8EE :Cer 50 #8~80mL/min) [0.54; 0.85] [0.57; 0.98]
HRARRE /IR 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]
R/ IEH 0.74 0.92
CRIA: B b 4 0 38 & D) [0.56; 0.97] [0.67; 1.27]

WA S B 6, BEEE6HY, PR TR, EEESH, ARI6H
TE: FEOHEENE K O90%E A PRI, 4R in M OMAE CTRREE LT,
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QT AEIEEWERE (B& B KRR 2
FFHERERS E D FLEE O Bere AHME A BEERE [Child-Pugh scorestZE-S<A AT IIT AAKI0. 75mg Hi 0] fz T 514 D 3K
WyENEER | JTTHEREDSIE 7 7o B L HLRC R T Lk 2 DL T IR,

AUCq-in Chax
frgkae P OHEEE FoDHEE
[90%15 # X [#] [90%15 48 X [
R /IR 0.77 0.89
(%22 : Child-Pugh 43%8 A) [0.53; 1.11] [0.65; 1.21]
MR/ EH 0.87 0.80
(HpZEE ; Child-Pugh 4% B) [0.60; 1.25] [0.59; 1.09]
HE/ER 0.56 0.71
(FE % : Child-Pugh 4% C) [0.39; 0.81] [0.52; 0.97]

PR IEH 66, L6, TP EE6M], HEL6H
T FEDHETE N K DR 90NE AR XA 1, 4R ilm ., MM OMATE TR L 72,

QEinE (% BIERKSER) Y
AFN mg B IR e 5% DO SEW BY REZ AR AT (21~ 45k T HR335%) M O i (65~ 837 : *F-H)AFIn697s) T Ht
LT, FAEE R ORMHE 12T AR OIRER X FRIFEE Tho72 (AUC- Db (il /#5438 ) DI0%(E HH X ]
[0.84;1.06])

25000

20000

15000

10000

5000
0
-5000

USJLF RBRE (pmol/L)

5 0 5 10 15 20 25 30 35 40 45 50 55 60 65 (h)
FAEF N OS2 B Ha #5144 o i A PR FE (£ +SD)

1. 20t
M TPRRL
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I. 2 (EALDOZES)ICEAYSIER

1.

ZERNRBEZDIER
LN

ERNBEEZNER

- ZISIGN

2. BB (ROEEITITHR G LARNL)
2.1 RFNDO 3k CBBUE DREERE O H 5 B

(fifin)
HEIBBEUER DT BT D AIREIEN S 2 BILD T | AHID BTk L CRBUEDR DN I & I AKI DK 5.4

1L, MBI ~DE R LR,

2.2 BEIRIMES N7 U R = R BEIRI BRI, DN SRS BB [ A AN LD IR IB IR S M LT D DT

AREN e G- _ETRN, ]
2.3 EIERYWE, FHEOBREDB A [ AV FNZ LD MPFE BN L ENLD T, AR O 5 13#S /20, ]

5. EEGEAXRMIREZNER

(figa)
ZDEIRGENIARFITII A A AV A AFE H T D2 L,

3. MRERIIHRICEES HTEELTNEH

(V. IRRICBET5IHE | 2R

4. RERUVRAEICEET EELEDER

(V. IRRICBETHIHE | 2R

8. HE/REANEE
8.1 AFNIAL AV DREIETITARN, KHIDOFEEITEELTL, BE DAL A ARIEIREEA TR L . 5D G4
Wrd B2k, A AVARTFIRRED BE T, A AV NBARANTEIVER X | S0 & b & O JRIFIE 7 v 7 v R —

ADFEH UTIEBI DR E ST D,
(figz)
EPICIBWN T, BRFERAIE DR AL TR (20184E1 A 19 H) £TIZ, ERIFHES T R —3 A (DKA) 110V ERES

TS,
8.2 BEIHEAITIE, MAE, IRAFZ EIIRITRAL | FHI O REHED D | 3~4h A G LUTHIRP AT 3720855

S =

WV, DM DOTEEIE DYV Z 21752 &,

(figz)
B DBE RIS SR LB OIE B HIE T, S IHHIERRBRICB UV THbALCE ., G5B H12~168FETIK TL, £
DORITFFE—E ThHoTz, 3~4n AR, AFE L THORRAF7IEFNZ IO TE, OTEFRIE~OYIVEEZ &

Az,
8.3 ARFNOME FIZHTe-> i, BE IS URIMEHE R K NV DR ITIEICSW T3t 4528, [9.1.4, 11.1.1%
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g VAP N 1(0.1) 1
M FART 1(0.1) 1
. AL KB 1(0.1) 1
M 7L 7 F R AREF—E 8 1(0.1) 1
1 AR Z UV REEN 1(0.1) 1
LAY L N 1(0.1) 1
I A7 aA R gD 1(0.1) 1
1 HR R SN 1(0.1) 1
R T DR A A B T 1(0.1) 1
SR ER AT 308 2 k) 1(0.1) 1
VB ST 5> TR 1(0.1) 1
DX T il 1(0.1) 1
DR T AR IR 1(0.1) 1
PESHPTIR 125 # 1(0.1) 1
PESHHUR 19—9 #AN 1(0.1) 1
BBt RU D BRI PR AT F R EE 0 1(0.1) 1
R if. 1(0.1) 1
BRI 1(0.1) 1
B, PR L OWLE A OHE 3(0.2) 3
AT B3 5 1(0.1) 1
FHMEM AR R 1(0.1) 1
A 1(0.1) 1
MedDRA: Version20.0

1) 2019 4F 5 A O FHE R OHBEO 328 AR E CTOE N IR KRS GRERE 5 NN2211-1591, NN2211-1334, NN2211-
1700, NN2211-1701, NN2211-3924, NN2211-3925, NN2211-4174, NN9068-4183 Zf}f &)
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9. BRRREFRICKIZFIEZE
BRESILTUVZRY,

10. BEE5
BESILTUVRNY,

1. ERLOEFE
14. @ EoEE
14.1 SEHFFEEROER
14.1.1 %55
(1) AFNLJIS T 322620 HEHLL 7- ARV B S $H2 AWV Tl 524,
AFNIATE HE 58 OB EMEDOMERE L =—R L TIT> T,
(2) AHNEABIBE ARG E OB RFITRIRNEDO AR EEDRO LN HA I, FTUONEFSHIR R 2 %D
BEERE I RES DL,
(3) IKRDOAKANEE IO BEIH AL,
(fi#30)
AL, JIS ARIB VR $HE DM A S TH 452,
ARFN LSS OBEAERRT, 7 — RN EOR EANRD SN B AT, HILOESRSHI B2 D5 0 LE J7 ik
FIRET 5L,
<[14.1.4Z 01 (5) |OEE ST DL, FHEHIFIZH =Ry UNA~O ME OB LNDZEN DD, ZOT-8 1A
ORKN LD BE TIHATHLEEROBENLRDD,

14.1.2 #&5HBAL

FFVEST T, BEES. RER, RBEICATY,

TS ERTIZERIZ R L, AR OES EFT L0 D72 b 2~3emBET 2 &,
(fiR3)
EEERR AN Z R E U2, KERES, e XU HESBIC R T 4% 5-(0.6me) % D Ll AT _AZE VT 4 (AUCiml T, KARH
/NEHERC0.81, LBE/NEET0.90 K N g/ KBRS CT1.11THH-T=,
AFNDOWEERE T a7 7 A N B BT HE, TGN OENILD AT ATV T DT FEEANCREE 2B
2B, 32O G ONWT N THR G- TEHEE 21D,
fDRFNZ I TRICH AT IR UER 358 R BT &L TR OZEHEVRT M7 0—) UTAEE YR A3 —
"7 =) BJERET DR T A AN T (=B DEORERSH D, EHEITEER2~3cmT DOBEIS T LI T
B4 aZsnTED,

14.1.3 5%

F RN K O NI B L7 2 &,
(50
AFNIE FTEHEATHB,

14.1.4 ZDAh

(1) AFNFoRAIEDRAICEY, RN DT 2BENNHDT0 AR LAMOB-AZRE LN,

(2) FEHBIIMLTERSFENT L, BRFHIERT LS O%, BTVER BRI TR L, $tE T2 F I
T DL, HIRNLHEE EVICIVIE R ICER TERVWBZNN DD, £, HH OB EELCBRYYED KK L2252 L
DD,

(3) H—RIoPITOVIB A TWBEEIHE LN &,

(4) B—RIoVICERRE LTI,

(6) I—NIy T DORNEEASEMINAONTD  RFIZELRCHE R BARONDZEN B D, Fio, EHPICERNERTHIE
WD, TNHDIIRG B LN L,

(fi# )

ARFN AR DK IR E LTk 1372 RO DR T DB ZNRHH720 thoBAIEDOREITRETHZ &,

TR AAFNCEE L EEORIET, L LUIMRE LB E-0, RS A EEHF A L5 A, LT X 7%

BNBZDARENE DB D,
& SREDEEDDIRND, TDTZHIT,
CCIAEARRNST AR ORMICRNALD,
S Tyir— (R)” 34D,
I =RV NIZKIENTED,
CORER B EHMNBEOIKDB RN EN DD, Fo, HIRNIFNLZ LI MIRREDSELTD5HE DB HD,
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& FEHRHORTIRIENEED, $HEEFVEBITIENHD,
& FROFIREIRDIENHD,
& FEFE ORI ICEVEOBEMETL, BOBZNRDHD, FsHENERL, BAORK /LD LN
Hb,
T —=R) IO UBASTWDE | IEFRIEOBICIRIESIRND ATHEMEN S D, A ATCL T I —R IO R
AD TCWRNZEEFER T DL, FRC, ELTVEEREZ 52 CLESTLE IR, TR THIE,
AFNFIR A FELTZ0, o B THEH LN E,
< AFNTIE AT CHEYO72WREITH LN, mIRICSS LTSS S 572 BRI Y) TR o T2 5B 1 iR
WCHIBECL DB ZNR DD, TTo, B, FEARZ M UIIRRE T AR o T2 56 I —N) o VNI A
WS HZENHD, MK DRI IR E O UTE 1T, AT, LW S OIS AL, T2, BEDO G
NHHTDIROARAN GO BE THA LN L,
[14.1.18 58 (3) | 0IEEZ S RI AL,

12. ZOMDEE

(NBSER{E AIE < IER
15. EOMOER
15.1 ERARGERICESUE#
ARAHNET N7 7V EOSRYFEBAAERITRRFIL TOZewn, FHTDBEICZIZPT-INREOE =2V T O FEMEEEETHT
Lo FITUNA T 7 OO FARCPT-INREIIN O 2385,
(fiR)
AENED N T 7V EDO IR EAEITRFIL T, FEEICB W TUA T 72U EOGFHRRIZPT-INR #NOHE
DD, PHHT BT TR 51T, +HIEETHIE,

(2)FERGEREAERICE D IER
15.2 FEESRFRBRIZILSIEH
TR =7 A FIT D 2EBID ASFHERRERIZ IS N T, FEESEMED BRI AN H iz,
M b=l B R BRERIE, BRI A% O BRI BE OB EFHL D EIRBRIZB W TGS TWD,
728, ENACEIMSNZBRRIR T 07 T A28 T, RIS T2 H FHRORBUME X, RAIH 58 (3.31F
/100N 4F) B O Z1 AR (3.01F/100 A+ 4F) TR E CTh-o722,
FOR BRBARIE O BEE D b2 Faa K ONFUR IR B U322 T8 M N S WIS E 2T D FEHEIRE D 5 B 12535 ARF D
LAEMEIIHESLL TR, [8.75 R ]
(fi#zn)
TR~ AZBT D2EM A ERERIZ I\ T, FEBEEM O RARIRCHIBAIEE 25580 bl Tnd, Ty NIy
T IEFEMEENOAEL)Z R E TERN o7z, YIVITARA 2200 A B 5 Uz BR Tl JEFITERD IV T, ARH
IEGLP-1ZFERE N L, IV b= O WERET S, (T HEICBITAINLOF FIL, v h=r D2 eR
XvEnizoiEzons,
FOR IR BE R OBETE D82 B3 I OVHLIR R BEER IR ST 2 5N 0 W IE I 2 D FHEIE D8 5 BB 1295, AH
DL EMEIMESIL TR,
AFFEG-rhiE, BFARIRRE OJE GO A L2 TRL . BHEBFROONIZEAIIT, HMEEAZZ TR ETHIL,
BH53HERTIE. FERET AL,
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IX. JFEREREBRICEY 9 5HEA

1. EEHER
(MEXNFEEAER
(TVLIRHIRAIZ B3 HH B 12 1)
QREMHEFEERAER
FHMAL7-%'E | BhigfE/ RAt/ B | BGRREE | R EX BTG 5
% (mg/kg)
AR A R ~ U A/NMRIR a 0.02,0.2, | UZTNFRIT AT ST A—Z K EE
(Irwin2it R{%) ("6/8F) 2.0 KIF ST -T2,
FRAR R R <7 A /NMRIZ& W 0.02, 0.2, 2.0mg/kgETOHREETITINTRIL. T
(7a—u (6/Ff) 2.0 Na—)VEM BRI RS2,
S EIR)
R AR R ~ U A/NMRIH o 0.02,0.2, | 2.0mg/kgETORERETIZZAFRIE, ~
(~FY 0 ("6/8%) 2.0 FIANEZ = VEM AR E RS2
v —)v 72
o HEAR)
R LR Zvh o 0.02,0.2, | UZZ7AFREOTROREREIZIB VT,
/Sprague-Dawley & 2.0 FEW IR T O 45 R /3T A—H |5
(c"10/%F) B RIE ST,
INIIEEA hERG cDNA%ZE | in vitro 0.14,0.29, | 0.14, 0.29 % U1.43 u mol/LDIRETIZ
I B s | AR 1.43 pmol/L | /LFRIZhERG cDNAZZE RN G s s
7-HEK293: i H7-HEK293 /2 351F HhERG T — /L & i
(4HmRa /) O %5 EH IS/ -T2,
DL R T L i/ in vitro 0.14,0.29, | V7 LFRiF, BRLEZWVTRORE T
Danish Landrace AR 1.43 umol/L | W 5-3E L Lk L €, ECG., BAHIEEIE
(R 40/ FE) A7 MAPIEF | DA B E QT R fR DIt &
WIRIU TR T S Te o7z,
AL R ZFvh BT 0.02, 0.2, 0.02mg/kg: e K ML JE | fe /N L E . ¥
/Sprague—Dawley>% 2.0 JE, DA%, RIR, B RES=IC L T24
(T AN —iE) R ECOMEEIIED DN D o7, 0.2
(N4/ & Ty MT K OR2mg/kg: I &M VA E D EFH-BHD
T RTCOEEE ., 24FFE TR LT, 0.2mg/kg TH T
BH5L~) TIEHLINEERREOE T 55~12
BRI CERO BT, 2mg/kg TIXEH LA
RO TAHRLIL, # 53~ TR TR A
Flirolz, BREBRICH L TXEEANCE
U B X AL o Tz,
DI R H=TAY N KT 0.02, 0.2, TRCOBEETIZZ VT RITME,
prao) (TL AN —iK) 2.0 ECG, iR & O A S EB &4 75 o0 L E R
FRAR AR (6/Ff) NTA=BT U TREE RIE SR 0T,
e Fvh KT 0.02, 0.2, 0.02mg/kg: $ 5-2~6MERI#4 1220 T T, R b
/Sprague—Dawley % 2.0 FROERET/VREBEREDIKTRALI
("6/8) 770 0.2 O%2.0mg/kg: $% 5-205 4127 &4
VIIRTHLNTEFULI 2R BB Bk TN
RFIRIERARRBD DIz, 0.2mg/ kgt 5T
X, 24 % E TEOR RN L
2, 2.0mg/kgd% 5Tl BL 2R R E
P H.6~ 24D EEosh iz,
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FHMEL-2E | R/ SRA /B | BEERRES | BEEX PRERAS R
e (mg/kg)
EUE = LBy NMEHEBINE | i vitro 0.14. 0.29, 0.14. 0.29 & T'1.43  mol/L:Baseline ™ JE 5
ERE:ziiled QIED N BAREIE | Bk 1.43 umol/L | S, bAZIL ITHEA U7 N IHE ~
BEARZ AR DEHETRL0.14 K% TH0.29 pmol/L: 7 & F /1
VRN ~D R 721,43 1 mol/L: T
TF NIV BFERIFEICH LT, TN TH
W7D SIS AS, ZOVEFIE, W
FNCEETIIRWEE LN,
W5 & <~ A/NMRIF% BT 0.02, 0.2, VI 7 NVFROMAFEFREIL, B5 KT
(N18/%F) 2.0 2L, & 58EFMZ IC — 7 B AL
7.
W 5% Zvh BT 0.02, 0.2, VI 7 NVFROIMBFERREIL, B5 E8KFH
/Sprague—Dawley & 2.0 WL, BE54RER 1% (0.02me/kg) o OV
("6/%F) B8 #£(0.2 % U2.0mg/ kg™ — 27 I3 I b
iz,
MAFRRL A A bRE HERE.
B)F D th ) FE IR ER
AN
2. MR
(MEEHRE SR
Yy FE B H-RRIE BhERE | RRKIEEERE HEWS D EFE B
(mg/kg) (mg/kg) (mg/kg)
~ I AN R 45/HE) BT 0. 10 10 >10mg/kg(" £)
~ AN R E5/HE) FRlRAN 0. 10 10 >10mg/kg(d* &)
Fy M R &5/8f) BT 0. 10 10 >10mg/kg(c" ¢)
TN R &5/H) FRlRAN 0. 10 10 >10mg/kg(a £)
P (" L%2/8F) R ERRN (Ve 24— ) —1k) 5.0 5.0 >5.0mg/keg( 2)

49




QRERSSHHR

gy | &ER | ROEK Feba 54 SR NOEL | MR :NOAEL
il e "/ %) (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
PRI ERE: 4-5~15
vk | KT TaRBREE: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#[# <0.1 1.0
PTIAME10/10 | 1.0 ([E1E 438 5)
(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
B BRBR A 2/2 5.0 (1238 )
P | K FAABRRE:4/4 0.0.05, 0.5, | 52iEH <0.05 5.0
[ B 2/2 5.0 (EHE AR R)

YT TA M R T Z AFHE K O T 7 AV F REURIEIC A,

QrEfnE AR

REROHH

HHEE 2301 D1 IR 28 IR FL 5k
(S. typhimuriumf O'E. coll)

Ntz

S-9TFFE FC3750 1 g/ mLETOWESE S-9FEIFIE T T
5000 1 g/mLETOIRE T, UTTNF RNITIRE BREFH R LR

in vitrofilEE AR FRIREAR : ERARAHY Bk %
FAOT G o A SRR

S-9fFIE T X OFEFAE T, 5000 1 g/mLECTORE T, VI LF
IR R U 7 SERD YL (R B 23 T L o T2,

in vivode IR TR E PEREAT - 5o 04 F R
B TR LB E BT B/ M Tt

BHEENROOLNTZ30me/ keF TOHR G BAAHBIXER T
BeH LT3, UZ7 VT RIETy MEBEIZ T D2 YR i ER D /)
BaBER LT,

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

E RN RIYIN = 2 SR AT N 1R2 VO il e SIpRAVIN > Rl
B YR M ERDFEBBEI L, UZ7 N TF R FRGI2ED
RBRIRO NIRRT,
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(DD ARIEEER

i -

&5
i

B/t

BEE 54

(mg/kg/ H)

R R

<A

ay

AR EE
' @450

WA E i
AR HE1TXIF29

0. 0.03, 10438 #]
0.2, 1.0,

3.0

P G B U7 HUR AR C R B 23 1.0
K OR3.0mg/kg/ A & 5 REDMEREZ T
B, C-HIEHEIX3.0mg/ke/ A
HGEOMETOHRRBD LT, ZIHDHE
IEFEHD AN =X LN SR> TE
D, ErEDOBEMIIZRVEDEE Z BN
72 T DA 5\ B U 7= 5 i 52
7otz CMEIRIEIZBE 95
NOAEL}Z0.2mg/kg/ H . C—HfiayE 2R
JHNOAELIZ1.0 mg/kg/ H T, AAA
MRHD & D2 b TENZ I3 R )Y
18I 95,

i

" 2450

0. 0.075,
0.25,0.75

10438 R4

$¢ 5\ Z B U7 BRI C—H A B EE A3
0.25 % 1N0.75mg/kg/ H & 5-HED RS
NNZIFZT NFREGEREOMEZI T
OB, Fiz, FURIRC-HERE D1y
IMABVZ 7 VF R G AREORERB N
0.25 % 0N0.75mg/kg/ H & 5-REOMEIZ TS
WCEROBNTZ, TNHDNESE BT
DAI= A LIRS EDET2->TEY, BRE
DEBEMEITRNEDEE 2 BT, D
% G B U B R AR s s
HoTo, C-HMfaNEE B9 HNOAELIX
HHTEenoTz,

YT TAME:

o ax X747 AGHM, UZ 7 NV F RHURRIE K OV b= 3BT e,
GYEFEFEE E AR

&5
TR I

s/ | 5 E

(mg/kg/ H)

541

ay

IR 24 0.0.1.,

0.25, 1.0

g
A BdATAE ~
EPEBD RS Ay
2
ARPLRT2H ~

HYR17H

HEPEBN) T, ZB KR K OVEFHBE IS
THEEITED LN -T2 ln, 4
Bl EEIZ RS9 ANOAELIZ1.0mg/kg/ H Th
HEHEERINT,

HEMEEY Y CIE, RHIIRIE 5D
EEAN.0mg/ke/ A ¥ G- HETRO BN
ZEND, ATHARIZEI T ANOAELIX
0.25mg/kg/ B ChHHLEHELERINT=,
FEIRCIL, 1.0mg/kg/ B & 5-#E T ©
BRI TR ST 0B, NOAEL
130.25mg/kg/ H THHEHEE SN,

A

B F

220 0. 0.01,

0.025, 0.05

ITHR6~18 H

B OEFERRIZRT T 2 BT b
7, AFEAEICBY T DNOAELIE
0.05mg/kg/ A THHEHEE SN,
JEYECIE, FE OB EE &l I EE R 3
5EEZLNDREDFEIHOELRRBDE
N7z EMB, NOAELIX0.01mg/kg/ H T
bHEHELRRINTZ,

'y

224 0. 0.1,

0.25, 1.0

E6 B~
M EL24 H

HA VR CIE, (REICH T 28R 771
FRE G ERECTHERLIFETAHDIL,
1.0mg/kg/ H & G- HEDOHECIIREAZ ICEH
WTHRD BN DB, NOAELIX
0.1mg/kg/ A K Chd LIS,
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()BT R EHERTH)

e 1 15 ?M” BERE | R
53— 1L 5 #LK(6.25mg/mL) ﬁﬁﬁ;iﬁ;&?}g)ﬁ
#53-240 )7 1F5)(6.25mg/ mL) BIBR2SUAS | oy oirin i e oo
553-340 7 BU(6.25me/mL) ey 25 LTl s 90@ L B 12 LAt
5 307 B VA A %5 NN -
DIV LTRSS T

0.9%NaCl i

530075 B JERG R R T DAL BRI C . TR AI L e LUT 7 L TR & % IS E DO R 5y X RIL T

E)O

NZ DD IS

ML
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X. EEWEIEICEATHER

1. X5
LA BB AL EEN R - EMEOL ST BICIVER T
BoRSy: HE

2. BxEAME
304 H

3. ARRETHIE
BEZBET | 2~8 CITIRFF

4. RV EDEER

20. B\ FooirE
MBI, Ty 7 EICIEEL TREICEE L, 30 A IR 4 528,

5. BERITEHM
BEMEEKTGTAR: H
<FvoLBY >y
ZOMOBIHEEER . HY
VI % 2. ZOMOE R DS

6. R—mM 5 - ExhE
FH LN

7. EREFEAH
20094£6 30 H

8. BERFGARFABRUVRRES, EMBLERBEAE, REMKFEAR

BOBIRGTAGRE A A AR A ARG A WRFE PR #R4E A F
2010451720 H 22200AMX00236000 2010426 H 11 H 201046 A 11 H

9. MEERIEMREM AZRVAEEFEMENEABRUVZTORE
TNRE TN D —ERZS T QBUMEFRYR)  20144E8 H29 H
HEROHED 2 ¥ (1.8mg/H) 2019455 H22H

10. BEERKE B R ARFEABRUVZTORE
FHEAEREMEAE  SFocE6A20H
B | RS D VB M I OV A DR R I B AT 1A TR 3 B GRBIE R ) AT
DOWFTIUTHFEHE L7,

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

12. I RHFEHIRICE T 215
AFNZ, B G HRICBI T DHIBRITED B TR,

13. HEI—F
JEL A 55l S AT B ERIESR = —R HOT(OH) - Lt B
IR IR = — (Y]z2—F) VAT AR
2499410G1021 2499410G1021 119748801 621974801

14. RIFEH EDEE
BB
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VICTOZA®

AT KA

Injection: 6 mg/mL solution in a pre—filled, single—
patient—use pen that delivers doses of 0.6 mg, 1.2
mg, or 1.8 mg

REEX
(EEES

1 INDICATIONS AND USAGE
VICTOZA® is indicated:

older with type 2 diabetes mellitus,

Limitations of Use:

- as an adjunct to diet and exercise to improve glycemic control in adults and pediatric patients aged 10 years and

- 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.

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.

MiEK
O &

2. DOSAGE AND ADMINISTRATION
2.1 Recommended Dosage
Adult Patients

current dosage.

the injection site and/or timing.

Reactions (6.2)].

2.3 Important Administration Instructions
- Inspect visually prior to each injection. Only use if solution is clear, colorless, and contains no particles.

titration and is not effective for glycemic control in adults.

2.2 Recommendations Regarding Missed Dose
- Instruct patients who miss a dose of VICTOZA® to resume the once—daily dosage regimen as prescribed with the

should be titrated at the discretion of the healthcare provider.

- The recommended starting dosage of VICTOZA® is 0.6 mg injected subcutaneously once daily for one week. The
0.6 mg once daily dosage is intended to reduce gastrointestinal symptoms /see Adverse Reactions (6.1)] during initial

- After one week at the 0.6 mg once daily dosage, increase the dosage to 1.2 mg injected subcutaneously once daily.
- If additional glycemic control is required, increase the dosage to the maximum recommended dosage of 1.8 mg
injected subcutaneously once daily after at least one week of treatment with the 1.2 mg once daily dosage.

Pediatric Patients Aged 10 Years and Older

- The recommended starting dosage of VICTOZA® is 0.6 mg injected subcutaneously once daily.

- If additional glycemic control is required, increase the dosage in 0.6 mg increments after at least oneweek on the

- The maximum recommended dosage is 1.8 mg injected subcutaneously once daily.

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 once daily to
mitigate any gastrointestinal symptoms associated with reinitiation of treatment. Upon reinitiation, VICTOZA®

- 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

- Rotate injection sites within the same region in order to reduce the risk of cutaneous amyloidosis /see Adverse

- 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.
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Victoza 6 mg/ml solution for injection in
pre—filled pen

1 ml of solution contains 6 mg of liraglutide*. One pre—

KIS | filled pen contains 18 mg liraglutide in 3 ml.

* human glucagon-like peptide—1 (GLP-1) analogue
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produced by recombinant DNA technology in
Saccharomyces cerevisiae.

zhie X | 4.1 Therapeutic indications

B 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.

Ak} | 4.2 Posology and method of administration

U HE | 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 Ac>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 A;c>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 1l1-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 F, 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
A —AFZU7 | maximum recommended clinical dose). In rabbits treated at doses >0.01 mg/kg/day (relative exposure,
DA SCE >0.2), there was retardation of fetal growth and an increased incidence of several minor skeletal and visceral
(20244E2 1) 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.

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
BK N E & D | wishes to become pregnant, or pregnancy occurs, treatment with Victoza should be discontinued.

ws i+ 3¢ E | Breast-feeding

(SPC) It is not known whether liraglutide is excreted in human milk. Animal studies have shown that the transfer of
(202359 H) 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 /see Adverse
Reactions (6.1)].

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

R & D FRAT 3T
E(SPC)
(2023429 1)

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 HbA,. 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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