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HIMZAES B BRSO FRBRE GO EFIxA LN 5T,

SIHIZ, W HHAILZITOWTIE, NN2211-1701 505k (SUKIOF L) TIEaii G- 4 B 5 CIRIMBE O R BUR L B 72
HIRBDZBD B2 DD, BEERBR TR SNZ8 T4 (AIREZ IRV RIC KR LU CRRESILZ,

AF00.9mg 1B 1B T 51 L AIEH T 4072 Mgy ha— L 35T RO 2B R R 1 C AR K% 1.8mg T CTHL
MAFEEL-ENERRRIT, ROIH72 G AECESN -, BEMNOER M ETAFIZLA LA, F FEE51CXD
BIEHITI30.3mg HBAAEL . 1IHIZ0.3mg T DM L, 0.9mgA R4 22 L L &N T, BIEHIRK T I HDALCNT.0% 2L
L THSTMERE D T EINTBATL . AKI10.9mgDF 5-%fikise 328 (AK10.9mghE) XUTAHI1.8mgE THiE 3 58E (K
HI1.8mghf) IZIEAEA IRV T b T, BAEAFIHITH, AFI1.8mghtiX, 1.2mglZE &L, LAMIZ0.3mg T DL
1.8mgZMERF DT &L, A 0.9mefiiL, 0.9mgZ Mk D L&z, Fiz, AFN1.8mglElc D\ TiE, FEHIKT
% ERHNIATL., 1.8meZiflkfis i,

e, AR CIXL SN Lo BRI LS — et 5 & O EPIREN TR EINT-,

FOFER AHN1.8mglt TO B GIEEDORBLEIS L OHALREMH 7= OFRBUFEN T, B T0.3mgn>50.9mg~HiE L
724382 BT 15.5% (36/23361)) K U230 /100 A « 45 (4144) | ZFEHIT0.9mg» 5 1.8mg~WiHH L7248 1235 T10.7%
(25/233451]) K T804 /100 A « 4= (324F) THY. 0.3mgA)>5H0.9mg~MiHg L7 & LT, 0.9mg7>5H1.8mg~Hitg L 7=
M RIT2 B R EOFBY 27 DL INE AL o7z,
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4. FERUVHEICEET IR

7. FER OCHEICEET TR

7.1 AANE 1H IR IS IR EGT 003, &G TRER IRV RICRZNITATHZ L,

7.2 HIBIEE OB T 5720 AR BIVERGEBMGL, HEOBEE1TIZL,

B2 BAVEPFEONRWEE TIRELE L, SOITERDFHE 25613, IWEE2 B E 528, 1~2 A HO#E
AFRIETEER A RS T BERT IIRERIO HEO R 54T TE 2,

(FERL)

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

EPSOBRRERIC T H GIEE (R, THI, Bl 5% B3 BmESh TS, ZRHORITEMIE, GLP-1 OJH{LE
2361 55 K CNEB OINFHIMEMTE R T2 Lt ESND, 20 BB EDOFBABET D1, (BHERLV R 54 HLA
L. B2 5 ENAN THLEMERRSNIZTZORELT,

5. ERERAIE
MEERT —32/ 37—
PIERRE B ABR O — & GHE L)

*fwﬁ . 4 i
A E N RBR TR AHN2.5, 5, 10K N5 u g/kgD R N 5% D2 M, DR,
NN2211-1326 32451 B N O ) ROV E &2
B 1FR E N R (55PN AFI5, 10X N5 u g/kgD KB T G-% 0%, BN, Eyshhe
NN2211-1551 2445 B O ) S0V E 2 5T
SRR E N AR 2T MR PR P FRAE AHN5 KL ONO0 p g/ kgD KB R F 5% D224t BN, KKk
NN2211-1591 15431 O 0 ER &3
1 AEENRER R A AHIG, 200 V25 1 g/kgDIKAEFE T % 5-#% D22 2 K OB % 7l
NN2211-1694 2415
EIAH E N R 2BUEIR I R FA BSOS R
NN2211-1334 226451
SEIIFH E PN 2BUE IR IR YR IFIR EOWATRER Ll B, R EM24E M +IE S #281H
NN2211-1700 400471 .
S/ AR E PN ERER 2T M PR P A AFHN ESUSRE O HF FFRE 1 K OSSUSK BAMURR v & O A7 TRERM LRl sk Br, —
NN2211-1701 26441 G 24l i+ I E 281 .,

201448 A Zhae I3 Zh 2T pE IR | R GRIRE B PR kR oo — & G & K}
1A N
SR E PN B 2BUE R R ARF L% 101 B PRI K O OF i &% 10 B IR 2 A LA DF i D I
NN2211-3924 3604 B WATRER el BR, 5238 [
ENGEIES [ 2R A PR 9P FR A KRN A R BIHN DO PEHFRIEEA 2 A B BRSO SR
NN2211-3925 2574 ATRER el akBR, 363 [

20194F5 H HER OVHEE T 7KGREF AR O—E GHIE £
SELFE E N R AF0.9 mg TR+ AFI1.8mg/ B & 0.9mg/ H OF G K OV L MEE LG5,
NN2211-4174 537 2 BN PRI B 2608, MEAERBIOAHT, IEEM. MR, 260 OIUE R F 5-HH

46614 (1.8mgh¥) Z &< WA THEM HlikER
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A

AR E R RO MAERE THREAIT  ROBERFEIEEL (AR, o ard —EBHEEK (o -G,
NN9068-4183 NBARA43 722 E PRI F 7Y UYL HE(TZD) . AVR=/L LT3 (SU) , F
BE N L=27 va— 2 3k AR 2B 55 3K (SGLT2BAE ) U7 V=RD
819471 WIS EBIRFE T a7 iy b — L 36TV H

A N2BUFE PRI BB ek G Uiz, 52 R, Sl LR, EVEAED
£, SEEAAT . FEEHAABR

ARRBROVZ T NVFREEIZIUNT, ARHN1.8mg/ H &A% DUBE R I 3EH
IO LA ZIE & O 2 E it

FBIVATES N RBR DMEANCRAZ A G DILE AN MO T AR OB RE D, B S, ZH

EX2211-3748 U 2HRLHE PR FRE £ IEARIOMT, ZEER, 77 A BRI TR R MR
(cvoT) 9340431
(EGREEAER

DEREERERERD

32 MR B AR AR A B T I2ARAI2.5, 5, 10 X DM 5pg/kg(AREE60kg: 95 &, AA0.15, 0.3, 0.6 & TM0.9mglZAH ) X
1377 REHA R TR 5 LT, 2.5~ 10ug/kgDARFIF 5:-#% O BF ML BRI TH -T2, 15ug/kgtt 5-% Tl 64153
BN E BB SN DB DA FHE G (L & QNG S E S TR, 2.5~ 10ug/kg DA 51 L L BAF
1HE&D o7, UL EOFERICESE | 15pg/keMERE A AN BB D HEIEE 5% DR K A& Th LI LIVRIES L
77

)R EHRSHBY
At B A A BN BB 24651 & 5t S L LT, AHI5, 105 N 5pg/ke((AE60kgk35&, AA10.3, 0.6 U00.9mgiZAH
WYFEIT T TR ESHBKE L TR E L, 723, AF% 1AM S 5ug/ kel U CE KR T 5L, 5~15ug/ke
DARETOLEMICIEE 25 H A3, BRI RIF THHIEIRENT,

2B ERIR B E RIER 5 HERY
H A N 2B PRI 2 D BRE 16014 % 2 & LT KI5 K DM 0ng/kg(R EE60kg & 3D &, A740.3 % TR0.6mglZAH )
FIIIT T oA A2 S R TG LT, 2288, AH & LR 4512 5ng/ ket U ORI 2 T# 5 L7=, 5~10pg/kg?d
A EFTOREMEICHBEERDWME T2 BEMEIX R THLZENRENT, ARANF 51210 24K [ 00 B 477
avbhe—/b ZEEREMAEEOIR T L O R O INE R LTz,

HREHEEHERO W
e H A AR A BB g 2401 256t G2 & LT, AFN15, 20 K% O265ng/ke(RF60kgd 5 &, AF0.9, 1.2 T'1.5mglc
M) FIX T TR E5HMNERL FES Lz, 7ok, A&I% 1 K5 1C5ng/ke i L CNE KL F# 5 LT, 156~
25ng/kgD B F TOLREMICHIEE 2D 1372, AR THHI LN RENT,

QAERIGIERRER
DEIEAE R 1
H A« B L SRR OB TR S SR B 5 5 TR IR R 0 2B RIS R A b Gl L, 4 (0.1, 0.3, 0.6, 0.9mg)
OAFN R O T RO ha— 2 B2 - NS ER E a2,
R B AR SUTRR OORE IR R SR 512 IR P 0 2R B TR B 226651 (0. 1mg: 4561, AF0.3mg: 4641
AF10.6mg: 4541, AFN0.9mg: 444, 7' TR 1 464)
R T SRR IR EEMRE (14R) 1285, EAEAL AT RER Fei
BeG-J715 AR%10.1, 0.3, 0.6 X1X0.9mg/ A XL 7741 B 1B (RIGEZ2BRY | 48 B R URERED (IEERIC R TS Lz,
7235, 0.6 % 100.9mg/ A BETIE, AR E-130.3mg/ A ZVBIAAL . LA ZL120.3mg M L7~
f B I )= RRA N THLR 5% 148 DOHbALclT, F BN EEVE T80 Bz, (p<0.0001), %
727 BREDHBIZEB N T W T NDOEEEAZB W THHALc DA B MK T 233O 517 (p<0.0001) o
TR B CH56.9%AM (= b — L T8 ) (6.2% A1) SUET B ) (6.2%~6.9%A0) ) & LIz E1 & 1%,
TR GRETUE(2.2%) . 0. 1mg 58 T3 (6.7%) . 0.3mgHe 5T 1341 (28.3%) . 0.6mgHe5-1 T2445
(53.3%) B 000.9mg % 5-BET2541 (56.8%) TdH o7z, Fio, ZILHDIER DS H0.3megf H-RED 141 (2.2%) |
0.6mg 5 £ D64 (13.3%) K 0N0.9mef 5-FE D9 (20.5%) 73, 6.2%Aw &2/ L7,
BRI RARA L N T D 22 IR MU K OV MBI I SV Th & 2 EHINCAE IR T 23RO b
72 (W9 b p<0.0001)
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105 oo EIR—5%0.1mgE#
10.0 1 e t:'bl\—'b‘"ﬁo.3mg§¥
95 aaa EIR—H®0.6mgB¥
9.0 oo EIR—H"0.9mgB¥
S as e TS RIHEE
S 80
< 75
I 7.0
6.5
6.0
5.5+
0o 2 6
EOh—4%0.1mg(n) 45 44 42
Eoh—1"0.3mg(n) 46 46 45
Eoh—4"0.6mg(n) 45 43 44
EOb—4%0.9mg(n) 44 43 42
I5tik(n) 46 46 41
P 5 W OHbA1cOHER
(OFREERIEAER
DA R ER

DEBAARIRZ LY LT (SUKE) BRAAL D L)Y 10

H Y

BHFRIE TR TR AR D BRI I A 5 TR P O IR B 2t R LU A
0.9mg/ H BAMBEDH IR O 2%, JV_U 77385 BEEL TRETT 5,

A FFEE ST B FPREITIN ZAR D B IR SR B 5 5 O ORI A8 ) LA S L T2 2 M [R5 i
40041 (AP 5-7£268%1, VR I FIR B ERE13241)

Zhaak LR " E S HRiE Q4H) R OB RE (2818) 1285, MEAE AL I BRI F T RE R LA B
AF10.9mgA 1 B 1R UL 12 TS, b LUZZ VA 7F3IR1.25meZ 1 B 18] (&R I35 &%) X
V2l (B4 NIRRT R %) #% 0BG Uiz, RFIOEE130.3mg/ B JVBIAAL , 1AM I L120.3mg
oMW L7z, Z VNI TINOH1X1.25me/ B LVBRLAL , #5-4%4108122.5mg/ HIZHEELT-,
TIA<V =T RRA L N CHHFEEFL 245 OHbALcAFRHEL Uiz = o — WL T, AR D7)~
I FIRITHRIT BIEL MR EES N GES M~ —0 1 0.4%) . AAIRGRETI, 5% 241 DHbAlcE
R A ING 1L T8ME T LTz, #5924 OHbALeANIEIE A% T 5 6.9% A T & 2R L 7= kB |
AlE. AR GRET26.9%, 7V 7738 ERET10.6% TdhoT,

P 514 2438 D ZEREREIUFEE (FPG) 13, AFIF 5 BBV TI37.2me/dL, VU7 FIRBESREIZR T
150.1mg/dL T o 7= (p<0.0001) , % 5-1% 2418 O B 1% M HEE (AUCrg, o-3n) 1 ARAIE GBEIZIB W T
577.54h-mg/dL, Z VU7 FIRF HREZ I T670.60h-mg/dL T 7= (p<0.0001)

10.5 - we FUNITSZREE
1004 || oo EON—HfFE

Bl

5.5+ MeanxSD

HbA1c(%)

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

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

HbA1lcDH#ER (1 5-#4521H)
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]
=]
]
o]
A
x
< -1.21
3 - -1.78 Meant5D
W7 =R (h=263) [OJYUAYITE FR(n=130)
HbAlcDR—2F AL BDZEAV B (F 5% 241H)
P <0.0001
30 -
§ = 20
ra
43
SH
£8 108
; 10
o -
EES =R n=263) QOFU~NXTFEFB(=130)
BEREUNARETATEIR. A—A51 AEARERE LEOPAT + v ERETN
¢HbAlc 6.9% A OFEFIDOEE (LOCF) , MM *I41%, _—2F A DHbAlck
FERAE 5-1% O H AT HEZ2HbA e D3 i 5
HbAlc 6.9%A AR 2 (B 574 2438H)
B 5-%2430H
H.BA%A . = . —
HH ‘ﬁ‘% @E’,’E o | wmew N | RhRTE | R Osu{EmIKH)
(BEMERRE)
AH) 263 7.38 (0.07)
HbAlc (%) 9.30 e -0.51 (-0.72, -0.31)
TYRIZ3IR | 130 7.90 (0.10)
AH 261 137.2 (1.9)
FPG(mg/dL) 202.6 N -12.9 (-18.2, -7.5)
TYRIFIR | 130 150.1 (2.5)
. ARH 243 577.54 (9.53)
AUCrs, o-on 888.63 B, -93.05(-119.61, —66.50)
(-mg/dL) TYRIZIR | 119 670.60 (12.69)

52 RSB W TH EEFRERBLBE OFI A 1L CRBE CThofz (KA 5-1E:91.4%, 7V~
IR ERE91.7T%) , Tz, B A EEROKTFITREDEG TH-T2,

Drpdlt 1 BT B%LL EOBBRE RO LI A FEELUL, BHIEE, TR, FRGEORIE, FH)., 5 H
I8 BRI PERBIRAE | SRR L B, B ORPRER, &S A%, mifE . BRI . WAMEERYRSE ChoTo, b EE
ECRHL-AERERIT, MHEODICRHER TH o7, FH., [F, B AP QLA B U795
FOREIEIX, TV TINBE SR ASARR B SR CE T,

TR LIRS SN2 o7, TR TORMBEO RIS (Wb E 1 Fld7=0 | FEDRBAER I
B L, AEBEGHET 0.7 /N AR R R VRFIRF G T 3.8 1/ N ETHh -T2,

BB E O HEHRRERILLI ARG OEIGIT, B5% 4 WETIIZ VU7 IINE BRI~ ARHK &
HEECTEDTN, ZDRITFEEETHH-T,

R—=2FA T, VT NFREUE L O GLP-1 ZXFURIT T X TOHERE Ttk Th o7z, #5514 53
BT 5D 33 #1(14.7%) TVZ 7 NF RFUEEEDSFRO B, 2096 16 1] (7.1%) Ti, GLP-
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1 ZBXHURIZOWTHEEME T Tz, 5% 53 BIZVTZ 7 IV F RHURBEME Ch T AR S REOWERE 12
BT, HbAle DR—=RATA L MBEE1% 52 T COBIMTERD BN T-,

Q@RILEKR=ILHL T E (SUK) LD R 19

H O
it %
B W)
B L5 h
woR

SURRA ¥ 5. D 2T [R5 R Akt 22 - U AR#10.6mg/ B} 080.9mg/ B LSUSEE O Of A EOH 01 &
W2 g | SUSSHMREZ SR EL CTRaTd 5,

SUSK (Z VN IFIR, ZUIFPR LT VALY RIS THRIE T O 280 R 955 BB 264451 (AF#0.6mg + SUZR
¥ - 88151, AHI0.9mg -+ SUSERE : 8841, 7T 7R + SURERE : 8845)

Lk R T HEMIE (2408) KOS MIE (2818) 1285, ME(E 2 AL 3235 FR G A TR RS L el B

o AHFI0.621%0.9mg/ B IT 7 TR AL B 1EEH I A IR FERL ., SUSKRARTERO RE R O & TR

A5 Uiz, AFNIOBE130.3mg/ B LVBALAL . LA Z £120.3mg 3 oW L 7=,

TFIAS)— T U RRAL T DG 24 OHbAlcAHERE L LT b o o — UL T, A#10.9mgd
SUEL D FH 1 D SU S BRI (26§~ DA E 2SR FES U7= (9<0.0001) , AF0.9mgE SUSK D ¢
EESUSEHRMIRIE L OICHE B AR LI | AK0.6mgl SUIEDOF A IE L SUSERUIFE L O
el A FhE L . AFN0.6mgs SUSK EDFEFIRIE IOV TH SUSK BRI DB 2338 o bz
(p<0.0001) , 572430 DHbALCcH VAN B I T 56.9% AN & 2k L= 4Bk & O F A 1% AF0.6mg+
SUPFAFRIETET23.9%, AA0.9mg + SUPFFIFRIERET46.6%, SURIMEETETL.5% Th-olz,

10.5- wxx JSRR+HSUSEEE

10.0- e Eﬁh—ﬂ”06m9+SUﬁ§¥
054 eee ETR—H"0,9mg+SUEEE
9.0
8.5
80-
7.54
7.0
6.5

6.0
5.54 MeanxSD

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 83 83 83 82 83 81 81 80 80 78
Eoh—%0.9mg+SUEE(n) 88 87 85 84 85 83 84 84 84 84 83 84 83 83
IS EiR+SUsERE(n) 88 88 8 8 79 75 75 70 68 68 68 67 66 66

HbA1lcDH#ER (¢ 5-#4521H)

0.0 -

5 05

s

kel

B 104

K10

Y

A -0.40

N 1.5

n

D

¥ 20 \
25 - '

H EZ b—1°0.6mg+SUR (n=86)l 4 h—7°0.9mg+SURE(n=87)1 75K +SUSER (n=88)

Mean+SD

HbAlcDR—2F AL BNV B ($ 5% 241 )
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p=0.0001
- ! p<0.05 p<0.0001 !
L 507 | | |
5 47.1
2 -
WS
58w
&
oR
g
T 20 4
45
Q

@ S F=120.6mg+SUKE (n=86)1 &2 b—120.9mg+SURB(n=8T7)1 77 tH+SUKE (n=88)

BERRUNERERENR. A=AS5 ATHERE LEQVAF r v JEWEFL

$HbA1C6.9 % AR DIE G DFI S (LOCF) , f#HT 1813, ~—2F A DHbALlck
PR 58 OF I ATHEZRHDA LD dh 25

HbAle 6.9%A KR (-5 2418)

Be5-4% 2438 OZE ERE M FEEIL, AF10.6mg+ SUSF A FRIEREIZIV N T132.2mg/dL, A#10.9mg + SUGFHE
TEREIZ BN T126.2mg/dL ., SUBLMRIEREIC BV VT 158.5mg/dL Tdh-o7= (W9 F B EEHp<0.0001),

e 5.1 2458 O & 7 1 BEE (AUChe, o-an) 1. A5710.6mg + SUGE I EIEREIZ 3BV T614.58h » mg/dL, AHl
0.9mg+ SUPF AIEIEREICINC575.50h - mg/dL, SUBMEIEREIZ IV TT725.72h - mg/dLCh->7= (W T4
D A E&#EHp<0.0001) ,

5 B 5122418
HHE BR 4RI 51 N o/ 3R 7= (95%( 5 #E X )
DI (FEHERRE)
AF00.6me+SU 86 7.41 (0.11) -1.02 (-1.27, -0.77)
HbAlc (%) 8.84 ZK#10.9mg+SU 87 7.14 (0.11) -1.29 (-1.54, —1.04)
SUZE Bl 88 8.43 (0.11)
AF0.6me+SU 85 132.2 (3.5) -26.4 (-34.5, -18.2)
FPG(mg/dL) 171.1 ZK#10.9mg+SU 86 126.2 (3.5) -32.4 (-40.5, —24.2)
SUZE Bl 87 158.5 (3.5)
ZAF10.6mg+SU 83 614.58 (14.75) -111.15 (-147.61, -74.68)
gun(ljg/dL) 767.28 | AH0.9mg+SU 84 | 575.50 (15.01) | -150.22 (~186.32, ~114.12)
SUZEHLIl 71 725.72 (15.71)

52 W AU W TH EEFRERBL-BRE OFIA 1L, M CREETh o7 (KA 0.6mg+tSU PF AR L
7:95.5%, &K 0.9mg+SU {f FIEERE:89.8%, SU BMMUBIERE:94.3%) , Tz, I B EEZLROKE
IFBREDOHER CThHoT-, BIFEEOAGFEFRERILIEREOFIA L, #5% 4 BETIE SU MK
IEREICHE~ARHFI+SU BERPRIED 2 BETE D o120, ZDHRITT R TORETRBETH o7,

R ME TS S e o T, T TOMRMABEFO I (W | FlH7-0 1 EORIHIHR
B)IX 3 BECRIBECTH o7z (RAI 0.6mg+SU PFRFRIERE: 3.1 1/ A 45, ARAI 0.9mg+SU Pf FEERE: 3.7
/N4, SU BAMUEVERE 3.0 R/ N -4)

NR=RFA T VT VFREUE LY GLP-1 ZZXHURIZ T R COWERE Ttk ch-o7z, 5% 53
BIZIBUNT, AH 0.6mg+SU B HFRIERED 13 41 (16.9%) & A 0.9meg+SU HEMFEERED 14 4] (16.9%)
TUZZ VT REURBHERZRD B, 2B 11 61 (14.3%) F O 2 41 (2.4%) 1%, GLP-1 22 X Hikic
DONWTHEFETH T, 728, SU BAMEERETIX, UZ 7 VT REURBYE TS S e~ 72, AAFI+SU ff
FARREREOWT I TYH, 5% 53 BIZUZ 7 VT REURBME Tho 725 # 128V T, HbAle DOX—2RT
A5 52 WIZHT TORINIFEH LR -T2,

QR AMERFRELOHRAEE'

H

i

198 1 BE RIS FE A T o3 72 b= o b — /L DM B TR 2R P B 2o G & UG PR IR 3
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HAIGEH T CORF D22 OF M ERR 5,

st G B OBERIE R GEENRA L R S WMEER , AR o Va B —PIHERUITF 7 K
) BANZ TR R 280 FR 95 B35 360451

KB Ak ZaskdkE. FFERB. AR O DR IO LD RN ATT) . FEEkH I (6 nopE PRIE SR 2401
KOOSR | WATHE M a5

£ 5 B ik BAREORR OMERF A EBIR T-E U TRIEAE AT 21T\ A1 H 0.9mg (240641) SUXBMNOHRE O
BRI ER (RITRIR & B2 DB\ C XD 38H, EN CRGERENTZIRE TR, AE R OHEICHES, NRR
i%. DPP-4FHLEHIS 15, AR/ 306, a-7 Va2 —BHER164], A/LR=1TLTHI14F, F7
VI R ERANS B, BN TA AV A3 WM E A A5 (12041) % | BE5-H Of% D E IR 5 & OF T L Ch2:8
B5L,

& B BEE%52IZER T, B DRI ERA BN 72240 OF FI A L BRI L ARHI & 1 RE PRI S0 OF F R
C. HbALcOF E /2K TGRS BV (BEZE (RF & H% 1108 R 993 320D Of PSR L — 1% 1 05 R PT S22 41 OF FR %
%) OHEEAE : -0.27% [95%(5 #H X M : -0.44; —0.09], p=0.0026],
P 514520 DHbA LN R BAZ THAT.0%A T 2 E AL LT- W B E OFIE X, ARAI &R 10 BRI O
JERIETT64.9%, #% 1B IR IR ZR2AI F 1 T45.8% Th o7z,

10,5+ e % FURE PRI 3E27510F
10,0 e IR CURE RS S GE T
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 (%) DHERE (FHJ+SD)
D REPRIF R E DO DA RBRIZ BT AHbA L) DAL &
N P 5-BthI 5452 FTCORILE
AF+% O b5 R 3K OF 239 8.1 (0.8) -1.21 (0.90)
LA LAY MR A 58 8.3 (0.8) -1.18 (0.96)
AR 61 8.0 (0.7) -1.02 (0.97)
o -7 A g —PHEH] 621 7.9 (0.8) -1.23 (0.85)
FTVV L A 58 8.0 (0.8) -1.41 (0.79)
& D BRI 3 2410F 120 8.1 (0.8) -0.95 (0.74)
HENRA LAY Sy WM EE A 31 8.1 (0.8) -0.94 (0.92)
ARAALI 31 8.0 (0.8) -0.91 (0.74)
a7 Nav X —PRLER 30 8.1(0.8) -0.88 (0.58)
FT VN FRIEEA 28 8.1 (0.7) -1.06 (0.68)

FHEISD) ARG ORI ATREZRHDALc DA R LT IE Bl 2 AR AT SR 7 D ER S+

BERZZRIMAF RO O T, BR TV MEMFEIHEE<S6 mg/dL)DFEBLULA72< | 528 W o £ 5- Wi+
V2 AT L% 1 K PR IPS 3 00 BF F 1 24081 P 24511(0.8%) [ o =7 Vi & — P S S BF 63451 o 151(1.6%).,
F TV FRIEHNOF A 586 1BI(1. 7)) WS FH T4, 48 1SR I SE2 A1 OF A e 1 T 12041 Hh 2451 (1. 7%) G %)
RUA L R 55 IMEERI O - 3161t 1451 (3.2%), T 7> U 341 0F F 28451 th 1451 (3.6%) NI B2 s S
720 BR TR MEMAEDOPETRE | AN VFERSHT-0 OFBUFEN T, AH &% 0 55 IR TR O OF %1k T0.0314:/
N AR R DBE PRI SR 24 OF A T0.0204/ N - - Th o7z,

@1 R RE|EDHRERE

H B ARHIEA LRV RHFN O GEFREDOF INE R VL2V | A2 A R R R E kRS LT 5,

xt G AR HAI(Basal A A TRE A L 2 T Basal-BolusiE{#) (2 TG TP oD 27k FR 55 £ 5 25 7451)

OB SHERRALR, CEEM. BIEED AL R FREOTEIC LA E B EIEA AL, WATRER b5

B 5 ARROA AN AEEE BRI AL CTERIEA BT 2L TV, AFI0.9mg(12761) X772 AR (13041)%
LH1E, AR BFILGF LU T36 M 5- Uiz, A AV B H-81%, #5567 0RO 16 M TIE
FRIEEEL ., 200208 T B 2 IEIC IS U E & OG- &R S T A 7 v A e > TSz,

i B TV — U RRAU N CHDIHDALc DR —AT A PEF % 16 EFTOZELREICEL T, ARAlIL A
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AV E ) D OF R IR O A 2 A) o B L (E E F & 77 2R OF ISR 3 D e S e S 7z
(BRI LA AV DOFARIE — A R) - BARIE) OHEE 8 : -1.30% [95%(SHH X [H: -1.47; -1.13],
p<0.0001], A AV e G- BRI L 7R 25 Do e 5% 36 DR Th | AR LA 2V OO IR IE
DAL A L BRI 3 DB D e RR S v T (REZE(RAN & A 2V O FIRTE — A AU o BUMUE
1) DOHETEME 1 —0.81% [95%I5 HEIX [ :-0.99; —0.63], p<0.0001],

BeE#£ 16 OHbALCASIAIR HAR THDT.0%ATHEZ AL L 7R E OB X, AHN A 2V DOF L
TH2.8%, A2 AU HUMHEE T3 1%, B 55361 Tt AR LA AU OfFE IR T55.9%, A2 AU
IR T.3% TH 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)
HbAlc(%) DHER (V35 =SD)
N ¢ 5B A IRF e 5.1% 163 51436
AF+A 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)
AR AEYE (77728 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)
SEEI(SD)

ERARMBEIZRO DAL h o7z, ER TR MR MM EE<GE mg/dL)iX, 361 MR G Iz, A
Kl &A v 2V OPF R T12741 H 42451 (33.1%) [BasalA 2 2V : 5045 1 845i(16.0%) . IRE AL 2V 150
1 F1214511(42.0%) . Basal-Bolus#&i% : 2745 F113411(48.1%)) . A > AV BB ET 1304 H13641(27.7%) (Basal
AL AV 500 HRAHI(8.0%), IRA AL R 5201 Hr23451(44.2%), Basal-Bolus# ik : 28451 H19451(32.1%))
TG SN2, AHIEA L AU OFF RREE TlLEEa s o — U231 A S HEER S =28, R T2
MR IILHE DR B, ARFN A AV OB EQL20E/ N ) F O v A BUMRIE(L. 3/ N - FE)IEIC

BEITRDONGR ST (B ORB e A A OfF R/ A A BRI E) OHEEE :0.94 [95%(F
FEX R 0.52; 1.70]),

®1.8mg/ BDEMMERUVR LM DMET : BIRHEE

H EOR
S 5
BN
B 55
i P

AF1.8mg/ H K& TN0.9mg/ H DA E R O ez i 975,

AF0.9mg 1 H 1EIO R N EICEDIRM T o7 = b — L 355 THZauy B AR B R
FB5 46611

Zhia I, ARG, FEE MO TRERH LRGSR

D ARHKN0.9me/ HIZL A 12 B OB EHARKE T RFICHbALeNT.0% LA T~ 7= 978 2 AH0. 9mg Aok

5 fker 9 DRECRAN0.9mghf) SUTAFI1.8mg/ B ECHHEE 9B CRHFI1.8meh) (HEME A (BT #4.
AFI.8mghE IR B RT20.3mgd >, 1.8mgFE THiHE L 72, AH0.9melt & OAHI1.8mehf i iﬁ%ﬂ%zem
M CEZEHAR) £ 5L, AFI1.8meglf CIEISHIC26ABERE L T, RIR2MEARETL GERIIM) .
FIATV—Z U RRAL T D 514261 OHbALcDZEL BT DUV T, AFKIL.8mg D AFN0.9mgi %4

DIERE DS HEES NI (B2 (AF11.8mg-AF0.9mg) OHEEE:—0.40% [ 95%(2 18 X [ : -0.55;-0.24]
p<0.0001], $&5-#£261123V T, HbAlc 7.0%AM &2 mk L 7= 58 OEI &1L, AF1.8mght T22.7%, A
F0.9mgEET7.7% CTH o7,
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. 5 #%26ETD i
% AV 2B O S I +
HbATe(h) | N AAERBIDEIITRE It (95% (=X IH)
AFI8mg | 233 8.14(1.02) -0.23(0.90) -0.40
A#00.9mg | 233 8.10(0.87) 0.17(0.85) (-0.55; ~0.24)

BN : % P GEHER ) | RERT 22 e/ 3 34[95%E 78 X ], LOCF
a) WEREA [ ENER ., X—ZF A DHbALlch AT L LT 45 BT

263 [#] o> EEHIR 1 W T IO BEIZ IS T FLRZR AR IUNE S 13 i A 7 e e ME AR B T R S
7o e [ R oA CREDRE RS 22 /0 B 1 %) SCUSARMBEAE IR 245 b (1 4%) 23
56mg/dLATGOARMAE ], I O KA O 338 ) OF B HIH) (2 W T, HIBEEOAERR LR
BAL 7B DEIE 1 3AM0.9mgHEL FLE L TAAL. 8mghE Trinao7223, 2RV O IR CIXFREE Tho
oo EBIM R OSER IR I, R D8RR EF IR bR -l

®1.8mg/ HOBDHERURLEORET : BOBRRELOHAERZEY

H B: UZ7AFRL8mg/B. ARV TINTIROA RN FTTIVT V57 NFROF YN ONEE 4
R R el 1

xf G BROPERFIEA (ANFAIL | a-FavyZ —EBRER, FT7 V00 RIEH AVR=AL LT AL
SGLT2PH 3R LA AU L 3 WM HE R IZ LB TR T p o ho— L A ST 7R
H AR 27500 PR FR #8194

B GE ZHERRIER., BIEAL, IEE M. treat-to-target, WA THER M EER

B 5k ik o AR 1.8mg Q7341) 2% 5-F of% M BERIFFELOF AL Ch2il B 5 L7,

& B DUTFEAF O/ RE7L# T2,
PFH U7 DR IPTIE R OB 54520 123617 2HbALc D E L EIX, LT DEEBD ThoT,
HbALe (%) N T fgﬁgé
A MR 47 8.30 (0.90) -2.09 (0.98)
a-7 v ay B —EHEH 41 8.30 (1.05) -1.90 (1.09)
FT Y DRI 42 8.15 (0.94) -1.84 (0. 80)
AR = Y LT A 42 8.44 (1.08) -1.56 (0.93)
SGLT-2FH 23K 61 8.33 (0.91) -1.74 (0.89)
BN A L A G WMRHER 40 8.38 (1.11) -1.67 (0.76)
¥ (SD)
HRAK M BEILFED HIVRD o7, BRI MURHE e B RE AR 23361 (AL A= oL T AP
FH 2051 A RA LAY G UMIEHER LD S F AR S A7 [ B R/ b CRIEIRE IR 743 5038
WZ85) SAFAR M RE R A D MBS E (f5%) A356mg/ dLA M OAR A ],

)REMHER

ODMEARU ) RINFOIBERFEBE B TERHAREH 1Y
H K. DM RBOUAZ D EOERA B RIFIZ T AR EEE (0 M R B & O RSB 26t 32 1R %)
VAKX T T T B REBIL ., 3.5~5F & 5. L= XD 0 ML A~ hOFS IR D E 2% il 335,
o, BRICEERER IZFOMOREE RTA—FZFRIE L U, YRR I T ISR DAA D% 4
PR OB MR T 7R el 5,
) B DB AN EYRZDENIE B AR A2 RS B 93401
RBR L R (42~601 H M) | Zhiisk, ZEEE. BIEAEMT, ZEHER, 77 2R R
Beh Mk BEELIOBSTEESEDMTL, Mo ha— iER OCHEEOHART A BEEEERK T 572
DO M T SO L TR R AR L OREHEIR R I IN A T, ARAI LT TR %42~604 H B# 5L, &
BIZ, TATALA NSO A OPLL MRIED LRSI, ARFNOF 5:-1320.6mg/ B BERAEL . LEMIZ
0.6mg 7 . fxim B 1.8mg/ B ETHIEILIZ*,
*PEAARRO AR R O BEARRBRO Ak L O HARIT R,
frEs HWIOMACE (UL 58, FEBSEM O 2E K OFEBSEME N A=) 3T BT 2 F TORFM DN —R D
HEEAE130.87 (95%ZHEIX 1 :0.78, 0.97) THY . FRNTHESNIZPEE FIEICHE O AFKI1.8mg/ B D7 F%
AT DIELTEPRGES T, 7T BAREHEL T, DI E VA7 O#ANTERO bven o7z,
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ANCFEBLLIZMACE (DL R R T 55 C | FEBOEME LA e, FEEBSEMEIN A1) DFEBLIR I

772 AREE (4672451) AFNRE (4668151)
AR NHE T B RS IOMEE SIIZMACED R B 7= 9k Bh 3 14.9(694) 13.0(608)
DI A5 5E 4.9(227) 3.9(181)
FEFIENE O 2 6.5(304) 5.9(275)
FEBIENERN 2 3.5(163) 3.3(152)

FEBLEIE% (FEBLHIE)

AR PHERBE R IO E ST AR 2 38 B I- 5 8 O BIE K OB FE 3720 D F8 B4 40T
AFHIEEO. 4% (18/46681]) & 7T L AREE0. 5% (25/467245]) TRIFLEE TS 7=, FTRR D2 DB VEREESS LLAME

SRR ThHHoT,

(5)BHE - AR RIEAER
%Y E Rl

(6);aFRHE A

DEARAERE (— R ERARER, FEEARGRE ERRELERE), #ERFTRT —IN—XRE, HERET

REERHBRORNE

O e pl i A (= T

H i H B 22 31T D25 FR P R |2 38 1 A AT B PR e L UL SUAI & D f3F
FBIEDOR BV R OF MR LT,
FLEWRS e =
XRBE 2 BRI B
%K TR [EE 125 4,050 151 (B AZAE B 3,600 41)
FARFMIE B < eVERRGTETE >
I bs, SERESS, IBPAZE, HBREE ., A AV RIS R IF I b T
N =3 2 ETREMPE, 71 b — U M VRS SOG . BRI R (F
R C NSRS BT, OIS RU RS BHEREIR T S~ 51
B, BERE RS ~OR GRHCRITDRaM, IS REREE B
~OBEGRHC I A% A
<A PEIZRE T DR AT TE >
A ERRIC B D E IR 5RO 401
AR I % FRA I R 23 4R 7 A 19 H ~3FAk 28 4F 8 A BIZEHIF 3 47
FokE R
<>
2 AP RRAT X S0 1 3,685
e A s EHE JFEE
AR T BT e BN | e bl (e A
B ESNIZYAY
A I ! 2 (0.1) 38 (1.0)
LRSS 0 2 (0.1)
5 pAZE 3 (0.1) 2 (0.1)
B 7 (0.2) 316 (8.6)
N e =—— T
;\;X%ﬁzﬂzgikﬁjﬁﬁfﬁﬁﬂ#/]\ VA% 8 (0.2) 42 (1L1)
eI R - 7L LR — IO S ONE SR S 2 (0.1) 28 (0.8)
BERBIENYAY
FORIRBERSE (FUIRIRC AR SS) 0 1 (0.1)
A 16 (0.4) 1 (0.1)
DS RUAY (ODAHFHZE, REEPOIME, A4F
FBREMT, I A b, ABREE T D0AR 7(0.2) 0
/3:}‘) %9
D&Y A2 (MACE) %10 7 (0.2) 0

1 PT IR DI - B
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¥2:SMQ APEESE (R28) . mLaE (LU, THLT)) Ak T OMBMERER OV IICi% S+ A RIEH « EYLIE

X3 @y —7 58 (HLGT) W b B B2 3 L OPAZEIZE% 4 T~ 2 RIE A - B iE

X4 FRERIRGHE (LT, [SOC)) HIBEEIZ3% 24 9D EIE A - iR YuE

X5 HITTARRASA L AU ABRKRDOPT ) MBI 3% 24 3 B RIE A - R

6:SMQ AFFEEREENNTS JOVR G MR A A0 3 SOEGRE (Be38) . SMQ BBUE (F8) . SMQ 7 74 7% v — i (338) |
SMQ FIEKFFRIMER (B238) . SMQ 774 7% > — /T F747% > —kkay 7 IRiE (338) . HLT #5807 OSNEC, HLT
TENEIAL SO, HLT FESHBALRG . HLT 38 F 36 K ONE TG AL BSOS OV T 3% 2 3 RIVEH - e

XT:PT FURMRBERRE . SMQ FURIRBEREFE T (538) DWW A% 4 7 D EIE A - iR YE

8:SMQ MR LOREMI AR O IREHTAEY (38) . SMQ MR L OREM AR OILEH AW (He28) . SMQ B3 Z OG5
DRFFTEY O28) . SMQ M3 LOFEMR O E S (328) . SMQ g~ — — (33%) . SMQ M JOGEMAB DR
FrAw (Hez8) . SMQ D FENREE O Fr A4 (1e2%) . SMQ iR AR (e3%) . SMQ B L OGEMAR O RIS IRETAE Y () |
SMQ R L OREMAR B O K T A (%) . SMQ BB LOREMAB O 75 /I HTEY (38) . SOC B, B
FOGHIIRHOH LY (FRBLOR)—F2EEe) OWFIINICHEYS T HRIVER « EYE

9:PT DMHFEZE, PT AE D AIZE, PT SEAE MM OIIEZE, PT ALE R OMEZE, PT DBFEZEO. OERET R, PT R EDED
JiE, PT e @hIRMAT Bk, PT SMRHB AT L, PT RRY MAT AL, PT R0 5 mAT Bk, PT MMM AT H&., PT 2Bk MAT
L SMQ DA (e2E) . SMQHHRAIR R ML e O 28) DWW T 1S 3D/ - YYE

10:SMQ D ARAEZE (F3%) . SMQ HR AR R Hi 136 X OV ifiL 35 M R (B3%) . SOC /MBI > DHRITASSE L DWW T i%
Y DREINE M JRYLAE

BSREIR T R OV U -HTY 7 7 VT RPURRE A OB DV CTB IO 2 2 TR 8 & 2 L Cu 7R

[EEE | O BEENICBITAEIER O BRI UIZFE R, 65 AR Tl 14.3%(354/2,471 #) 12, 65 #RLA
T 21.2%(256/1,210 B ICEIWER 2SO BAL, FEMtnE L~ Bk CILRIWERIBLEIG DS E ol
EEE CTE-oTEWER GEEnE ORIEMRREIG D 2 L) 1%, BB, IRIBY:, . (R, 26k
BOE, EEMIE, 5o, B RFME =2 — a8 F —  (RArED F DD EARE), B IEEOR P, . 515, 1B
FE WE, APEARES, SRS, TESTERALEEAS | VRS E  RERK, ME R, E B RERD (T hb
PT) ChH-o7-,

(RS REREE O BEEMICBTIRIERAORBRNZRFTLIZ R, BHEREIESIHER TIT 14.2%
(340/2,396 %) 12, A PFEEZ TIF 22.0%(269/1,220 B ICEIER RO I, %FH CRWERFREIE N E T,

(RS REREE O BEEMICBT2RIERA DR BRI Z BT LI/ R, FESREREIESIFHEH TIX 15.9%
(482/3,025 f5) 12, A PFEE TIX 21.5%(127/591 B ICEHER RO B, #%E CRIEHIBEIG R @ o7, L
MU, AP EERE =& OB H O B8 CIXEE R R M 2 5 B O RIE 23 2L Fra 72 RIVEH O R BUE A I3
ORI T,

<H2hE>

HIWEDEBRBIETHD HbAle 1%, AFE G 1 5 B ZICE GBI 8.57% 5 0.74%K TL, 36 # H L ETH
1A T 2R U7z, ZEHERFIMBE 13 4% 5B AARED 161.0mg/dL 2>OAAFIFE S 1 5 H#120% 27.1mg/dL K FL, 12 %
A ET 15.9~24.0mg/dL O#iPH TE T 28RS L=,

B HBRIER DO LR
BHAGREE | 15 A 35 H 6#A |12%8 | 18%H | 24%H | 3048 | 3644

HbAlc N 3725 1022 2652 2400 1832 1256 1188 751 797
%) SEYE 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) | E¥yfE | 161.0 -27.1 | -19.3 | -22.0 | -24.0 | -22.1 | -18.3 | -15.9 | -17.0
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@ FpiE S AR A (PR TE)

B HY H & BRI 31T 2 27 R P B8 T DA L SURI LIS D IUBERE T 42D B I
EO LR OA I HERB LT,

Ak Rk g7 50

HREHE FHATR S ERTAS SU AL ORE DBE IR SUTA L R LD fF I TARANZ KL
IR ARE R E LT 2 BURE R B

EES A AR R [RIUE B 1,089 51 (H AAEFT %K 1,000 fi)

LR E < EVERET I >

Kb, SERE . WGPHZE, BB . A2 RY Y IR BRI T
R =L R ETe i S, Saf U 7L L — RO B ORI A SO H R R
Bk (PRI C MIIRIESD) | BrEw, DlE RU A ERRREIR T | g~
DFEERHITIS T DL e, BRER T BH ~OR GBI oLk, ik
HEMRE BB ~ DR GRS D2 4t

<HNEZEE T DR >

HHERIRICIT D 2 BUERMEE TOAAE SU FILIAAO MR T 3D ffH

WEIEDH M
fiEsinES FAASINM Ak 26 4 12 H 15 A~ PRk 29 4= 8 A, LI 1
EEvAS i S
<>
L ANERIT R GUE I 5K 1,085
e A HiE FEEE
REMRNER FEEEGIE RIREIA%) | FBUERIE CGEHEIE%)
HE R ES Y AY
ARG i ! 0 8 (0.7)
RS 0 0
e 0 0
H ks 0 73 (6.7)
;%;\;J%Eggﬁmﬁﬁﬁ@/fb?/% VA 2 (0.2) 2 (0.2)
Fa e T - 7 L L — R M O SR S 0 5 (0.5)
%6 .
HERIBIENYAY
FORIRBERSE (FUIRIRC MRRER) ™ 0 0
B 2 (0.2) 0
DE RVAY (LA, R ERME, I
B BT ML A b, ABEZ BTS00 1 (0.1) 0
AAE) R
Ll EY A7 (MACE) *1° 0 0
MedDRA/J ver 20.0

TRERICBY I TMedDRA JEAEE (LLF, TPT)) . MedDRAFE#ER ZZ L (BL T, TSMQ)) ZEDMedDRAIZE 1%

X 1:PT ARIMBEIZ3% 4 3 DRIE - YL E

¥2:SMQ BEES (ezg) . BNraE (BUF, THLT)) 2tER LOMBPERESR OV i Ci% 4 3 2 RIVE A - Y iE

X3 @y V—7 55 (HLGT) Wi b B Pzt 3 LOBAZEIZR% 4 T 2 RIE A - B iE

XAZENRSF (AT, [SOC)) EMHFEE 5% M4 T D RIE M - B AE

5 BIATEDA L AV ARTEDNOPT i MUBIZ3% 2 T B RIME - e

6:SMQ AFBEERHE TS J OV Btk A 115 3K RO EMGIE (523%) . SMQ IBUE (528) . SMQ 7 F 74 7% o — i (F38)
SMQ FE A JFRIMER (3238) . SMQ 77 4F% > — /T F 7 4F7% —kkay 2 iRaE (B28) . HLT #5380 ENEC, HLT
AL, HLT FESHBALRG . HLT 38 F 36 K ONE TG SR DWW T 3% 2 32 EIVEH - e

XT:PT HURMREERRNE . SMQ HURIFEREREE (538) OV NIZEL Y T DEIER - YLE

%8:SMQ MRS L UFEHIR A O IEHTAEY (F235%) . SMQ BB L OREM R HOILES A9 (328) . SMQ Bk L OREHIR
DRFEFTEY O28) . SMQ M3 LOFEMIR OIS (328) . SMQ g~ —H — (33%) . SMQ ML LOBEMAH DR EL
FrA (ez) . SMQ DENREE O A4 (8e2%) . SMQ iR AR (9e3%) . SMQ BV LOGEMAR ORI SLIRETAE Y (%) |
SMQ HMERS KL OFER A O B2 G5 A (33%) . SMQ BB LOSEMARH O+ 5 /I H AW (5:58) . SOC B, Btk
JOFEM AR OH ALY (BIBIOR)—TE2ETe) OWTINIIEE S T 2EIVEM R YE

MO PT DMBHEZE, PT ZAPEDBIEZE, PT SEAEWGEE D AFAEZE, PT QLB % OB IEZE, PT DA IZED . LERIFT R, PT R E
JiE, PT R @ IRMAT FHEk, PT SMRHAE AT L, PT KRS AT AL, PT R0 AT Bk, PT MM ATH&E, PT 2Bk MAT
fE, SMQ R4 (BR3%)  SMQHHX AR R (i 45 B (BR3%) DWW ikt 32 &I A - Ui

10:SMQ (L ARAEIE (%) . SMQ HRAFE R Hi 136 KOV ifL 35 MR R (B3%) . SOC /LM E > DERIT ASSE L DWW i icix
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Y9 DEMEM - FEYE
EHEREIR T R O M- BL) 77 NV F R EURPEE DR SO TITIB IO % VRSB 2 F2 /i L T 7

[ | O BEENNCB T AEIER O BRI AT UIZHE R, 65 AT T 9.6%(59/614 )12, 65 kLl T
13 14.2%(67/471 B ICEWEA RO HIL, I L, EimE CIXRIER BB G R EmI T,

B CE ol EIER GEmnE ORIWERZEEI GO 2 FLLE) X, mifE, R, SaEeR, EHm.
#1 (Wb PT) ThoT-,

MR | O BEEFICB T ARIEA ORBBUR AR LTRSS, BREEREEIES DFEBH TIE 8.8%(44/500
B2, B ORI T 14.5%(79/546 6I) IZEIVER 2RO O, BF CRIERARBREIE N E -T2,

[Tk ReREE | 0 BE RN ARIEA OFRBUR AR FT LTRSS, IS RERREIE G DR Tk 11.0%(96/874
Bz, B OFRE T 165.7%(27/172 B ICRITER 2RO, BF CRIERRBEEIS B E T, LhLRrs, i
FERERSR =& R BH O B CIXE R R A E R F BEEORERN 2L FFa2BIER ORBUEMIEERD D2h o7z,

<H 3>

HhMHEDO EHIECThD HbAle 1%, AFIBEE 1 » A %I EBAERED 8.43%55 0.58%E T L, 12 n HEZLETH
0.7%DAK T2 MERF U7, 2SI B P 3% 5-BRARIR D 154.9mg/dL 73O 5 1 » A%I121% 20.5mg/dL KL,
36 # B ET 7.0~11.3mg/dL OFFH T T 25HEERS =,

PG BLEIR DO L 2
BA A1y 1%H 3HH 6 % H 125 A
HbAlc N 1005 234 787 768 660
(%) I 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

DEBEMELTRBEFEDORNBRIERELIZAE - HBROME
BB

(MEDAth
BA]BANA
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VI. ¥EhFEE(CR§IHIEH
1. ZEPMCEEH S LEWRITILEYEE
GLP-15 R {EA/FE 3K, DPP-4[HE 3K
HE BEOBH DA ORNEE XTI RE T, BT ORMNIEEL ST 5L,

2. EBEEMR
()1 FRERGL - YE M 20 20 22 29)
AANZ, BE B M EDOGLP-1Z FBITHEA L, 7 /v a—ADREHNI L EUTZATPO b AMPO EAZREES 52 L
128D, v a— R BRI A L A B4y St 5, EHI2, MBHEA @A, 73 55z fil 45,

JIa—A
B
GLUT2 KaeF ¥ RJL 2 %525
Ca2+
BB R
ATP/ADPLt LR BT
Caz*F v R
Ca?* L5
ATP
3 hay RUPRE \
096%0
GLP-1 CAMP_ L5 mmmmm) 00000 °
SBME& 00000
/ 00O
)
‘ 1YRY VHHBO
By h—He

(QEMFENM T BHABRAE
DERGLP-1ZBKIZH T BYST ILFRDE Hin vitro) 2002
MHET VT IV IFFFAE T T VT 7 N F RICLDCAMPE AL GLP-1 &R EE D %) /1% R LTz (ECso; U7 7 VTR =
61pmol/L. GLP-1=55pmol/L) . FAUCK LT, miEEDOT N7 I % ate 7 2 Fe MISEFTE FICB AV AFR
DIEMEIL. GLP-1& L THONTE FL TV, ZHHDFE RS VS A FRIZMIET LTI A L., 38 E
FZEHE S TWVDIENRIBE T,

125
100
=
< 75
= -O- GLP-1
T 50-
- USJNFR
25
Mean+SD{n=2)
0 -

T — T T T T T T 1
-14 18 12 111 10 ¢ 8 -7 B -5

M (log(M))
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2)JIEL WAV RO RV VATV REISRT B3R (T HR) (in vitro)?' 29

=72, =aF 7R (100mg/kg) &STZ (125mg/kg) A AR 5-UitHEsE R 4 a0 L7z, BUBR4 A AR~ TY
?&“/V%F‘(Zug/kg)ﬁ%ﬁ)m&ﬁwt(tzoﬁ)o ST, Zva—2(0.1g/kg) ZEFIRN L 5-L (t=3043) . Z/L—2A
IT0 T MBER 7 L — AP EHI27.0~36.0me/dLIC72 D 55128057 M (t=30~11043) IZRR E LIz, miEHh s na—
AL LT N — AN T —PIEZ VT, A R RO N H T EE I XELISATE K ORIAEE Z2 F VTl
ELT,
VT NFRERGE LI X=T7 23, IR GRS L C, 7 Vv a—A7 T AL T v a— A AN EOHEINA I
BTz, Tz, V7 NTFRIZT N a— AR ERGHINIA L AV e R E L, e 7 v 3 R E K TR,

aleeh sl 3 — A D) FAT—RTAR -O- R
197 : i 1404 - USILFR
z :' P 1201 "=6)
: : 10.0 1
% 7 Ik " g00
"|< 6 : i t"'ri.E 8.0 1
6 ’ Xl 1 Z60-
n 47 ; x o
o N 2E 40/
g8 s R
Py B 201
1 2\5 00_
40 20 § 20 40 & do 160 120 140 0 10 20 30 40 50 60 70 80 90100110
B () B ()
o) iR 2R ) d)mmw»x:r/aa
350 - : ; 100 -
3001 i . = 201 %.
= : { Z 60 ;
S0 B N 707 §
21200 i & n %] 2
N = T RN t
A 150+ = o0 o 404 =
X004 N 30 N
£#100 | i i
& 1 : ¥ 20| gooooogecd
g 50 gz = s 5 T bt g 104 ;
n i i o4 0t
°Jo 20 0 2o 4b 6o 8o 100 120 140 40 -20 6 20 40 60 80 100 120140
M (52) BRI ()

MeantSE

NENBTHEHBEIZH T BENE (TH) (in vitro) 2V 29
USZLF R 15 H BN, =a3F 2 73R (43me/ke) K OSTZ (125me/ke) 23 =7 -8R E 5L . JE B {4 TR
L ORERIFEN D ZAER L T2, U7 VF R (3.3 wg/kg, 1A LED 2K G4 K F#5-%I22NZEN0GTTE T o7,
OGTTTIL25gDEIEHT IR =7 /Lo — 2 (2g/kg) K N500mgD /T X E— L& 5.2 7=, B NEDHPEHBEZTH~57-
o, MR AT 22— AR EEIFHPLCZ FVWCHIE LT,
UZ7NT R BT B0 C B RS L TR 3 28— LR 20 ) B 5 T80 & 14% (P<
0.05) , 4B G- TH1£24% (P<0.01) LT L, HAEMHEHREDOIHI 2GR0 DI,

110
100
20 -
80 -
70 A
80 -
50 4

n=6

kS E2E—N{ M)

Meant SE

20 0 20 40 60 80 100 120 140 160 180
E5H (4}

e USANF (M) == USINFF (4l
=i BREFERTTI) =k BREGEREAEETL)
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DFFE B HAREIZ® T %R
(TR —> 2D (in vitro) 29> 29

aZ 7 —BiEEHAWT, Iy h2~6 H ) 0 OET K EZHEEL /-, Y727V F R (1~1000nmol/L) X IXGLP-1 (1~
1000nmol/L) CHIALEEL7=%% . 1 mmol/LIFEERS GBS GFL AV BE : SAITF U E=2:1) T A NI A IREY (IFEN- v
100U/mL, TNF « : 100U/mL} TNL-1 B :40U/mL) Z /M z2 T, 16REfA FaX—h 7z, Ao FaX—METHRT-TI/
TIF =AY D THRIBANDNAZ YL, 71— A MAR — AT R L LE L7 IR N DNA B2 FE R IC 7 AR h—
AL UTZE B A A R E LT,
VS 7 LF RETLEBRECIR, A A K ONEBENS IR Lo TR SN T R — ZO B S M 2350 Sz,
FI2 VT NTFROT R — AN RN B 5 BT Th DI REN T,

a1 bhr ()34 4: 2
WUSINFE

100 — T 100 - " LI GLP-1
~ -~ * _T 0
& £ . *

75 761
§ * * % *k
ﬁ 50+ * 5 504 *%
;,I\ a,l\
£ oL
% 251 & 251
[ Hor P B

ol ‘ | | wm ] :

0 1 10 100 1000 0 1 10 100 1000
feam(nM) fe2% (nM) Mean£SD

#*p<0.01 *+p<0.005 vs BIRSE (HE)

5)IEFE{R E (in vitro) 2Y

a7 —BIEE AW TT M (3~5 B i) MOIEZ RS E HEEL | 0.5%115% & Tehf ik C5~7H RG & LT, 2D
%A S BEESE . SSIZ240 [ LT, M7 F R (GLP-1, GIP, Z 4= XiTVF 27 VFR) %10 1 mol/L
TaETAF LTIV (BrdU, MilaHE I~ — 5 —) OIF/E T CAREH UGS /7=, Mz EEL ., A AU K UBrdU
DRPEREEATV, BIREE T CHRAE B #MNa T OBrd UGB IE 2 (%) 2 E L=,

VI 7 NVF RIZGLP-1 X OGIPL [RIFRE D% /1T, BE B AIRHEFE AR EEL TWDIENREN T, — ., FV T 13
B TSI BB RIE S Ao o T, YT TV FREGLP-1Z KT L 2= = Zbexendin (9-39) OHFRICEY, YZ7 LT
RO B AIHETEVE RS2 2T SN I=Z s, V7L F RO B IBHEIE R IZCLP- 12 A k&2 LT AE
HEZRE T,

10 4
B -
~ -4 GLP-1i
=z
& &4 - GIP
g --k-- FlhI
® —— USTLFE
4 =0= USFIF K+exendin(9-39)
2 -
0 T T T T T
0 01 1 10 100
ART7F Rl (nM) Mean+SE
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6) WIEEM (Swk) 2 20

ZDFZ o} ONERRIZDET » k(618 h) 2 L, JE B RZDFT > s ORI G-/, ZDFF v hOUS IR 5.8 ZDFF vk
DVEE+ pair—feedingff, ZDFZ v hDUZ 7 LF R (150 u g/kg) G- HEZHE T Uiz, IR QW F 7LV F R4 1 H 2[A]142
H M KE R TR 5 LT, ZDFZ7 > hOEREE 4 pairfeedingBE 1213, VZ 7 NV F R FESREORTH OB EE2 5 2 7, MEH S
NaA—AR RS AV AR EZ 7 N a— A XX —BIE L OELISATEZ AW TRIE LT, #5538 H# OHbAlcE
enzymatic calorimetriciE% HVWCHIE L7, BB T B O BEZR AR AN vET 4% v (BrdU) (100mg/kg)
ZREMEN R G BE B AR ORI IRYA ENZBrdUD R LY | i B il D BEfEE R H LT,

[ B AR ORI IA FNT=BrdUn DR D 7 B MIIRATEIZ RN C IR B G REE L T VT VT R RETC
WA BICHEMAROONT, Fo, MR NV a—2PRE A R E R OHDATCIZ R W T, I G REL el L
T I NFRESHETIIA BICWERRDO LI, UL EDFERNG, VT 7 NVTFRIZ, A2 AV WEtE K OYE B
JARFEOBIM R T AR AN =R N LB RIR O 2 BIES B 52 EAVRIB ST,

a)i528H b) #5380 - ZDF+BR
- ] -+ ZDF+pair-fed
500 26 - " 500 25 P - ZDF+USHLF K
T3400- a & g 400 5 e R S e WA MZDF %
2320 e 2 | Sz0) B¥T o L
— E i ____________ _i .... @ ~— E - s
K300{ < | T L. K300 S
L e L) e
n | . . ilnm
2200 §10_ 5200 §10_
& i‘i““ i £
B S e <o JRE:
Ewo 55 = - A gmo & 51
g |
0- D- 0 o
0800 1200 1600 0800 1200 1600 2000 2400 0400 0800
23] :=5) MeantSE
Mg 7 Vv a— R
20 - s
*
— ke
E 15 * $ _L
&5 ZDF+ 3K
2 l C1ZDF -+
E 10 4 [ ZDF+pair-fed
8 W ZDF+YUSZ0F
8
o«
g 51
Mean:SE
0. #p<0.05 *#p<0.01 vs MR ZDF -+ SR
B #m 3E 5 $EE T $ p <0.05 vs ZDF + LIS E (1 i)

I B A

(3){F FISETUBHRT - FAREHRS
UL
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VI. EMEREICEISHE
1. MEPREORS
(RS A MR

LML

(BRI THER SN PRE
DEERAICEFTHEER FTHRE5EZOENEEY
32BIDHEHE B A N A B TACAAI2.5, 5, 10 V5 u g/kg (K T60kgE 35 &, AHAI0.15, 0.3, 0.6 TV0.9mglZFHY)
XIT T TR EEREI R TG Lz, B TGS ABNTBRITEILEI (ta: 7.5~ TTRFRD, 379 fE) | 7425 449800
10~ L1REfH] CEEIME) TSRS R LT,

25000 == 25ug/kg(HME0kgE L T0.15mg)
- 5y g/kg(HEEEOkgE L T0.3mg)
=t 104 &/ke(HE60keE LTO.BME)

20000 - -~ 15ue/ke({FH60ke L L. C0.9me)

d
Q
E 15000
»
|
.v_
h
= 10000
o
i
=
5000
04 &
T T T T T T T T T
0 10 20 30 40 50 60 70 80
ER(h) Mean+3SD

HERE B AR NN 1123617 2 BilnlR 544 oD 4 i

YR T A=

Dose AUCqi¢ Cran i tiyo Az CL/F Vo/F
[ g/kel [h-pmol/L] [pmol/L] [h] Median [h] [1/h] [L/h/kg] [L/kg]
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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NBERANICETEIREE TRSHOEYNSEY
24 OERE B AR NN BHEIZ5, 10 0315 1 g/kg (RE60kgE T D&, 0.3, 0.6 VM0.9mglZFH ) D FH FEOARF| i3~
FeR%E, LABZ L5 g/kg T DWHE T2 55 EIC T, SIEBNE R FRE5 Lz, &5 %omEhIs s s
IR BT EITHC TR U720 thad F8~9MRERH] (R JUAE) | V8 2 24080 13 ~ 141Re [ M) CUARPEICTIH R LTz,

22000 - - 5yug/keg(fE®W60kes- L T0.3mg}
== 10y 8/keg{EH60kgd L TO.6me)
28000 - - 151 g/kg({FW60kg: L. TO.8mg)
—~ 24000
3
& 20000 -
E 16000 -
t
o 12000 -
N
= 8000 -
4000 j
N e
L L L T L e L e e T e e e e e e e T 1T
0246810121416 24 36 72
FRI{h) Mean+SD
R BT A R (21 B [#]) % o i ¥ E OHER:
SEMENRENTA—H
Dose AUC(}M Cmax Trnax ) /2 7\,Z CL/ F V/ F
[ g/kgl  [hpmol/L] [pmol/L] [h] (h] [1/h] [L/h/ke] [L/kgl
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)

MBEBERIREEICHTIRERTRS R OEYFHRED O 19
1551 B A A 28UpE R 95 B 1, ARAN5 K N0 1 g/kg (REE60kgk D&, 0.3 % T0.6mglZfHY) T 7 7R % LRI
5u g/kg DM 2% 5 H1EICTLH1EI4 H M RAE K T 5 Uiz, BRI G4 Dtnd 39~ 12K (H 9 ) THD,
VE IS0 1L 14 ~ 15[ CEIE) Thoto, KB 5% 0 REEREUL1.6~ 1.8 E TSNz,

20000

15000

10000

USJ0\F R (pmol/L}

:

== 5pg/kg({EE60kg L L TO.3me)
== 10ug/kg(EEE0kgL L T0.6mg)

2RUBE PRI B (T T DA Fe G- (14 R [ R O 1 i FE O HERS

30 40 B0
iR (h)

30

80

MeantSD



YR T A=

Dose AUC Cinax o tie Az CL/F V,/F
[ug/kgl  [h-pmol/L] [pmol/L] (h] [h] [1/h] [L/h/kg] [L/kgl
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)

F72. AANTRLPE RIS BH ITAHN0.9mez 1 A 111438 [ $ 5L 72 B 0D 1438 £2 O AFI BE - )il + AR AR 7213

10.076 =4.213nmol/LCT&H -7z (n=42) ,

()&
MG RIRL

WRE-HRAROEE
IVILZ2 4k (f A oo ss) I3 %A

2. EYEERINTA—E

(DFRHT T3
A E R L

(QRIGERE T
LB EL

QUK EEEH
M1.(2) BEARREBR CHERBS Ui s A 122 R

WDPITFUR
1.(2) ERARFRER TS L7 PR EE 12 IR

GC)R B
[1.2) EEARABR CeRS LML PR EE 1B

(6) EAth

THEERIOEESROZL,

D NAATRASE T4 (5% B EERHER)

BEFERR N LS Xt R EL T FRIRNIZ 5 T2 TR G B ONAET SATEVT A ZRHT Uiz, AREID 1R
FHETEAE R OB TR GHDAUC w FEI L T2 L2 A | AAIS 1 g/kg CHRZFRBRIZISIT DHBRE DIREND, 0.29~
0.49mglZFH ) B G5 DNAF T _ATE VT 1%, 55%EHH ST,

Fio, B A Z R G LU T KBRS, EBEITE BT T GHDAUC) i LLEE T 52 L2 ED | AN AF T _AT
VT4 E R LT, B ASAFT ATV T 1%, KBRS/ EHC0.81, Eu/IEHC0.90 K Y Efi/ KERETL.11CTh-
7o LINLIRSE | B EH L DOE NI LD SAA T _ATEV T 4 DGR IE L 72 S0 G5 2 B, AANZ3>D
BHEHALOWT I THIE S TEDEE 2 LN,

3. BEEGREaL—aV) g
(WA &

— IR B O — R KRB E L) -2 v X— M AV MET L

(QINFA—EEHER

NEPARNBELBHER (S%E B ERKHER) "
RBE PRI BHE \Z BT DYEIC K 2 BB RO LB 2T L7, T OME, WETHIE L2 EomiEt ) 7 71
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F RIEEEL, BRI A TE D o7, RE THIES OCL/FIX, 24 T0.0131L/h/kg (&R - 32%) . &MET

0. 0115L/h/kg e NBPET0. 0151L/h/kg (BRI : 29%) TH 7o, LIEDOCL/FIZBIEIC A T24%E D - 7223

(p<0.001) | WERERLEEI T HHEDOFGRITEL . EBRICIZCL/FIZ B L TERY R bT,
)FEERECH T B Mz RE (HEE)®

A AN 2BUBER B (27201) Z ki & Lo RHEMSEY BhREMENT OFE R, AHIL. Smg% 1 H 1B 5 L 7B D EH

WHBIZ 31T 2 P IR E (HEEE) 13X, 20. 9nmol/LToH o7,

4. IRIR

MEEEZS (EL) (BB EERRER) 2
KHN5 1 g/kght TG OFKIHI A Z T _ATE VT 41%, 55+ 37% TH->7= (n=6)

(QEEIRE (XA SYb. 28X FIL.TH)
<&E>
AR B TG LI 8 OB GERNDOWRIUT BAF ThoT, BT HREGHRD AT T SATEV T4 OFEEE, Fv
TH3%, 7 XTI Th-T,

QREHRE(XIRX, Fyb, 2HF HI)L.TH)
<5E>
FH- BT DAUCK O REIZHFHCL/MAZOWT, e & OB © BAF 2 AR B BILRANGED BTz, Coax
K OAUCHE# G- 8= 7S THEINLT,

5. 5
(O % — KA @@t
<BE>
Zo MBI DI REOMKR T A % . SO FHREFEFR U712V Z 7 VTR o1 % W TRET L7z, BERRED S D TR
KRR 2RE T M. AP, AR, AR ORISR CH -7, IR &N L W EE THHI20 | B W Tt iEE2ME
ETHHENDZEF, VUFT AT RO MK — MBI o@D 72 W EfER TE D EB 2D,

(2)1 % — BA B& B8 P9 @ i 14
<BE>
FyMIBWTIEE, 2K, JBIR., FUIRE ORISR 57 A V- B GEA N 7 o o WERT LB I O RRa L izE 2
A MHE R OSFLIR IR, 72 A VB B 232\ (ML - 59~82%. LM : 63~84%) DI LIR I (35~46%) M MR
(49~55%) TIEMEL . T2 A F BB U BE D 3R 1135 ~84% DHGPA L 22 o 72, 2K IR TI- A S BE U eI L3R
DB T=, UL EOFE RN SN BED —E D B3 = A IR 2L D THY  JRIR~DVF 7 LFR
SO BEEE DB AT IARNZ EDRIB I T,

@ELT~DBATHE
<£E>
BRI T Y MIBIT L P UERRIF 7 VTR MCIEERY T 7 VT R XUT HERR ) Z 7 NV F RO T # G- RO 3L Pkt 24
FtL7ze A/ MR R I AR R T LIC 72508 | TR CORERR AR TREFRVICHEINL THY ., VTV VT R K ORISR
OB DI T ~DHPMDRIR ST, I EIT LI REMW DY Z 7 VTR 1 H &7=0) O e KR BT REE) ~
DG BEDKI.36THDH LRSI,

@REBA DB
AL

(6)Z DDA DI THE
LB L

(B)MITEAFESE
0.1nmol/L(10™"° mol/1)%>%0.1mmol/L(107™* mol/L)D MHAE -hHRYZ 7 VT R ¥R FEREPH (1M TE X4 0 fe (R 298 B % S i) C
TEABEREAEIL, ~TUA UYE PRI X T99.3~99.8%, EhTI8.7~99.2%THY, 2T LN o7, SD
%7 N TCIE95.8~98.2% % (N Zucker Diabetic Fatty (ZDF)Z > C1%97.9~99.8%Cdh-7~,
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6. R
(R BRI R S BHRIR
<HE>
AHNL, CLP-LHT AN TRV T F NS FH—B -4 NP R T FF =PI Lo REESN D2 e 8 in
Vitros BRI BV ORI TN D,
SHTT AL LT AR Z RSB 54, i I SO B ISR EA ThH -T2, TOMIZ2oDR
DI AL, DHEREDI%N L T K OB%EL FIZF Y L=,

QORBICEAE5 3 5K (CYPE) DN FiE F5E
ENFR7uy — AZEBWT, CYPH T FEO MR EHERTEEOARFNC LD EERZRET LA S 58100 u mol/L
DIEEEET, CYPS - (CYP1A2, CYP2A6, CYP2CS, CYP2C9, CYP2C19, CYP2D6, CYP2E1 }x (NCYP3A4) 154
LARFNOAEERILRRO LIV W, IEF TN D TH o7z [50%BHZE# EE (IC50) >100 1 mol/L],

CWEEBNROEERVZDEE
M EERL

DORBYMDOEEOHERVEMEL, FELSE
M EERL

7. Bt
<BE>
FHEIR L, T R CTIXIR P THoT,
HTT_XNWALL T AR B AR BB 515 | TR K QIR RITR I S0z, ARAIOBERHmEL
THEMS T S BE D HEIE SR 1% M BE LS  U TR 6%, FEH To% T o7z, TNHITSFHDOHY THY .|
5.4%6~8 B ETITR X T FEH T Hr S Tz,

8. MoV RAR—E—IZBHT B1E#R
P EERL

9. BITFICLBBREE
A E R L

10. HEDERZEZATHESE
(NEHEERESHERE (55 BIERRHER) >
R RERR E ORLE D RIRDIMENIRE (217 F =2 707 T2 A (Cer) (IZL 3BT I 1T DAF0. 75mg Hilml K7 T #
5t OIEYBREE | BHEREDSIE 22 gk BR ¥ (Cer 80mL/minf) & FLERFT L7 A LU P IR,

AUCq-in¢ Cnax
T PO HEEE eooHEEfE
[90%/5 HE X [H] [90%15 HE X [#]
B/ B 0.67 0.75
(#% B :Cer 50 #8~80mL/min) [0.54; 0.85] [0.57; 0.98]
HRAERE /IR 0.86 0.96
(FRZ5E:Cer 30 #8~50ml./min) [0.70; 1.07] [0.74; 1.23]
wE/EW 0.73 0.77
(F B :Cer 30mL/min LA TF) [0.57; 0.94] [0.57; 1.03]
KW/ ER 0.74 0.92
CRIA: MENT & B D45 ) [0.56; 0.97] [0.67; 1.27]

PBRAE IR 6, BEEE6HY, TPAREETHI, RS, SRI6H
T RO HETEAE K UR90%EHE XA, 4R m B OMAEE TR L 7,
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(QFFHREPEEHER T (B& B ERREAER) 0
FFHRERE 2 DR BE D B/ HAME AR [Child-Pugh scoresiZES<4HE1IC 31T 245410, 75mg B[] fz T 4% 5-1% D 3K
WEhfeA , ITHEREANTE & 7o B LR ST LR 2 DL ISR,

AUCo-ins Crax
JHHHE D HEE A LD HEE A
[90% {5 & X ] [90% 15 FE X i)
BRI /IR 0.77 0.89
(I8 : Child-Pugh 433 A) [0.53; 1.11] [0.65; 1.21]
MR/ 0.87 0.80
(H% £ : Child-Pugh 4% B) [0.60; 1.25] [0.59; 1.09]
BHE/ER 0.56 0.71
(FEJE : Child-Pugh 4548 C) [0.39; 0.81] [0.52; 0.97]

BB S IEE 66, 6], P 6], EE6H
T FEOHEE A K TN90% (S XTI, 4 in, MK OMAE TR L7,

(DEEE (5% BINERER)
A Lmg BT 56 DR BINEA HHE P4 (21~ 4588 FHIEE IR335H8) B UM (65~ 83k : TP I690) C
BEL 7=, AF4EH T ORI 351 DA RO LR T oo (AUCo- DL, (Bl 8 /F54 ) DO0%{E < 1]
[0.84;1.06]) ,

25000+

20000+

15000

10000

5000

o

-5000

USJ0F FmE (pmol/L)

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

FHEE KOS (T D B G- O M P E (F#5 £ SD)

11. ZDih
MG ERL
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VI. Z&tt (ERALOZEES) ICBEISHE

1.

ZBERNREFDOER

YL

2. ERABREETDEH

2. BME(ROBEIZITHZEGL2NIL)

2.1 RFNDRR /3t IR EOE OBEEE O & 5 B HE

(fig#)
EEIBEUEIR AR BT A AHREMENE 2 6NDT20 . AN O L CGREVENH SO -85 A AR O 5%
IEL, B ~DETFEBHFT52L,

2.2 FEPRIFVE N T VR = R BEIRIS M E, 1 BRI B [ AV AN LD TE R IRIR S IH L 12 B DT
AFN B 5 _ETR, ]
2.3 EJERYME , FIFEOBEADEE A AV AN LA MBS FNLEENDDO T, AFNOFE TS/, ]
(fi5)
DL EIIARFITII e ARV K AL T T D28,

- EER THRICEET HERETDER

(V. IBRICET 25 A 1 2R

. BERUAEICHETSFELTDER
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IRERMEAR T 1(0.1) 1
JH R AR Rk 1(0.1) 1
ZE TR 1(0.1) 1
HESTEAT RERR 1(0.1) 1
TSR SRS 1(0.1) 1
SEEdit 1(0.1) 1
ISR 1(0.1) 1
RIYPETRIE 1(0.1) 1
I 1(0.1) 1
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R AR A A 87(4.6)| 107
U —FHN 34(1.8) 34
TI=TINT AT =27 — BN 15(0.8) 16
TANRGXUEET I NT AT 27— BHEN 9(0.5) 10
TIZT—E8m 8(0.4) 8
{REWAD 6(0.3) 6
ML v =80 4(0.2) 4
R SR HE N 3(0.2) 3
MLAT VI IHRAT 72 —EHAN 2(0.1) 2
7L 7F =80 2(0.1) 2
7 = A N JE AR N 1(0.1) 1
JVa~Er7ae N 1(0.1) 1
&3 D 1(0.1) 1
v — T NEIJVRT AT = 5—BHAN 1(0.1) 1
g b VMBI N 1(0.1) 1
M 1(0.1) 1
ML L7 A48 1(0.1) 1
7L 7 I RARSF—E R 1(0.1) 1
AR 7YY REEN 1(0.1) 1
ey e N 1(0.1) 1
JiiiResho =% - N 5 70 1(0.1) 1
I HR R SR N 1(0.1) 1
PR o DR A A 1(0.1) 1
SRERAR I A 1(0.1) 1
X ST 45 T e 1(0.1) 1
DX T iR 1(0.1) 1
DEEX T AR R 1(0.1) 1
PESHPUR 125 BEHm 1(0.1) 1
FESHPUR 19—9 H9n 1(0.1) 1
Rptt - RU D BRI PR AT TR EE 0 1(0.1) 1
=gl 1(0.1) 1
WERENR R ER IR D 1(0.1) 1
B5E, PR L OMLE A OHE 3(0.2) 3
1RSSRt T 5 1(0.1) 1
M RAR RS 1(0.1) 1
A 1(0.1) 1
MedDRA: Version20.0

1) 2019 45 5 A O BN OCH RO 3 5 AGRRFE TOENEERRER GRBRE 5 NN2211-1591, NN2211-1334, NN2211-
1700, NN2211-1701, NN2211-3924, NN2211-3925, NN2211-4174, NN9068-4183 Z{if &)
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. BRBRERRICRETEE
RESN TR,

10. BE’RE5

RIESI TR,

11. FRLEDEE

14. WH EOEE
14.1 FEHIFGROER
14.1.1 #5505
(1) AFNTIJIS T 3226-24Z HEHLU 7= AT VS S 15 AW CRE 4528,
AFNIAFLE VTS S DO A EDHERZ R =—R LTI TWVD,
(2) ARANEATRIB RS GO FHIRIRNEO R EANFROLN TS AT, FTLOEREHI TR X D0
BHEEBRE I OIRETLE,
(3) IKOARFEBHOBFITHERLRN L,
(R0
RFNE, JIS AT RS O A B THEAT AL,
ARANEEF S OIEE R, T RN EOTREEPROLNIZE AT, HLWEFREHIBY B 2 25 00L& )ik
ERRET5ZL,
[14.1.4Z 0 (5) |OBEES IR T DL, IEFFFHIH =Ny VNSO MK DO FR DA LN LN DD, ZDT-H, 1A
ORKN DO BE CHATHLEROBENLHD,

14.1.2 #5301

B2 ST, BEES, KRR, EREICAT,

HHREFNIERIE L, AIEIOEHNEFTLY D722 b 2~3emfEd 2L,
(fiFEzn)
fRERERR AN Zkf e Ute . RERER, ERBESUINEERIZ S T 5 5-0.6mg) 4 D HLi S A F T _AZE VT 1 (AUC i)l L, KIERED
/REEEC0.81, M/ IEH#EC0.90 & N i/ KEREECL11CTdhoTz,
ABNDEER T a7 7 AN EE BT DL B GIHNLOENZLD A FT _ATE VT4 OZEF RN B RS0 e E
25, 3DDFEHHALOWT N THHR G5 TEHEE LD,
DA BN TRICH AT IR UIER 328 R BETO L IRV OZHMEURT b7 —) AZBEEY R A3 —
ra T =) IERE T BIRT A AN T 4 — SR ZHEDWERH D, EHEFTEEEI2~3emT SOBEISELZLI12IDT
B9 Bl TED,

14.1.3 #ERE

F RN S O NI B L7 2 d,
(i)
RANTEZ FEHEHATHD,

14.1.4 01,

(1) AFNIORANEDIRA I BT BEBTNNH B0 RENLAMORAI RS L2,

(2) ERBIIMLTESEEI T8, HEHREHIBERHTI LSO HTEFERNICROMT228, &7 EFIC
THERIRNRLCEFE EVICEY EEICER TERWBZNRH D, T, HAIOREZ(LLCBYMEDIR K L2 L
BB,

(3) =R PIZOUB A TOAEAITE LN,

(4) =R IZIRIRE R TEL T ebreu,

(5) B—NIy T ONBES T BN HHNTD RHFIZELRCE A B ALNDH LN DD, £, HHPITERPE BT HZE
DD, TNHDIHRGAIIEA LN L,

(fiFEsn)

ARAN AR O BANZIRA LT BRI RS it BTN NH AT | WO RIF| EOREITET 528,

RS R ARNIEE LI FEOIRRE T, #EE LUTRE LB A0, RS BB LS4, LTl E

GRBIDHAEEMENR DD,
& BEEDREHEDDIRID, EDTDIT,
LB RRT LR ORIZBREIAAEL S,
Ty ir— (M) 35D,
A =Ry VNIZRIEATED,
ZOFER, BREHN EOIEN 2N en D, Fo, WIRMNRALDLZEIZLY KR EPELT 25601355,
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& EHEOPTIRENEED, HEEEVEBITIENDD,

& FYDIRINEIRDZEN DD,

& EHHOEEREIHICIDHOBENMETL, HEOBENLRSH D, TN EL, RADRIK ERDZEN
H5D,

=R DNIZOURALTNDE, EFHRIEDBCIIZDN RS ATREMER S D, ARSI — )y IO U
A TUWRNWZEEMERT DL, FrIC, BTELTIVERE X TLEST AT, TR T528,

ARANIRIEAEAIFRLIZY, oo B TEALRWLIE,

L AFNTIEATE I CTEYORWEIKITHHA, ERICED LIRSS A7 SRS EY) Tl -5 810
WCHEBELDBZENLDD, Fo, [EHR EARZ B UIRETHE SR 2D > T2 85 61— )y P NIZ g
W HIEN DD, MO TINZIVEPE A LTS A IR AT, LWL DI A8, o, YOGk
DHHTOIVRDOARAN IO BE TIHA LN L,

(14.1.1% 5.8 (3) |0HEEZ SR+ 5L,

12. ZOMDFE

(MESERERICEDER
15. ZDMDEE
15.1 FRAREEAICESUER
AFN TNV T 7)o EOFERYF EAERIIRFIL TR, B3 ABRIZIZPT-INREDE =XV T O EfEHELZEET5HZ
Lo FITUA T U OO FRFICPT-INRES O AE 2385,
(fi#0)
ARANET N7 7V EDO IR BEAEFITRETL TN, FHEIZB W TI A7 77U EOPFARFIZPT-INR HEAIOME
VD, PEATIBIIT TR T 21T % + a5,

(2)IEEREREABRICE D IELR
15.2 FEREARRBRIZIE S F#H
T =T AT D2EM D A JEMERBR IZ BT FEBSEMED R IR CRIE S 3 B b=,
A h= Al E5 . FRIRE, BRI A% O FRIREEO A HEHREDHRRRBRICB D TRESN TS,
ek EWACTHEBSNERRRER Y 0 s 7 MW, BRI BE 50 FHF 5 O BUFE 1T, ARFI# 5.8 (3.3
/100N 4E) B T ZBARRE (3.014/100 A+ 4E) TRIFEE TH o722,
FURIRBESEE OB O &2 B e ORI IREERRIE ST 2 RN S WIE B 2T O FIRIE D 5 BAE 1k T5 AFID
ZEVEIIHENLL TR, [8.75 R ]
(fi#)
Ty RO AT D2FE M A AR HERER BT FEBSEMEO R IR CHIBIEE S5O BTV D, Ty MIisi
T EFMFENOAEL)Z R E TERMN Tz, YIVITARANZ200 A M5 LIz Cld, JEBIZERD BT, ARA
IXGLP-1ZF &I L, AN b= D53 EARET 5, (T oW IEICBIT DI NOOFT i, AL h=r O D ER
IEWE=HEE 2 LD,
FOIRIRBERRIE O BER: D82 B & OVFUIR IR BRI X322 261 N 5 WA B B E 2B D FEIE IR D 5 FRE )35, A<l
DEAEMITHEL L TR,
AF G-, R EOIEREO A EAMRL, BENROLNIZHAIE, HEMEELZZ2TAIFRETHIL,
BH5TABICIE, HEETAIL,
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X. JFERERBRICRS 9 SR A

1. RIEER
(DEZEEEAER

(VLR HEBLZ B+ 2 H H 1 2 )

Q)RR ER

FHEL7-8RE | B SR/ B | BEERREE | Bk FRBRE
% (mg/kg)

XA R ~7A/NMRI% o 0.02. 0.2, US 7 LT RIT— R TE ST A—Z | Z A

(Irwind BL15) (6/%E) 2.0 RIES 2o,

HR R A% A <7 A /NMRIF% o 0.02, 0.2, 2.0mg/kgETOHERETYTI/NFRIL, 7

(T va— (6/#5) 2.0 Na— )VEFE AR RS T noTe,

i HEAR)

HR R A% A <7 A/NMRIF% o 0.02, 0.2, 2.0mg/kgETOR LGB TIZTINAVFRIT, ~

(~For ("6/#f) 2.0 FINNEZ— VR EAER RS

& —/ 72

S IEIR)

I 3 R Fwh e 0.02, 0.2, U7 NAFRIINTROR G RICB W T,
/Sprague-Dawley 2.0 FEMHTEEET >~ FOMEIL g R/ TA—Z TR
(c"10/%) W NIE STz,

DA% % hERG ¢cDNA% %7€ | in vitro 0.14, 0.29, | 0.14, 0.29 &% ("1.43 u mol/LDEEETYS
MICE B s | Bk 1.43 p mol/L | /LFRIZhERG cDNAZZEHINIE B A E
7-HEK 293} H7-HEK293 M2 381 HhERG T — /L E it
(4Hmpa/ ) Ol E B &= &S oTz,

DI R i H L g/ in vitro 0.14,0.29, | UZZVFRiE, RBLI-WTHOBETY
Danish Landrace R 1.43 umol/L | IEEE G-REE LB L C, ECG., HAHIEENE
(R 4LNg/FE) AL MAPIEHZ |, DA 3O E QT R BR D FE

WXL TR RIE ST,

B R Fwh j'an 0.02., 0.2, 0.02mg/kg: fie A i JF | e/ if | 284 1
/Sprague-Dawley & 2.0 FEL DAL, IR, B REB &I L T24
(T AN —IE) R ECOMEZITRD LN -T2, 0.2
(M4/&TvMT K Ov2meg/kg: Ifl &} VA E D EFH-BHD
TRCOFHEE U, 24 = CHEL 72, 0.2mg/kg ThH 7>
Be5LT) TIEHLINA BRRIBOEK F AR E5~12

R TR BTz, 2me/kg TIE A SR K
BOIK T RHLIL, 5 3~THREM TR IR
Fliprolz, BREB R L TSN
U B I RO o T,

NI H=TAH BT 0.02, 0.2, TRCOBREETIIZ VT RITMmE,

K (T AN —E) 2.0 ECG, iR & OB IEB) w2 F 1o 0 5 %

HAR AR R ("6/#%) T A—BNTH LTS RIE S ol

ST Fvh - 0.02, 0.2, 0.02mg/kg : % 5-2~6HF 12122 MT T, JREE
/Sprague-Dawley>% 2.0 HEEEE/VREEREDER TR AL
(06/%F) 720 0.2} U'2.0mg/kg : $ 5-2RE £ 1T &4

VIIRTHRLNIZERC LS 7e e 5 mik 7
ReRRAEHA RO DI, 0.2mg/kg# 5T
X, 24 B ETE O RN B L7z
23, 2.0mg/kg % G- Tl B S22 F) R EH
D H-6~24RFH O s &I,




FHEL -85 R/ R/ | BGRRE | EEX FRERAE
5 (mg/kg)
HILARE R- /Ly MEHERG | in vitro 0.14. 0.29. 0.14. 0.29 }2 T*1.43 u mol/L:Baseline ? H:fif
EREziilS QUIED QD4R | RER 1.43 pmol/L | 3ES). BAZIL XA SV B IR UG~
FEA A ERY) D EEE7R10.14 K 180.29 g mol/L: 7 & F /1
IV FHIENUHE~D 2L 1.43 p mol/L: T
TF ) FHERINEITHL T, T TH
W2 D N BB, ZOMERIT. AW
FHNCRETIIRWEEZBND,
W R B ~ 7 A/NMRIF% Sy 0.02, 0.2, VI 7 NF RO MIEFREIL, #5282 KFH
("18/%%) 2.0 WZHIML , & 58I I — 7 R A b
7
W R B Fvhk BT 0.02, 0.2, V7 NVF RO MSEFRIRE L, £5 8KkTFH
/Sprague—Dawley>%& 2.0 WZHENL | $¢ 5 4R £ (0.02mg/kg) K& OV
(5"6/%E) 5.8 7%(0.2 2 T2.0mg/ k)l T B — 7 28 I b
N7z,
ML A ERE, HER S
B)F D fth ) Z IR ER
AL
2. SR
(MEEHR 5 EMHHER
B FE e HRR BhE | RKRKIEEFE TS DESE B
(mg/kg) (mg/kg) (mg/kg)
~UAS ? #5/HF) BT 0,10 10 > 10mg/kg(" ¥)
<A R A5/ HE) BRI 0. 10 10 >10mg/kg(* 2)
7N #4556/ B 0,10 10 >10mg/kg(s" #)
TN & &5/HE) FHARN 0. 10 10 >10mg/kg(" )
P R E2/HE) B F . BRN (I aAF — " —5) 5.0 5.0 >5.0mg/kg(c" ¢)
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QRERSEMHR

gy | &ER | —HOBWK Feha B HAM MEEZSLE NOBL | M1 NOAEL
Fill ¥ (/%) (mg/kg/ H) (mg/kg/H) (mg/kg/ H)
<A | KT FEBREE:10/10 0, 0.1, 0.5, AT FE <0.1 5.0
FFIAME:16/16 | 1.0, 5.0
<~UA | BT EFRBRTE10/10 0, 0.2, 1.0, 1331 R <0.2 <0.2
YT T AN 28/28
PUARRIERE: 4-5~15
vk | BT FakBREE:10/10 0,0.1,0.25, | 4¥HR <0.1 1.0
YT TAME10/10
Fvh | KT TaBREE: 10/10 0,0.1,0.25, | 133 <0.1 1.0
BT I AN 10/10 (B8 438 )
115 3ABRHE5/5
Fvh | KT 15/15 0,0.1,0.25, | 263 <0.1 1.0
P | KT 3/3 0,0.05, 0.5, | 43E[H <0.05 5.0
v | KT F B 4/4 0.0.05, 0.5, | 133 fH <0.05 5.0
Bl B 2/2 (IRlfE 21 [H])
P | BT FERERTE 4/4 0,0.05, 0.5, | 52 <0.05 5.0
BT RABRE: 2/2 (Bl 438 )

PTITAME a2 T 4 7 A5l OV T 7 L F R HURRIE I IV,

QrEfrEMHER

ARER DT

iEEs

A 31T A8 I 229828 S
(S. typhimurium OVE. col))

S-9TFAE FC3750 1 g/mLETORE, S-9FEFIEFT
5000 p g/mLETOIRE T, VT T NF RITZERE A FHF R L2
N7z,

in vitrofil AR A AR : ER AR >/ S BR %
FO T Gt (R 58 TR

S-9TFIE T K OFEAFAE T, 5000 1 g/mLECTORE T, V7 LF
RN R SERO YL R B 2B LI o7z,

in vivoSe LR EVERHM : 7 b4 B B
B TR EICL BRI D/ MEaR I MR

BRI RO SI230me/kgE TOHR G- A4 HHKER T
B G LT3 UZ7 AFRIET Y M REIC361T 52 e ML BR o/ )
AR LIRD 2T,

in vivode R E M READ : 7> h~0028 H [ X
R TG LD IR K OVEBEIZ BT 5/ ME

E RGN > 2 SRt N 1R2 I AONE & il Rab SIDRAVIN > R N
L YNEIR M ERDFEBBE I L, UF 7N TF R TR 5I2ES
HBTRO LN ol

50




(DR ARMEFER

Y-
R

&5
e

B/t

HL5E
(mg/kg/ H)

&5

SR « R R

<A

i

RS
2450

YT T AN BREE
IR EZ1TIH29

0, 0.03,
0.2, 1.0,
3.0

10438R5

P52 B L 72 IR R C— AR BRI A3 1.0
K UN3.0mg/kg/ H % 5-FEDOHEREIZ T
PO BT, C-HIEEEIX3.0mg/ke/ A
Efﬁi@ﬁkﬁf@# Wb, ZhHONE
BRID AN =X LNHALNEIR->TE
D, ErEDBEMIZRNEDEE LN
Too FOMIN T 512 PR U7 5 11 42
Ihizholz, C-HtIRIEICRE 35
NOAEL}Z0.2mg/kg/ A . C—Hllafz 2 BY
4 HNOAELZ1.0 mg/kg/ H T, BAA
MRHD & DU FZ & b CENZEFURI3 )Y
18{5IZHE Y 55,

-

2450

0, 0.075,
0.25, 0.75

104189

PGB L 72 R IR C—HE R I IE 23
0.25}% 1r0.75mg/kg/ A #% 5-FEO1ER S
RNZIZ7 NTF RS 2FEOMEIZB T
OO, Fo, FURBRCHE DBy
IMABVZ T NTF RG220 RERL N
0.25% 1N0.75me/ke/ H % 5ROz E
WTRRO BT, TNLOEEEHTR T
DBAN= AL LNETR>TEY, BERE
DOFIEMITIRWEDEE 2 B, FD
% G B U7 B R A s s
Mote, C-HRRIEEZ Y9 HNOAELIX
R TER)P-oT,

OEEEES

F7 51 N
HEEAER

" T R T A7 AN, V77 VT REUREE & O 0> b= AT I 2,

EORUIES

# 5
i

s/ it

FeGE
(mg/kg/ H)

£ 541

R i

Zvh

'y

IR 4524

0. 0.1,
0.25, 1.0

g
LR ~
P EBD RS AR
2.
LR ~
THIR1TH

1 r%@ﬂ%ﬂ;n ARBC R B OVESR BRIkt
TAREITRD LN/ -T2 enD, A4
v Fa'éﬁ“éNOAEL %1.0mg/kg/ H T
DEHELRS T,

HEMEENY) Tl REIRECE O DT DR
EEAL. Omg/kg/ H B GRE TR DT
&, AEFEARIZBI 3 ANOAELIT
0.25mg/kg/ B THAHLALERINT=,
JEIR Tk, 1.0mg/ke/ B B 5-HETHIE O
B AR HLT=Z &5, NOAEL
130.25mg/kg/ H THHEHEE ézl“bto

AV

'y

220

0. 0.01,
0.025, 0.05

IFR6~18 H

!@J%@E%Hb T O BT OB
7. EFHREIC B9 HNOAELIZ
0.05mg/kg/ B THDHEHEEI SN,

JE VT, BN OB B SR
BHEEZ BNHIRE OB DL TRD S
N7z &6, NOAELIF0.01mg/kg/ A T
boLHEEI NI,

i

?24

0, 0.1,
0.25, 1.0

IFR6 H ~
MHiEL24 H

HIZE R CiE AR EICK T2 ERY T 7L
F R GARE THERLFFETA LI,
1.0mg/kg/ H & GREORETITHEARZ 2
WTHRO BT, NOAELI
0.1mg/kg/ A A ThHEHELRS NI,
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(OBFRIBERBRCT )

Bt 5 15 0 fy’” B/ mery | me-wn
Ko ) . FEE ~ 15 B OD LA SR 03 4
53-240 77 547(6.25mg/mL) HlkR2 %5 A A T IR B R 280
#3-340 77 941(6.25mg/mL) BT 95 LT i S e
347 BT 5 + 0.9%Na <
DIDL DN IET

0.9%NaCl -

53005 U FERG R SRR B BRI HR LA S R LU S 7 LT R 8 RSN E DO XA L T

Do

NZDD RSN
AL
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. BENEIRICEYT5EE

1. RHIX 2
A B AR RS RS QLTI IR T 5L
BRI IS

2. EEME
304 H

3. AEIRETOEE
WG RET , 2~8CITIRAT

4. BIFRWEDEE S

20. Bdf\ > EokE
FEBAARIT, vy 7B ROHOEL TEIRICHRE L, 30 H INIE T 524,

5. BEMITEM
BEMERLTAR: HY
<FVoLEBY D BY
ZOMOREEE . HY
VI 5% 2. ZOMOEE OIES R

6. R— R 5 - RzhE
LN

7. ESREEAR
20094E6 H 30 H

8. WERTAREABRVARES EMELRHFA B, REFMBFAR

BUERRTARRAEH B HKEBE S AR A H

WR7EPRAEH

2010421 H20H 22200AMX00236000 20104E6 A 11 H

2010426 H 11 A

9. MEEXIIHMREM, BEZRVAZEEFEMEDEABRUVZORE
HRES TN R D—FRE HQABERI%) 2014428 H29 H
AER OHEO —ERZEH (1.8mg/ H) 2019455 H 22 H

10. BEEHR BIf#ERAREABRUVZORE
HEAERBEMEA R SFocE6HA20H

PRI AL PRIREE AR SE O S EL A ME M OV P E D TECR S (B DIA LS AR 21H 453

DOWFTFUTHEE S L0,

11. BEZTHM
#T:20104E1 H 20 H ~20184E1 H 19 H

12, I RHEHRICE T 51FHK
AFNZ, B G HRICBI T DHIBRITED B TR,

13. £@31—F
JEA 5878 AT L v fAREERFHa—R o L7 R AR
By — (YJa—F) HOTOfE 5 o 27 Aa—F
2499410G1021 2499410G1021 119748801 621974801

14, RIEHEMF LDEE
B LR
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XI.8EZ&H
1. EENETOHRTIRR
20254F10 H REAUZRW T, 1000 [E CTIRFES LTS,
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YA Novo Nordisk Inc IEFEAF- 2010
Injection: 18 mg/3 mL (6 mg/mL) clear, colorless
584 | VICTOZA® AIEHIKE | solution in a prefilled, single—patient—use pen that
delivers doses of 0.6 mg, 1.2 mg, or 1.8 mg
AIAEX | 1 INDICATIONS AND USAGE
HHR | VICTOZA is indicated:
- as an adjunct to diet and exercise to improve glycemic control in adults and pediatric patients aged 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.
VICTOZA® contains liraglutide. Coadministration with other liraglutide-containing products is not recommended.
ALK | 2. DOSAGE AND ADMINISTRATION
UM E | 2.1 Recommended Dosage
Adult Patients
- 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 the risk of gastrointestinal adverse reactions /see Warnings and
Precautions (5.6), Adverse Reactions (6.1)] during initial titration and is not effective for glycemic control in adults.
- 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 one week on the
current dosage, to reduce the risk of gastrointestinal adverse reactions /see Warnings and Precautions (5.6),
Adverse Reactions (6.1)].
- The maximum recommended dosage is 1.8 mg injected subcutaneously once daily.
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
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 reduce
the risk of gastrointestinal adverse reactions associated with reinitiation of treatment. Upon reinitiation, VICTOZA
should be titrated at the discretion of the healthcare provider.
2.3 Important 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 (6.2)].
- 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.
(2)BRIMNES D iR fF X E(SPC)(2025%28)
2t4 | Novo Nordisk A/S FETELE 2009
554, Victoza 6 mg/ml solution for injection in A 1 ml of solution. contains 6. mg olilira.glutide. One pre—
pre—filled pen filled pen contains 18 mg liraglutide in 3 ml.
Zhee X | 4.1 Therapeutic indications
13z | Victoza is indicated for the treatment of adults, adolescents and children aged 10 years and above with insufficiently
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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.

Hi#EK | 4.2 Posology and method of administration
UHE | 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. Injection sites should always be rotated in order to reduce the risk of injection site amyloid
deposits (see section and 4.8). 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 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 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 F, 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 pregnancy

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 —ARZU7 | maximum recommended clinical dose). In rabbits treated at doses >0.01 mg/kg/day (relative exposure,
DU SCE: >0.2), there was retardation of fetal growth and an increased incidence of several minor skeletal and visceral
(20244F2 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
B PN 3 & @ | wishes to become pregnant, or pregnancy occurs, treatment with Victoza should be discontinued.

W+ 3C £ | Breast—feeding

(SPC) It is not known whether liraglutide is excreted in human milk. Animal studies have shown that the transfer of
(202542 1) 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.

RS DU SC
E(SPC)
(2025572 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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