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o] %2 x2 ZRIZUSIE Ss tAt=ln], Q1zte] RN 4742
SRIZUO0E(-, 3~ 6'-, 6-0-4-2RIZL0|E) Y A9
SAIH(6-0-2At)o| ERIZIUC F tHAkz UGT2B70i <lsl 0|R0{X|H,
UGT2B4, UGTIA8, UGTIA9E 0| 22| ChAto] 7[0iets Ziez &Izt of
k2 7 ot ofLlat AFOME AL EIX|SH AFOME 79 CHALEX|
d=Ct 24 ARl ZA5HR] =t (MRQ AE).
0] 22 CYP & UGT SZRAE Yot ARSI, CYPIA2 X CYP3A40|
theh R= S O LIEIAX| LACHARIQ| AIS]).

(4) Hid
0] 2o| AN BHA7|(t)e SSAEHS LT MOl Mol 1 ~ 300mg
AT T3] ATEO0] Al ¢ 4-13A|12H0|QU 1, O[HEIH A2 @F HHM
Hl= 1%0| ULk,
SEMEM 7Zst 4ol HAHEH) oA “C-XIEE 0] & 100mgs T3]
AT EOUS o, YAS2| HEE (84.4%)2 E0 5 48AZt0| AatE
AE7IR| BHAEIRICH B0 £ 14402F SO @F U o A Hl= ZH2t
67.9% X 32.7% (& 100.6%)0|41, 0|2 3l FOE 7o ZE #Ats0|
A E= fHOZ HiHEIUS0] HRI=ACE L S0 YAtsS AEE(X]
Q4okLL
math o] o] ZFE0 & Mo FE A2 ANE 7N AHE SF
AoZ Ho|H, 0] &o| HEE2 tHAKZA BiAE X2
0] 22 P-gp2| 7|Z0|ACHA 2| AIE).

(5) AlEfolf &kt
CHYs 3329 AMNE Xl Mg iy BAF (25F)0oA AlFo| of &
50mgS Tl FOi5IYS m, ZEQ AFof 2t (eGFR, =60 ~ (90
mL/min/1.73mz; 9H)t AM7|s HA 28Xt (8F)HA CmaxX AUCIE
7|6HHFHI2(GMR) (90% CI)2 iz} 1.12 (0.83 ~ 1.52) & 0.94 (0.69 ~
1.26)3 1, ZST AR EXt (eGFR, =30 ~ (60 mL/min/1.73m2; 8H)2t
A7|s HA SIKIOIA Coax® AUCHS] GMR (90% CIE 2+t 117 (0.85 ~
1.60) L 1.21 (0.89 ~ 1.65)0|C}, 24A|ZH SOt AHS E5t G HiMO|
Hjo|AztRIo2RE|9| HMat= AT|S FY Xt 2E AFo X, FS
Aol Etxtofl M Zhzb o2k 71g, 61g, 38g0IAL, AEof Xt ECt

>
0

>
ox

o
=

ST SEMEfOIM 0 2F 100mgS HEl A7 FoE2 AJ|s MEf7t
CHUSH H2g P ol SXE0M, 55 Ao 2tat (8H)Qt AM7|s He
St (8H)0 A Crax®! AUCH2] GMR (90% CI)2 22t 1.05 (0.85 ~ 1.31) ¥
1.47 (112 ~ 1.92)0|UCH 20AI17H SOt AHE St Zg M2 55 AlFof
BRSO ME 2 12g (HO[AZIQINA 2 2g)oUaLt AT|s Hat

SIXIS0| M= 2 49g (H[0]AFI0A 2 1g)0[ ALt

(6) ZFEolf 2txt
SENEM SS= ZHol Xt (8Y; Child—Pugh class B, &%= 7 ~ 9)0iA|
0| 2F 100mge el 47 R0iet &, S5 ZHY0f 2Rt 4Lt m@xt
BH)0IA Crx2 AUCHS| GMR (90% CI)2 z¥zt 127 (0.93 ~ 1.73) L 1.25
(0.94 ~ 1.66)0UCk.

ol 07

GIREN
74zt D2t A U OIS0 22T BIDKE A Y oiAA)ol A
AFO) O] O 100mgg ¥ ZT £0i3t 3, DX AN Croc D

AUC24r0f| THSE DX} HA0A Crmax L AUC24n2| GMR (90% CI}2 242} 0.99
(0.84 ~ 1.16) ¥ 1.21 (1.06 ~ 1.38)0IACt, SHH, H|THXt OGIH0IM Crax &
AUC24r0f| st DXL HA0IA Crax & AUC24n2| GMR (90% CI}2 2t} 1.25
(1.06 ~ 1.49) & 1.45 (1.27 ~ 1.67)0|%{Ct.

3) LAl HE

=

AnedI 2Seusios S0 HEshl I/ g HoE Yai HAIS
HO2 16% 0I5B, AT HIE ABEUCE 0f o 12 18] F0f A
SHEFRIMA(HoATC)7} SIotat Blmsle SAEO2 RolskAl 2ASIHCH (.00

H2 0] O =R Q(ofThx HT0IM 165 AR 54 Znt
| fof | 0| 2k 50mg

7 F7 4 SR A(HDATC)%)
M thARE 4 67 62
7| Xzt W (SD) 8.25 (0.678) 8.40 (0.857)
165 & 7|X3t 0.54 (1.003) —0.76 (0.697)
CHH| 3t (SD)!
olofmtol| xto| — —1.24
[95% AlZ|727He [-1.537, —0.950]
P—zt - P¢0.001

o RZEE AT A2 Zat) E=&(LOCF)

a ANCOVA (220i| 7|X HbAlc X A3ald 7|2t ARt 85 o|ufiofl EEstrS
F0aLL FO0fsR| 42 R|20| 20102 ZBIEAUC)

() el
HEZ20| £ n|QZ22|EHEDNC| HEQM A5

[ = oco4d
HEZ2D F= 0| 2|ELE Foolz 0| Mol ZHEX| b= HPH

St BXIOl|A| 24% B2t 0] OF 50mg FE YA 1Y 13] F0igH UMARIA
PILEO(RI} + BlEZ20! Ei= D]QZ2lERE)C| 0] o 50mg F0i=(0] o
+ HEZ20I F= 0]Q22[EE)Q| L3IEAA(HDAIC)ZO| EECR 0I5t
UAEIASO] USEIACH (P(0.001).
H3 HEZ20 L= DRI 2|EEC R MEsH REE|X| b= EHXiof7A| 0f & F04A|
SO Chid] 243 AIFe| RE4 At



HEZ=0ialel Wgey AE | HeZeIEEN] $Rew AlY
HEZ=0I HEZ=0 | DeZ2ERE | I32|EEnt
o= 0] &k 50mg o= 0] &k 50mg
HE HE

Z It H HSFEMA (HbAIC)(%)

EM MRt 4 | 56 12 54 97

7\1M%t B |8.38 825 8.39 8.24

(SD) (0.738) (0.719) (0.644) (0.670)

eSS 0.38 -0.87 0.22 -0.64

7|3t the| | (0.708) (0.655) (0.811) (0.609)

st (SD)

YT — —1.30 - -0.88

10| [-1.501, [-1.108,

[95% —1.095] -0.648]

AZ|FZHP

P—2t — P(0.001 - P(0.001

. ASEE WA X2 Zat) Z&(LOCF)
a ANCOVA (2of| 7|A HpAlec X X|220| 9102 ZtT|Ur]

(9 2 T2 A3

AEf2RE ERasl Ygewoz Mus| HYAH0| HX| ¥ M2

Sty RO O O 50mgS 24%F SO 1Y 1312 E0f3 UYMAROIA

SIOEOR(SIOf + HEZ291 + AEFSRE) th] 0] o 50mg SoHZ0] o +

HEZSD + NEFZRE)S PaEMAHbAI)ZOl SANOE Rol5H

LAEIAS0] YFEISACH (P(0.0001).

4, IEE2010} \ESYE SR BEo| Ms| TSR 22 S0 of

o2 SOBIZ 1) 1o il 4% AVl REY 2t

)

13
0

HbAIC(%) HEZ2D!+ AESRE | HEZ221+ AESRE +
0] 2 50mg He

2= 7t e GEEMA(HOATC)%)
2A MR 66 70
7| Xzt "t (SD) 7.92 7.90

(0.79) (0.69)
24%= 5 7|XZ 0.03 -0.79
CHH| 25} (SD)! (0.84) (0.59)
Q{etutol xto| - -0.83
[95% Al2|72ZHP [-1.07, —0.59]
P2/ - P¢0.0001

. ASHE N X2™ Zat) Z&(LOCF)
a ANCOVA (220of| 7|x HpbAlc ¥ X|220| 2102 Z5tE|]Ic))
4) SMAE =
(1) LA 231 2 A SHE (250mg/kg/day RIZToll= 2ZITH0| ZEHE)OA| 125,
40, 125, 250 mg/kg/day 8HOZ 0| 22 F0ist 1045719| Hi= ZTEN
UM AIFOIM, BASE IEZISIHZESS| LIz S7t7t 40mg/kg/day
0|4E RO 741t 125mg/kg/day Ol4S FHE2 AAIM ETEUCE
SHEOIA| 40mg/kg/day ($%) E= 125mg/kg/day (YZ)el 2oz 0| A4S
HHE A7 E0iSt & L& (AUCan)2 Z12h 71 &2 HE ANEZF (100mg
1918])o] oF 108 E&= 608i%ICt T, Ol MEMN ZstE & £0|4
IAETNSMEZE S7I2 THHECE
(2) MA=Y: BHEO| &M HMut &4 S e 2 1| 7|Sofl chsh AIR(E0ZE : 0, 30,
100 2 300mg/kg/day)olAl= 300mg/kg/day Ol ZX| AR FOIARRY 2 2|
MBSt A, EMot MSS7t AM7t SQUZ|AUCt 2H| MAT|SO chst
g ¥ EMotof st FEMHEE ZF 100mg/kg/dayE

[= s
FF(0|zak22|Z2%! 100mg LAY 268 =E=0f si)=IRUCt

H = xt: Astellas Pharma Tech Co., Ltd.

Yaizu Technology Center
180 Ozumi, Yaizu-shi, Shizuoka 425-0072, Japan

100 & (10/PTP X 10) / Box
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