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11.1.1 Frigaeres

 EE (WIS HEERE)

AST. ALT. Al-P. v-GTPOEFELW EFELZHESHF
HEERE, BENHSDNLIENH D,
*11.2 ZOHODEIER
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13.1 fER
WEEREICED. OB, A%, EEORK. NEENH
EbNE2BENDDH 5,

*13.2 0B
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14. @R LOER

14.1 FAIRMEEDER
PTPEEOEFZPTPY — b2 SHD H L THRAY % &
S$EEF 5 &, PTPY — bOBEMKIC LD, BELHAT
PEEREATIA L, S5IC3EILEB I L THERRIR &
FOEBLAGHELHET LI ENH 5.
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15.2 FEERAREABRICE D < 154

15.2.1 BiER (1 XEIRMNIZS. 0.1 ng/kghl k)
TEERB T TOMEE TP RES TV 5,

15.2.2 M EE (7 v MHIRWHS., 40 pg/kg/dayll k)
KBLWTEZBROERPRESN TV S,

IZB W

5%k 1~5%5E?Fﬁﬁ 1%Ki | SEEARH 16. ZEYENHE
T - MR RERED. #2) \BRATED. BD 1 5 0 6 B R ER. HA 16.1 MPRE
b ﬁ&b i SR, HBEREZE BRE 16.1.1 BEkS
RN E VARV (1) mEBEHEE (166l) ICFILT7 57« VIERE (7t
ALy T AGE V) 2.530F5 ng A RO HER S U7z, RE(LEDZEY)
2NN B/ ST A= IILROBEY TH o7V,
Lun SEEREIN T X — 5
HbERR [FRRED 52\, D, B, BAUR 58 % Cmax Tmax AUCo- t1/2
T k. BEERAR (ng) (pg/mL) (hr) (pg - hr/mL) (hr)
= N 25 | 8 [3.15+0.82 | 4.25+1.58 |66.26+15.54%|14.21 £4.93*
DA 5 8 | 6.51+£2.76 | 3.00+0.93 |120.59+71.90| 14.03+£7.44
a | Z OO B|ENRE. K. | GRS ¥ n= (P9 il £ ZHER)
b, BZ .| 5E *(2) Hﬁﬁﬁiﬁ*ﬁ%% (16f) (I2FVT T 74 VIERIE (7t
9z V) 2.530F5 ng A RO BER S U7z, RE(LEDZEY)
FF MG ¥WMETE EIAST £ & (|[LDHLER ﬁﬂglfix—ﬁliU\Tmi@D’(“%ato & REFE AT D 735
7 ALT Lk &, (EAIEITAEEENT (CAPD) . it 0 JEI HA A AE REE A
Al-P E&F. (CCPD)). BEEfgEREE (APD) OBENKENRE
v-GTPL&E. OFEFICKD . REIAOEYERE/NT XA —F IZHL »
<)1) PR BEBIROONGP o/, BB TLT T 7 1 VIEH
7+ | (hTen) SughEBICBVT, FULT7 T 71 Vi
& | B BHIR - R | ZREY BiE (h 7)) 85D S WE OB E TORM
SR 13) DI EHE S NIZ5HID > B 1F1T. KREEDCmax
IEER HE. 1ITO. KU AUCo A ZENZN5.37pg/mLE1156.54pg + h/mL
il LRI AEADERD 517 [7.2 BHE]
WHWE | 7Fas7F |57 2 b 27 | tAE HYERE/) S5 A — %
VR oYETF. BERE o Cmax Tmax* AUCo-e0 ti2
B BR B o) (ng) (pg/mL) (hr) (pg - hr/mL) (hr)
RIUE R 2.5 5 |3.81+£0.88 1.00 92.67+23.47 | 20.99+4.22
. HERE 5 11 |8.28+3.00 2.00 193.74+£57.52| 24.77+3.23
Il kL E % Aol (FfE + RHERZ)
- % (3) BE (Child-Pughn3E7 L — FA) OREMEFELEE
B & L E (1261) 1CF VT T 7« VIEBIE (h7EL) 2.5
kR SpugaFEOBERE LR, REAOEE LI
M TR BRI & . X=ZIILITNOBO TH o7z, BEBMAEFEHELT
&1 glrrolax%AUCﬁi‘J:ﬁ'—’é“éﬁEr'ﬂLiéﬁ&)67117;575’07‘:3%
%R ﬁ o e %%%%/\7)(—‘9
i3 pR R syt % Cmax Tmax AUCo- t1/2
EEK%[‘%FW (ug) (pg/mL) (hr) (pg hr/mL)}< (hr) .
e e e im e et
M1k Bl - — — — —
o, & Hon= _ L (oE R
R VEIE. * (4 ) FEE (Child-Pugh# ¥ 27 L — FB) oEEFEREE
i) AR (FEN30M1) 12F N7 57 1 VIEERE (h 7)) 2.5

1) MEN BEAORSEIIRSHAEZ AR NIANICS 5bh
B ENZ,
12) BHFEEEEADORSRIIFRESHBBAGERLHNICH 5b
N5 ENZ0,
H3) BHEAEEREE 2 NRE LENERRBE CORIEE,

W35 p g BOBRERKE UK., RE(MEOEN)E R/ SS
A= IZUTO@EY TH -7z, BE (Child-Pugh?$g7
L—FRA) OfERESHB L TCmaxE AUCIE R
T AMEMPRD 517z, [9.3.2 i8]
EEENREINT A —
B8 Cmax
(ug) i (pg/mL)
2.5 16 | 6.36+2.62
5 14 |11.71+4.45

AUCo-
(pg * hr/mL)
117.4£51.4 |17.52+10.69
197.7+£97.0 | 14.59+5.27

(PofE L EERZE)

Tmax
(hr)
1.81£1.52
1.50£1.02

t1/2
(hr)




(5) EE (Child-Pugh#$827' L — FC) OfFEEREZFICB T
HEMENIIMET S N TV, [8.1, 9.3.1 ]
16.1.2 RiE#xS
MPGENERE (14~1661) 12FIVT7 57 1 VIEREE (4
TEIV) 2535 ugERORERS Lz, REMED
HMBIEE)ST A —F IZLITROBEY TH 720,
HBIRE) ST R — %

Eird=nicd P Cmax Tmax AUCo- t1/2
(ug) (pg/mL) (hr) (pg - hr/mL) (hr)
2.5 7 | 5.70£3.85 | 4.14+1.35 |210.25+144.28%| 25.33+10.52*
7 [10.25%+1.74| 3.86+1.21 |358.86+179.24| 28.34+8.55
¥ n=6 (P9 E + 18R )

F7o. BT TIZIEEMEE KB Lt EEL TH 0,
ETRE L OIEBITR O 232 h, 5.11~11.17 (hr).
13.55~64.37 (hr) THhH -7z,
16.1.3 EMZHIREF R

FLT 5T 4 VHEBEN T EA25ug (537 7] &L
SVvFATEN25ugE. JUuRLF—N—HIckDEN
FNIATEN (FLTT7 4 VEREE LT25ug) &
REABFICHREREREORS L CEERF LT Z7 1
VEEZEEL. Bon-EBYEE/ST X —% (AUC.
Cmax) IZ2WTI0REREXMIEIC TREMRIT 21T 7:
fE&E. log (0.80) ~log (1.25) Q&EENTH L. WAl
DEYMZNREFESER SN,

HEINT A =% BEINGA—4
AUCo-48 Cmax Tmax t1/2
(pg - hr/mL)| (pg/mL) (hr) (hr)
FINTT7 1 VIEREE
NTEN25 g 37 7) 29.617£6.995|2.334£0.547 | 2.7£1.2 110.88+1.59
LIy FHTEN2.51g|28.267£6.495]2.285+0.534| 2.4+1.0 |10.65+1.59

(Mean+S.D., n=18)

(pg/mL)
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ZERERFIE S | 12.67+£395 | 3.1+1.1 |114.46+34.26| 5.99+1.35
B%%S | 13.68£3.65| 3.2+1.3 |126.03£38.10] 5.90+£1.10
(P fE + R RZ)
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LVEHETSIEICED160.5%E %D, A haFy—L
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vitrosn 8%

FIVT T T 4 VERRIEIIPHEY VN OEETH BN, P
WY 72N LY TF Y D OERICEELERITS
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2.5 y gt SR DR IR AR
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: E B Blc X0 E L, FEFMEL . REHH4EE
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Fi%K - i 7“7&&%%@%* " %évsg;ﬁio SWT, 2.5 u gk U5 ughk 5B THMED
(mm) (mm) By e
- " | [oswiamEm] %1 JE%E%%P‘EEE LTBY ., RO » AL
7%??%1U7WMJM7%512% 9.13 5=00005 e LT 2 JUSEBRZENC X D FRDP 5 &S 5 I2JRRE
250 g 58| 112|76.71+11.79|52.194+23.71 | [3.78, 14.49] DR L-IREBICH 2 M s - fFEER RS
5y g% 5 OB RS 2.5 pu g¥ SR DR RS
) , BT o i BN
FHYVASHE + (R (B BI2.5%H5%) SFHIVASHE + (R (B2, 5% 7%
(LE:— g |77 ORBEOE (e R misg |77 UREEOEN
(mm) (mm) (mm) pfE (mm) (mm) (mm) Pl
[95%(E#E< ] [95%(FHEX ]
75t RBE[111|73.78+11.47|58.55%22.06 8.26 00010 75+ KB [103]77.26£10.50]58.02£24.11 9.31 00022
Sugi R 114]73.0311.5449.63+22.30 [3.05,13.47] |P™ 2518 58105]77.30£11.04|48.74+25.27| [2.94,15.69] P~
% BREHOTHVASEEZHER & LS80 IC & 0 BEH L O & 5 11 g% 5.5 0D B PR A
TEME - ST
BIEFSBRIE, 2.5 ugBET25.0% (28/11261). 5ug TEVASE L RHERE (B BI12.5% %)
BET35.1% (40/11441) THo7o EBBWERIE. 2.5 I | FouAmioEn
U gBETRIRT.1% (8/1126). BES4.5% (5/112f). *(15'5')” *(’45% (mm) ol
ERROTOT 75 ER2.7% (3/11261). Sughc mm mm (95% (S HEX )
AHE14.0% (16/11461). {E7.0% (8/11441). HEK 75 AR [103]77.26+10.50|58.02+24.11 8.22%3 00056
3.5% (4/114481). Z2>EDE(N, usrF > ERRV 5 g5 RE[109]77.29%11.0749792255043 [1.88, 14.55] [P~
FRIRHIEAR LE >~ BF2.6% (3/11461) THh -7z, %2 HERIOFHVASEZEZEEE LESHATIC LD AREADS
17.1.2 EREMERR (REIZSHR) i
AR D 2 D FEE2 A T 2 MRETEE 21142 %3 1084

Mgz, THLE. V757« VIERIES u g 5238 %
ORERSE LIzBoFEDEZ. VASEHL, £ -7V
BICKXOBE Lz, 2ORBR. BERIBR TOVASE({LE
IZBWT, BRESHER S N8,

—@— 5ug
(FHEHRERE)

BoO><TH

0 1 1 1 1 1 1 1 1 1 1 1 1 J

0 4 8 12 16 20 24 28 32 36 40 44 48 652
) cEm)
FHA# 5.0 D B RS
550 | 288 | 4EE | 12:8H | 248H | 3638H | 52 H
B 211 208 198 184 163 155 145
quiyASﬁE 75.22 | 50.95 | 47.17 | 39.39 | 33.60 | 31.85 | 30.87
iR +12.41|£24.38|£25.32|£25.83| £27.73| £24.91| £25.92
(mm) | £ 1241]+24.38| £25.32| £2583| £27.73| £2491 | £25.
(CFHfE £ 1RMERZ)

FTNT 5T 4 VIERIEORFERICOVWT., BRKERY
SRMREZ R IEGIERD 5N e o7z, MR 211
BIFRSFICERD 5N T 518,
BIERFEIERIL, 48.8% (103/21141) T -7z, Ei
BIfEMIE. RERAEL9.4% (41/21161). EM7.1%
(15/21141). Fu o275 » EF3.3% (7/21141). RS
2.4% (5/21181) TH -7l
(EIRENBEICHIT D Z SEEDWEDSZS)
*17.1.3 EINSE MAHHEER
a0 ¢ O EELZF I 2 BRENT EE37H =
WRIZ, FVTT7 4 VIEBRIE25 ug® 2. Ht\T
5 g% EBEO RS L B0 RS, »DADHE
BETHBHVASEHAW, FFEHIENIREERIC XV E L7,
ZOFER 2.5 gk 5HM2EE (LOCF*) LB 5#%
5% TOVASE(LEBDOFEIL24.93mm (90%(FHX
fi 1 18.67, 31.19mm) T&H Y. 0%EHEXED TIRIEIL,
FHIICRES NI VASELEORMME (15.24mm) = E
@ofsw)
% LOCF : Last Observation Carried Forward
BIfEFFIRIL, 45.9% (17/376) TH -7z, EaEIE
Rid. REEERO T T 75 2 ER13.5% (5/3761). BR
BUOTAPATEETRE.1% (3/37f41). WEMHS5.4%
(2/3761) TH-7
(BEFRREREICHIIDZ SEEDWEDEE)
*17.1.4 EIANSE MAEEER
MRy I VEXIRT VL —HICL20BPRY L
TWERRTEDZ O FERER A T A I REREE 3176 %
HMRIC, THLEL 12EREORERS LIBEORMEZ .

44—

BERHERIE, 2.5 uglT60.0% (63/10561). S5ug
BET54.1% (59/1096) Th o7z FBIWERIE. 2.5ug
Borus v+ ER13.3% (14/105641) . HFIRA IV
Yy EFR RO ER7.6% (8/10541). HURERHE
FIVEY EF6.7% (7/10561) . ANEREE. S8R - WESEKR
K OBRSS5.7% (6/105f1). 5ughtT. SHR - WRESHR.
B, RS, a5 7757y ERROHARALE Y EF
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