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3.1 #R
Wi5e44 LRFFTEIAFNTAL 0y T50% [ HETL]
1grh
BRI LRFFt4 A
500mg
D~vy=bF—), TASNVTF—A (L.-7x2=VT T
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Wi5e44 LANFFEy A RT4 0y 750% [HET]
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4. RHEEXIIFHR
OTAPABEDRDFIF CRIELRIERIEEZET)
ODMTARPAETTREHMRIPBOSNEVTALPABED
RERRRECHT IR TAPAREOHRAEE

6. AERVHEE

BN aEE . RAIZIELARF Ty AL LCIH1000mg (KT 4
a7 L T2g) H1H2MNIA5 T CTHEER L CRO%KS-3
bo B IERIZEDIA3000mg (Ko 40y 7k L Tég) %
B2 2 WCEEPH T E IR S A 08, MR 2EM U EoRMEE S
TIHH&EE L TI000mg (RS 4> ay 7L T2 LR
5z,

AN, AL EO/NEIZIE L ANF Sy Ak L C1IH20mg/
kg (K94 vy 7& 1L CT40mg/kg) % 1H2ENI55 T CTHEE
LTRSS 34, B, ERICEDIH60me/kg (KF 1 &
Oy 7 L T120mg/kg) %Mz &\ C#EIPHCEE KT 5 2%, 3
HIX2HM L OB S CIHHE L LT20mg/kg (FI 4>
oy & L T40mg/kg) LT3 2479 2k, 72721, fKE50kg
PLEo/NRCid, AN EF CHE: - AEesHws 2L,
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7.1 RF & s SR L CER T 254121, hofit T AR
ABEEBERT 2 2 Lo MRE AT 2 ARZF Hd 5 T O
REABRIE TN L T Zev,

* 7.2 BN EL AT L2RANBEIIRR TG T 5551 TRIC
RSO VLTF =y )T Ty AMEERSE L L TR ORG& LD
BB E R T2 &0 T2, MEENT 221 T2 RAEE
Tk, ZVLT7F=r 27T AEICS LT HEICMZ T,
ML BN % F2h L - R AR OBk 52179 T &e B, 22
TRLTWAIHERCHEIZY I 2L —Ya VERICESCHD
THHIEND, BHEITLIHEEICEE L 2250, HELUCHE
EREIT A L, Fo. BRBEEEEZ AT LNEEFEIIONWTD
EHEREDORERE G U T, AFl OG-8 05 MR % 9985 5 72
CEEICEG 52, [9210 922, 98, 1661, 1662 &)

VA= E0 MR BT
JTTYA| 280 |250-<80|230-50| <30 | BOHIT
(mL/min) AR &
LA 55 1000~ | 1000~ | 500~ | 500~ | 500~
~ 13000mg | 2000mg | 1500mg | 1000mg | 1000mg
115 1[m] 115 1[8] 115]
EE G| 500mg | 500mg | 250mg | 250mg | 500mg | 250mg
1H2[8 | 1H2[6 | 1H2[E | 1H2M | 1H1[E]
10 1 1A 10 i
G- | 1500mg | 1000mg | 750mg | 500mg | 1000mg | 500mg
1H2M[ | 1H2[] | TH2[R | 1TH2[R] | TH1[HA

7.3 BEEOMEEREDH 2 EETIE, FFETOZ LT F VLD
BTFLCBY, 2L T7F=r 20750 AMENS TEBHEERE
DR %2 /NI 2 TREMEDSH 5 2 2 06, X D {RHED S5
5L &b, MEIERZBIZL 2275 kK&
+T5Z k. [931. 1663 ]
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N, BEEMIZELZ L LHL0 T, AHFGHIZEZ OIRIER
OREOZALZ FEE ST 528, [84. 1116, 1511 =
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feE4 52 &, [83. 1116, 1511 ZMH]
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11.1.1 hEMRKIBIEBMMBIE (Toxic Epidermal Necrolysis :
TEN). REHGIEREEERE (Stevens-JohnsonfEMREE) (WL d
SHEEANEY)
FEE, RLBE. K - OB AL 29 . IHEE . IRFSm. I %5
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JERE. BBk, iFEkekig %, B ooSERBE A ) 25
PEDEE R BEIERDE D SONDE I EDH D, BB, B AR
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ML72B1738 0 . IR, Bolk, BCEM, BaL Vo,
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13.2 &
ARFNIMAENT 12 L D BRZTRETH Y . FEH L TV 2 e RO
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15. ZOMDEE

151 EERR{ERICE D CEH

1511 YN CE SN AH 2 ELHEEOIMTA»ATEIIBIT 5,
TAMPA, FEHEBSEEZ G E L721990 7 5 b Ruf B F R 55
OBEIRERIZBW T, BREELPCHREMOZILD ) A 7 55,
MCTAPAEORAETT IR L TR2EE < (T
AHAEIRIE © 043%. 77 v REE 0 024%) . FiTADAED
RIBEETIZ, 7T RBEEE ERI000AH7-D1INL W EFHE S
N7z (B5%EMEXM 06390 72 TADPABEEDF T 7L —
TTIE, TIEREEEHLRI0AH 2024 NFEFHEENT
W5, [83. 84, 1116 &)

15.1.2 AEIABATADABEZI20861 2% G & L7275 K3 R
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R, WS, EBEREL . HIEE. mRE e, MRE. AR
) ORFBRIIAKBETIZZ%. 7Tt RETE2%TH 720 [[
FRIZ. AHEONETADPABRE (4~166%) 198612 5 & L7z
T2 R R ABRIC B 2 B A EER OB ITARKEC
37.6%. 77t RBETIZ6% TH > 70
F72. AHEINNRTAD»AEZ (4~165%) 98BI % G & L7250
FIBEAE L OFTEN RT3 5 2B % 3PS % 775 & R IR R 12
BWT, BBHEWLHHTH LA, 7T REEL L L TR NeT
B DAL ATRIE S 72,



16. EMENRE

16.1 MARE

16.1.1 BA

(1) BEEHSE
fEFE AN L AXF T+ % 2250, 500, 1000, 1500, 2000, 3000, 40007, 5000mgi*)
(5 5-2601) % SRR IR 1S L2 8 &, $XNTOHGETLAFTE5 4D
MAER R RE (3P 502 IR 2 7R Ly IR (te) 3SR heb S
FTT~IREMTH o722,

H G OEYBRE/ ST X — 5

K Crmax tmax AUCo4sh tizz

(mg) (ug/mL) (h) (ug-h/mL) (h)
250 69+13 10+06 56.7+6.2 69+09
500 164+48 10+06 1487+184 79+10
1000 29.7+9.3 08=0.6 2889 +34.0 79=10
1500 408+72 08+0.3 4581+509 81+04
2000 53383 08+0.6 5746+714 80+08
3000 829+74 06+02 925.2+102.1 78+08
4000 1141+110 09+06 12482+1524 86+10
50007 1151+143 10+06 136331519 81=07

BA G601, I +SD

Conax © S LT RIE  tmax © S5 L R BE B L G ]

AUC = ifin Sy e 2t 1] B AG T TIAE 12 @ T 28000

) EN TR S N2 ARF O 1 H i idi 5 133000mg T % o

(2 REHS
fEHERAIZ L RF T &8 4k LCLE1000mg XiZ1500mg (##%5-2661) % 1H2E7H
W5 Lze & H51HE (RERGE) LTHH GRS ommbEdigie izt
VB A 2~ BIF I 12 Cmax & 718 L € D ERAYSIEIH DT I P TR L72e F720 1L
B34 53 H HIIZERIRIEIE S 5 L el S e

e e oo 2000mg/H (N=6) 3000mg/H (N=6)
HUBE T A =S e | P TSy B —m—
W GH | e G0 | AUl G | el

Cmax (ug/mL) 241£30 36.3+5.7 333%36 520%4.6
tmax (h) 22*12 28+10 22+08 25+10
AUCoizn (ug-h/mL) 191.3+26.7 3183+63.2 253.7+30.3 4456 +56.9
tiz (h) 80+14 83+09 7507 77+04
P39l = SD

(3) =HERRAIRE &BORE DR
BERRIBN25B11Z LR FF & & £1500mg % 1555 ] AUE s IR G- 03 R G- L7z & &
LANF T 15 AOFEWEHE ST X =5 IZDTOLEBY) Tho 7z, EOEGHE L
T BRI IRNTE G O Crax (3H91L6M57 < . AUCK Dtiald I L Tz, &, LA
F T & 8 ARG RO AP SR I FIEA100% T d - 729,

HE G OEYBE/ ST 2 — 5

S B ¢ BRI e mER3 i SEY i
Cunax (ug/mL) 97.0 [276] 589 [37.0] 164 (147-1.83)
AUCo: (ug-h/mL) 472.3 [154] 4874 [159] 097 (095:099)
tmax (h) 025 (0.17-0.27) 0.75 (0.50-3.00) -
tiz (h) 711 [117] 723 [127] -

AT [CV (%)), tmaxld P il GR/ME-SRAME)

D) RUEEIRATR G-/ OG-

16.1.2 /IR
6~12D/NETADPABEIZLNF L5 AL LT20mg/kgk HEOHRG Lz &,
LARF Tty ADIMSE 3PS 05 T E2R B IR s 2R L. R ©
Ho725 0 FHEANT—%),

e Crnax tmax AUCo2m tiz
(mg/kg) (ug/mL) (h) (ug-h/mL) (h)
20 258*86 23+12 226 +64 60+1.1

2461 (ti2 © 2361), P +SD

16.1.3 BHEFEYEIREEHER
A BARANROWENOBERAR T CAPAEE (FLTFZv 0TIV A:
492~256.8mL/min) 255 NZIMEEF L NF T L5 LEET— 5 2 HvT. BH4EH
SYBRESFANT % 1T > 720 ZOKER. R0y 2 )75 A (CL/F) It LT, &
T, MR, CLer R OBFHILC AR ASE, AT osafisft (V/F) 1k LT, i
PUCA D ASER OBERE ORBEIRAE (R A UL TADABE) PHEHFIC A%
R & LCHese Sz,
AN N (4~1608) MU (16~55i%) D TADABREDHE SN MEEH L~
F Ty JRET— 5 R AT, BHEFSEM BB 217 > 70 £ OfER, CL/FIZH
L CHRE R OB C AP A, V/FICK L TR A0 35 A D BRR 1912 35k
D HNT L LTHE SNz MRIOBATADABE OIS REZE S I 2
L= a v Lefig. NETADABRHKIZ10~30me/kg% 1 H2[EH% 5 L 72 B o> 14 3¢
Wi rE . AT A D ABEIZ500~1500mg 1 H2MH2 5 L7208 & kgL Tl S 78,

16.1.4 EWFHIRFMEHER
LANFTEyARTA2uy 750% [HET] ROA =775 K438y 750%% .
JUAF—=N=EIZE ) FRENg (LAFFE 5 AL LT500mg) fEHERA TP
ARG LTS LT J 1 8 NgE2 e L, 13572 BT 2 — 5
(AUC. Cmax) 22\ T0%(5HEX M\ CHERIHFNT % 17 > 7245 . log (0.80) ~log
(125) OFBANTD Y . WH] O FH RIS EDTERR S 729,

FEWEE T X — ¥

HEST A=Y LHEINT A=Y
AUCo-30 Cmax Tmax t1z
(ug - hr/mL) (ug/mL) (hr) (hr)
VRFTE8 A .
K5 4509 750% THET 137.0+179 192+42 049+0.20 | 829+0.79
A=r77874 19 750% 1327+176 181+44 057+051 | 829+092

(1g#%%5-, Mean+SD. n=29)

(ug/mL)

25 4
—@—LAFITEELRTA2OyT50% [HEL]
A= 5T T ETA YA Y T50%
20 1g#&5, Mean+S.D., n=29
i}
b
th
%%
<
F
z
t
2
&
=
3

30
B (hr)

24

0 6 12 18

L4 h 3R e HEHERS

MUERHLEENE OSIZAUC, CmaxZE0 /85 4 — &1k, el O IR, AR OFRIUAEL - B
55 D RERSAE I £ > TRR B HMEDD % o

16.2 BRIR
16.21 BRBEOHE
BEHERA126012. L ANF T4 % 21500mg % 22 M I el R %S Lz & &

Zefiikg & N T, BRI T tnach I LRI LR L. Crnax (Z30% KT L7275, AUC
XS Td o 7210,

16.3 24
AARNCTADABED LT OGAERNL, FEEFZEY B REFNT O RS, 0.64L/kgk
HE5E S RPN & 7 o 720 SHEI R ALTBIZ W RIZLNF T4 5
2 1500mg % BRI EIRNF G- L 72 & 10, AR o FIgfiEiz41.10 (056L/kg) TdH D .
R RV TH - 72,
in vitro B Wex vivo REEDFE R, L ANF Ty AR OERBW TH Such LOSTDIMA4E
T AEREEHIL. 10%RiTdH 512- 13,

16.4 1R
LT T4 8 Ak, BT b 70— APAS0AMHIEES CIEACH S e v, FE U
X742 b7 I FEOBREHNAKSETHY . T LD ARSI NSO FERBWDOuch
LOS7 (AVERFINME) ThDo b, RCHW AT TEL V1,
in vitro #EIZB VT, LAF T 14 4N Fucb LO57TIZCYP (3A3/4. 2A6. 2C9.
2C19. 2D6. 2E1J UN1A2). UDP-Z L 7 u v EEifsmés: (UGTLALK OFUGTIA6) %
CTRF Y Fe Py - LCHERRE RS oz, 720 NV TUfF MY
TADTI 7O AL EEE RIZS o0,

16.5 HEittt
BN (B GE6B) 121 NF Tt 5 £250~5000mgh) % 228 AR S L
7ok &Y, BGARKEITA E TORG RIS B IRPPREEEO P, REkE LT
56.3~65.3% ucb L057& L C17.7~219%Tdh > 7=s
HHE N EHE R A B AN UC- L RF T & & A500mg % HIRRIIHG: L7z & &12), 548
FEf % & TICIR G- D92.7% DU RED IR A 5. 0.1%03 3 A 5 I S 7z, #5548
R 1% F T ORGRASH T B IR R RZELR & L C65.9%. uch L057& LT
237%TdH -7z
LARF T 15 A OFRMZ R IRAR 2 8 [ OSSR FFRINAS. uch LOS7IZIE5RERIE S i
L REB IRANE 5325 L T 510,
V) N THRGR S N AR D1 H sk 58 133000mg Td % o

166 BENEREHTIEHE

16.6.1 BWBERERE
EHERE DR DT B AR 2 RIS, LT Ty AR BEEHRS Lss &,
RAT0Ly2) 79 v ALEHIEE®# (Cler @ 280mL/min/1.73m?) & H# L <.
REERT#H (CLer @ 50~<80mL/min/1.73m?) Tl340%. 4R TH (Cler @ 30~
<50mL/min/1.73m?) T52%. EEMT#H (CLer @ <30mL/min/1.73m2) T60%E T L

720 LRFFEH Lkuch LOSTOE VT Iy AR VTF =02 ) 77 v ALEFE
WZHHBA L7217, [7.2, 921, 98, 1664 ]
EHERE O
MR XT A =5 1B (235 hEERE HEE
(N=6) (N=6) (N=6) (N=6)

CLcr (mL/min/1.73m?) >80 50-<80 30-<50 <30
e 500mg 500mg 250mg 250mg
LRF T8 A
Cmax (4 g/mL) 219 [312] 155 [25.3] 108 [24.3] 9.2 [304]
tmax (h) 05 (05-2.0) 10 (0520) 05 (05-1.0) 05 (05-1.0)
AUCo: (ug-h/mL) 166 [165] 248 [16.9] 169 [16.5] 212 [19.1]
tiz (h) 76 [69] 126 [11.3] 155 [175] 19.7 [265]
CL/F (mL/min/173m? | 515 [7.8] 309 [14.6] 246 [150] 203 [209]
CLr (mL/min/1.73m?) | 31.6 [285] 153 [223] 9.7 [234] 60 [536]
uch L057
Cumax (4 g/mL) 0.36 [94] 0.75 [258] 057 [26.0] 1.06 [29.3]
tmax (h) 50 (20-80) 80 (6.0-120) | 120 (80-120) |240 (12.0-24.0)
AUCo: (ug-h/mL) 59 [9.7] 226 [459] 187 [534] 578 [57.3]
tiz (h) 124 (11.3153) |190 (17.3-19.9) | 203 (19.7-236) | 268 (17.2:33.3)

S0 [CV (%) ]\ tmax X Ouch LOSTODti24E i gufil (Fe/Mili-IR A fit)

CL/F: Bpiio&g s )75 A Clr:H20 77V A

16.6.2 MABNEZ T TV 3 RBBREEREERE
MLEENT % 52V T B A HRAER & 0 i AR 12 L NF T & & 2500me % BT G
AAFFBIRTIC AR 3 G L2 & &0 LT T 1 5 2 OIEENTEF O 2100 13 34. 75
T o 72h5 BHHIE23MERIC 4G L72e LARF T4 5 4% Ouch LOSTOBNIZ & A
BrZahEidE <. 81% R UBT% TH - 7217, [7.2, 922, 132 BH]




SEWEHE ST A — 5 LRF Ty A ucb L057
Cinasx (ug/mL) 187 [81] 884 [7.0]
tmax (h) 0.7 (04-1.0) 440 (44.0-44.0)
tiz (h) 347 (29.2-386) -
AUCoum (ug-h/mL) 462 [105] 230 [7.8]
CL/F (mL/min/1.73m?) 109 (94-131)
TAT T4 W —DBRFNE (%) 81 [75] 87 [7.2]
MLEEAT Fh O SR (h) 23 (21-26) 21 (1926)
MEEHNT 2 1) 77 ~ A (mL/min/1.73m?) 1157 [81] 1229 [71]

N=6. TP [CV (%)]

tmaxs tr2e CL/F. MLHEENT R O W b ok (e Mil-ie K i)

16.6.3 FFiEEREHRE
HRIE R O 4 (Child-Pugh/M AR UB) OB T #HICLNF T8 A% H
F#EIEG Lzl & LNFIR8 A0EH 7 )T 5 v AEEASLN 72, B
i (Child-Pugh/3#C) OIFHEREIRTHTIE. &8 27 ) 7 T ¥ ADMERHERA D#50% &
%7218 19 (HEATF—%), [73. 931 ZE]

JEHEREIR T

B EE S HERERN | Child-Pugh Child-Pugh Child-Pugh

SEMERE S5 A — g ild-Pug ild-Pug

HUBE 725 (v=8) A B FHC

(N=5) (N=6) (N=5)
CLek (mL/min/173m?) %V | 931138 | 1208119 99.6+13.2 635+135
LRFFEH A
Cinax (ug/mL) 231+12 236+49 247+33 241+38
tmax (h) 08+0.3 06+0.2 05+00 1615
AUC (ug-h/mL) 234%49 224+ 25 262+ 58 595 = 220
tiz (h) 76=10 76=07 87+15 184%72
CL/F (mL/min/173m?) | 634=97 625+87 554+105 292+135
T fE = SD
FD) LARF Ty a5 %ol
16.6.4 mf%
FEEEICBUT S LANT Ty AOFEYFEIZOWT, JLTF 7)) T T2 AN30~

ﬂmummmm%%wm(iﬁa 88i%) A AFRE L CRMI L7255, Wl <lkayk
I BA%IERE L. #9108 & 72 - 7220 (JLEIAF— %) [98. 1661 2]
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