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F UYL 180mg/ F % 2 MRS Uizl R, uiy 7 a7 2 N A TORKR EHREEE O EL Fi
61.8% (68/110 ) | #REE L ELL 1% 87.3% (96/110 ) Th-7=, BIEMIX, vy 7 a7 = F Y AT
17.9%(22/123 FN RO DIV, F2bDILHE » JEEARTL 6.5% (8/123 B1) . B 4.1% (5/123 f5il) Téh-o7= 9,
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2) FAGREAEL L CER T BN T3 LT i - iR B O 3
YL
(3) Znith
17.1.2 —RBEGEREiE
— B A ER 830 FIOER BB IR DL THD 81229,
HhER (%) s s
%‘é/%\% ﬁ?‘jJJ//LJ: %%ﬁ)‘j]uj:
REEIU Y~ 65/233(27.9) 132/233(56.7)
ST B IE 95/154(61.7) 129/154(83.8)
JE2Eephe 96/127(75.6) 112/127(88.2)
T8 B A B 7/14(50.0) 9/14(64.3)
SHJE BEAE B 15/24(62.5) 20/24(83.3)
Filik - sMEA 4/4(100.0) 4/4(100.0)
Ptk 124/177(70.1) 170/177(96.0)
2k FRGER 64/97(66.0) 93/97(95.9)
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AT Ta7xy rhTavey I T a7 AN S a7 TE L AT a s FT AT e .
Faxy ST )77 TAI ) TaT e YN a T 2 i
HE : BEOSHEEM O IINREIL, BB OE TR CAZRT LI,

2. EH{EF

(1) YEFRERL- YEFRHEF

18. FepheeH

18.1 fEfMEFF

0%y a7 =S NI LOKFIIERR O G | FORSES R R O35\ R AR S LA KDWY
SHL, FOBRERINIT TAS T T A BAMEIE A O8R EHEREHY) trans OH 14 (SRS Brfir) 1225t
SNTHERT 2, 37t 7 —BaEM AL U 0AR 75 D A EEHITERICIY, <= #0% -
PURIE - FREMERZ AL, FRCEURIER 3880 7) Tdhd 29126,

() EE R HHERRAE

18.2 $EE1ER

18.2.1 X7 ar = NT LKFIME Ty MR 1 #5-LT- L& Randall-Selitto % (JAE R NNHEVE) (123N T EDso
E1% 0.13 mglkg THY, FhTr7 = FFadtr AL RAZL AT, 10~20 {EO58\ - EF TR 2R LTz 2029,

18.2.2 nXx Y77 xS ND LIKFIE T NI N B LT L& | BIEMEEIRIEIZI T ID50 fiil S 0.76 mekg T
HY, FTad L LR, SR aT s A RAXL D 3~ EOSERREH IR 20,29,

18.2.83 mXx Y77 = S NY LKA T NIRE % 5L T- L& 18 PEBIRI R IEIC IS\ T ED5O fiEl S 0.53 me/kg
LIVIRTERATRL, AL RAZ v hFad x| T uktr 0 4~6 KO8R 1ERAZRLZ 29,

18.2.4 B 7' a7 = NIy LK T OSSR VE N IR THD 27,

18.3 R EESFA
XY 707 2P MY KT Ty NIRR AR G LTE& IT 7 = AR (BMERIEE T V) L 7P MR
(IEHERIEET V) FIHL T, iy mr x| 77 ad b LR FREOHRIEERZ R LT 2028,

18.4 fiF2ER
Xy a7 e NY KR E T NI AR G LT e & | A—ANIEARBNCKIL, Fhar =y 7 et
LIRS, A RAZ L DR 35 OMREBVERZ R LTZ 29,

(3) {E RS IRRERY- 4GRS
ML
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VI. ZMENEICEIT SHIER

1. IR EDHR

)

@

AR LA RE

L EERRL
ERERRER TR SN fo PR

16.1 MhiERE

16.1.1 BRI 58
TERERE A B 16 fillc ey 7 u7 20 F MY ABE 60mg BRSO 8 5-UL7=e 24 SIS L, i
Xy 7 u7 = (REAER) OVED, trans OH i GEPENH) ORI CIEAELT, B AR B I Z B9 AL
13eXy 7 a7 2 TR 30 47 trans OH fCTHY 50 23 Cob | I T K 1 REH 15 43 Tho7- 29,

f £ 1
Lo e/mbL)

6r

——

1.

=
_—

e el S Ty

Bt omg [l Che)

O%Y7027xFM)7) LgE 60mg ZEEE ORGSR O MTHIRE (S3aL—avh—7)

A¥YT07x M) LSE 60mg ZEEHE QX5 & DEMENE/ \SA—4

il Crnax Trmax tie AUC WG PE R | YH I B
$ | (ug/mL) (hr) (hr) (ng*hr/mL) (hr?) (hr?)
a¥y A1=4.04+0.93
7?7 16 | 5.04£027 | 0.45+0.03 | 1.22+0.07 6.70+0.26 11.21+1.82 Ro=0.5940.04
T
trans A1=0.99+0.07
OH (k | 16 | 0.85£0.02 | 0.79:002 | 131005 | 2.020.05 3.56+0.21 2o=0.5420.02
(MeantS.E.)
16.12 RiEH S

AR A B 5 oy 7 a7 2N A 80mg & 1 H 30 5 BB ER Q&G LI-sX, Hn%kEHE
MR IR &R 22 B 370 BRI e o7z 30,

16.1.3 £MFHRFHEHER
aXY a7 e NYLSE 60mg /=tr | Erk Y = 5E 60mg &, VR AR —/ N—IEIZIDENELL 1 §E (RF YT
07 = F YA BERPEL T) 60mg) fEFERA HYEITHE R T Bl A £ 5- L Tl RIS REZIIEL |
NI FMENRE ST A—5 (AUC, Cumax) |{ZOVNTHEFHIENTZAT T2 RERL, WAL RS RS AL 30,
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{ gg/mL)

EEv H O e RO RS

——oF)Fa Tyt U AROmg [ =D

cecag e RV =8 G0mg

(Mean+ 5D, n=10)

L= | (hr)
MmOy Oy EE#ER
EEMBNRE/ NTA—A
HIE ST A BEINGA—H
AUCo-6hr Crmax Trmax tie

(ug-hr/ml) | (ug/mL) (hr) (hr)
Xy razx
FRNTLEE 60mg | 8.7+1.2 49+1.3 | 06+03 | 1503
[J=rm|
AV = g 45:11 | 0703 | 14+0.2
60mg

BRI RIREMED DD,

M BEAEEENEONE AUC, Cmax 0D/ 3T A—H 3, #IRE OIEIR MEOTRIEIE - B OB FIZ I~ T

(Mean+S.D., n=10)

() &
R
@ BE-HAEOFE
1) BEOFE
R
2) FRAIEIFE H A
BrREDZE
R RL
<z#E> NLT.HHEER)OESR

2. USRI $54—5
L ERRL

3. REE GREAL—sa) iR
L ERRL

4, IR
MR L
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) mIFhEEKEEE
(2) FLi+Hs1TiE

16.3 27

16.3.1 MFEAREEE
MIEFFTORIAAERL O transOH RO K 7 SUFESHRITFNEN 97%, 93% ThD 2,

16.3.2 3Lit#iTiE
Stk 14 A HOZyNZ UC-a¥y 7 a7 ND LK% 2mglkg #% M4 54% . Pt FPIR ik i
B AR 4% 4 85 [T 4.3 1%, 5% 6 IEfEC 3.9 fi5 Tl

6. {5

16.4 e
vy 7 a7 2 NY KT, £ O #5A O TTH E B SIS, IR AR DIED,
TEVEREDD transOH KL cisOH (R I, RELARITHE S 30 ki, REIT 1~1.5 FERIIC
B AP | L, 2 RN RN E R 1.2 R, 2.1 BT 5 32,

7. Bt
16.5 HEt
¥ 51% 12 R ETITR G-BOR) 60%703, KREUIKRY transOH KD 7 V7o s ke LT, R HEI
Shs 32,
W R JIILonUigias s

1 (8 of dose)

."-i"’.

i . L L L L i
0 1 2 a [ 3 g

O%v7027x2Fh)7 LgE 60mg BEIEOR SR OERI R U L0 BB TIOR P HHELER

A¥FY 77 F M) LS 60mg BEREOR SR OEMERUT ILIOU ISR DRt

Be 5 8 Wiflth £ CTOMRH PR (% of dose)
RS VA= e akesii
S A= e 2.07+0.29 21.0£0.4
transOH & 2.21+0.47 16.0£0.6

(MeanS.E., n=6)
1) AFO7KGR S £l T 180mg Thd,

8. PSR R—4—IZ B3 3184k
ARl

0. BHHI- S DIREE
ML
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8.3 MERERIERIE, FIMERIRD | FRMMEE L, PR BIER ML, /MR D O DN HHDT, MR
EATHIREBE L 31TO28, [11.1.2 2
8.4 AR LAAIEAE T 258123, ROFHEEEF DL,
S TR R OO ZEEL ., 53 52L,
JRANEL TR —DFA DR 5280 T 528,
JERIEEDSHIUT IR T, RRIBEIREEE 5L 2,
8.5 @M (BRI Y~ ZETAMEBIFIES) (T UARIZ OO AT, IROFHEEZ BT 5L,
RG-S A IE AR MR A % O PHERER A 21T L,
SEMIELISNORREL BB T DL,

6. FEDHEREATIBEICETSIIR
(1) BHHE-BHEFOHLEE

9.1 AHHE-BIREEDHLEE

9.1.1 MBS DRERDHLEE
TR ERIELZENHD,

9.1.2 JERTOACFIEE R EEFIORIR SIS HILEEBRDOHLEE T, RO REBHREHVALETHY.

MDOEVTOR b—UUZ&SBENTHONTINSEE

ARANE G 5T DA 2T, HofRa sl HEICR G 3528, I AN UTFIEAT AR
TEARSFEANC L VAU PR AN RE 2R E L TVBS, /T BA M= /U L DIRRR IR EA R~ T
W MR SD, (2.1 2 ]

15



O+vJ02D VT FUD AR 60me ro=-k0y

9.1.3 MENDRERFTOHREEDOHLBE (ERLCMERDRE OHHIBEEERC
W PEE IS ORIER LI VR9 <7D, [2.2 7]
9.14 DEEEREOH 558 (ERLLDHBEETL2OHIBEERQ
BOT ARG Z A AN KRR, JRER AR R HINANEZD | DO S BN T 57
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9.1.6 BEMEXBRDES
JRAEA B LSBT L0 D,
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RREE LI EDZENDD,
9.1.8 BFEAEHLTLVDBH
VBN GEY e IUEAIE O L, BEE HOATWERICER 53528, IYUEE R LT DR 03H5,

@) BHeEEEE

92 BMEEERE
921 EELBHERETOHLEHE

BeHLa 2, BERRE, 27— BREEHSORIEREZ BBT22L0305, [2.4 2]
9.2.2 BHEBENITOBMEENHLEE (ERLBHEEES O0HBFEMR

VR, ZE AR, M7V T =0 B5 BAYY AESOR (ERNRZHZE555,

Q) R EEE

9.3 FHiftaEpEEBE
9.3.1 ERGITHEREDHLSBE

BELIRNZE, AEREL TR RERR S IS Sh TRy, BYL T2k thnd D, (2.3 B
9.3.2 FF#RERE X X EDRIEENHHEE (ERLCAHIEREDHHBEER

[ RERR A T L T FESED LD DD,

(4) £JEREE T 5E
RRESI T2
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9.5.1 iEEERHA DX

BB L&, B3R (T ) CORRIE & ONR IR OB RS HE ST, [2.8 2]
9.5.2 iR (MRS HA%ER<) XITIFIRL TS TREME D H S

18I LR ISMEDaEZ ER2 LS DB SO R B ETDT L, #5-3BBITIE, MR/ NRIZE 0,
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9.6 R4
160 EOFTRIER O RFLRBOAIRNEE S REL, SRALOMKG TP IR 028, BifIER(Foh) T
AT A~OBAT HES TS, [16.3.2 2]

(M INR

9.7 /INR%

INREE R R L LT SR RRERI XSG L TV U,

O =hE

9.8 =i A
DENOIGE BT D70 E B NROE I EE D BE D IREABIEE L DEEICR 54528,
RIERRHHDNT VY,

7. MEER

(D) BFRZRLZTDER
YL

@ BtREE LT DER
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i by | WIPDEIRIFERRSEOBTI g o e e 200015,
HA R °

FINVIR= VIR FE R
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A=Y o A AN =
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HHOTERL ., LEBHIITI
BIHZL,

AR OENTOE AR EGHRIL, r¥ Y7 r72T
97.0%. trans - OH (AT 92.8%:7E<, EHMEA
RO HAI OB &t FITEHER o O F 3K
DML, M BBEREN D720 E 2 5T,

—Za—% /R PUEA
LR 7 a9 7K
W&

TR IEM AR T 280D
50

Za—F /B RPUEAN, TR OBHIME
PIRARIEWE Th% GABA DX BE~DFEG %
PR L SRR RAE 2 27, AFIOHFHIZIY
FEEMEH AT 2720 LB 26N T,

MFANF Y —MREL LR-S

ARRLFH—] W, FOERZHEMITDHZENHD
@-—C %‘gﬁ‘%ﬂliﬁ%ﬁé:k %ﬁ@i*%f%é?ﬁ\ K%UO)E}EJXG:%U‘E)7OBX&
: : - | I AR ERICED, 2 B0RHI0
MPYF T ARIEEE BRI VT e s b Ui PR ERA 705 E 2
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TR B
N = FAOBI BT BT IS T T e B
SOR 2EK s X %)) 5 N=n
FTORRRURA | RUR-BEIEARREBETT DBEN | - 1) s ol b S i
tRaroaF7rIRgG | BbD, S ENTS
i GIE (A 8T B B2 5 | AR T A0 T DI BRI LD,
ACEE S 5. WP PR 2 IS0 FTRERE S,
TeOFTv ol I . Atﬁl DTS TP DALY,
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11. 8l¥EA
WROBEWERDSHHONDZENHHD T, BELA 13TV, BE DRSS 542 k35708
WO ILEEAT HZ &,

(1) EXLEIEROMER

11.1 EXLEHER
11.1.1 avy BEEARR) | PF245% S — (BHEARH)
Tavd, TFI747% e — (IR, SRR, Wi E, MR REESE) 23 Hhn b2 80385,
11.1.2 SEFERIBRAE (HAE A HA) . BIBRIEAD (BUERET) | Bt Hil (5 A)  BET B GEERH) |
/RSB BEEERIA) [8.3 2]
11.1.3 hEE4 R R IEFERAREE (Toxic Epidermal Necrolysis: TEN) GEEEARH) | R EREIEAREE %2
(Stevens-Johnson fE{&EF) (BHERH) . SMALBE B ARH) . SMERRERBIERAELE (B2 R~57)
11.1.4 BHFES G AH) | F70—EAEEE GHEAY) | RSB % GEEAR)
BB EEIZHEOE Y AISERH SO ENHLDOT, RHIEETH2L,
11.1.5 5ot A £ (B A< H)
11.1.6 DMHAEEE (B R | MM BEREE (/% AH)
UAEZE, MM B O AR R AR ZERR M R SR b Db AT L0305 ¥,
11.1.7 B M 3¢ OB REA)

SERDHOD NIDGEITEBICER ST IEL, B R ERVE A AlOR S FEOMUIUEEITIZE,
11.1.8 JE{etEiass GEE A8) | SEIEEH M (BEEE AR HH)
IS LM X N, KRGO, T i, AHEZEOIE LS HImASHBLL . 23U ay 7
HHONDLZENHDHDT, ZNHDIERDFED NS AITEBICR 52 IR, YR ALEEZITHIZ L,
11.1.9 8L B BT GEERH)
DRI BB DIEIRDSGRD LN A IRE DI 52 L, RS E1TH L,
11.1.10 /M- RERODIZE - BAZE (5% A7)
TN KEGOTEIB LN, FEZ2 - BZEH DN AZENBHAHD T, B R, M MBI S ORER A
ROLNIHAITEBICR G2 IR, BEIRLIEEITHIZ L,
11.1.11 BUERF 2 (B RB) | PSRRI (B A1) | 3B (B ARH)
FFkghERE S (BE, AST BH- ALT &R v-GTP 74 | BUERFR B HSHNAZENHD,
11.1.12 i B F84E (B AHT)
Wi SFEVEE DO BMEMER EE NS HONDZENHD,
11.1.13 MEEEREE 2 (B RE)
MBI S B, BFR ., T O NN, TR, B %) 13BN Z e ® D, FHIT SLE RAHE
FEAHARIRO B F BT,
11.1.14 HEBUHRRMEAE (S 07)
PTG, B, CK b5, i OYRFIA T ae s BRI SRDLNTAIZI, %54 IEL, w7
LBEATHIZ L, Fiz. BT RMHE I L A AR R EDRIEICEF 752,

@ zDinEIER

11.2 ZDOthDEIVERA
0.1~2%A i 0.1%Ai5 AR
WEEE™ B EOPERK FEN TS
Tl RS, H AR, BACRIR, | IEM: THAEVEEE | /NG KD
TG, TR ERL, 0l BEY . MERR
AN, IEEIEA, 178
B3 e, MmE 5
AR | IRK T, SHEV, LU
IR/ T ERER 2 2, [ Bk i M
Jehie AST k5 ALT B ALP L5
WARZR EHR MR, PEFREEE, PR &k
Z DA, FRIE, BRI AV Wi, B, R
) EEEPIETAZE
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B OIHEZ DT D030,
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(1) ERFREAICEIER

15. ZD/DER
15.1 EREREFRICE SUEHR
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BERERGTAN 72l
<FVDLIEY : HY
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[Fl—psy 3 . ey =4 60mg (B — = 1k)

e . (77 aryxy WrhFaro %

7. EfRSEESF AR
YL
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