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4. PFRARUSFE
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FRERIE H B AR 54 6 & A
PR HEDOEIFEA Y O FEHE A 22
Tl AR BLEEN Gk
R — 1 HiFEN Gk
(%) 96.4~101.7 96.4~102.7
& (%) 99.3~99.9 100.0~101.6
LSRR : R Y T LI AR B,
ABRSA:  25°C, 60%RH, 3 7 v I (n=3)
BRI H B AR 5 4F 6 f&5 A
PR FDOERRA Y D FbE [l 22
TR B BN k=
BRAF ) — HirEN k=
B EE(%) 96.4~101.7 96.7~101.5
& (%) 99.3~99.9 99.2~101.2

B EER 2 AW EMRGHRBROR R, 7€ M) U8 26mg [ F—7 ) 1T
WFICBWTC S EMETETHDHZ LN

T,

=




Q) BAKKEBIZEITIRENRE W

PG pifh (m@%f%ﬂ)ﬁw@uwgﬁisﬁﬂ)(mo;i-m)
ax g7 L 7 L g7 L M7 L
i &7 L &7 L W7 L &7 L
s i 7 L 7 L 7 L fidE7Z L

B M 7 L 7 L 7 L 7 L

1) TG BARBEREARN S « 824 - 1 7 AHIOBEAERIE TOREMRBRIEICOWTER), Frk 11 4 8

A 20 B IZH¥ECCRBRE £ L7z,

SERYXUE100Mg T F—"]

(1) hnsEEAER 92

AP RE - PTP

LR

SAERSA: - 40°C. T5%RH., 3 =~ (n=3)

R H B 4 I 6 & A
PEAR SRENREE T YNUROE S 7 [ 72
Tl iR Bk BN EEs
UK — BN Al
B (%) 94.2~99.9 90.8~97.7
& 8(%) 100.1~100.7 100.8~101.5
WAFIE - K Y = F L IS AL B
RERSAE - 40C, TB%RH. 3 7 v k(n=3)
R E H B 4 I 6 & A
PR FEEDOERRA Y OFbE [l 22
Tl iR Bk BN k=
S 2 — AN Al /.
(%) 94.2~99.9 92.9~100.8
& (%) 100.1~100.7 100.2~100.8
(2) REAREFHRER ®
ALHETERE - PTP Ak L 7= 845,
ABRSA: - 25°C, 60%RH, 3 7 v I (n=3)
BRI H B AR 5 4F 6 f& A
PR FEADERRA Y DFREE R/
Tl iR B Al
LA — BN Gk
(%) 94.2~99.9 92.0~97.3
& (%) 100.1~100.7 100.9~102.7
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AIEETZHE - AR Y = F L RIS AU A
AERSA: - 25°C. 60%RH, 3 =~ K(n=3)

R IE H RS 5 4 6 & H
PR FEDOFIFEA D OFEEE [ 22
TRl BiFEN Gk
U — 1 BiFEN Gk
(%) 94.2~99.9 92.9~98.6
& (%) 100.1~100.7 101.2~102.0

AR TSRS 2 W e RIIRAFRBR OFRE R, 7% 1 U F8E 100mg [ h—U | 1@ F O it
W RIZBWT S EMLETH D Z & PRI NI,

Q) BEEREBIZEITHLREN

LI Rl (400(:{{%'125%)% ) | (25°C, 753%5& 3fAH) | (120 ﬁjl?x * hr)
Ax ) g7 L @7 L 7R L @7 L
o 7 L M7 L a7 L R L
sk i 7 L 7 L a7 L R L

s 7 L 7 L fiRE e L R L

1) TG BARBESRARN 2 « 82/ - B 7B AAHIO AR IE TOLEMRBRIEIC OV TER), Trk 11 4 8
H 20 ) ICHEC CRERE F LT,

7. REERUVABREBEORENE
4 L

8. e DEALIL (MELPHELL)
AR L

9. lﬁ'll:l:lll‘i
(1) HERVRERAE
Z% b X 8/NEH 2meg/bme « HE 25mg/100mg [ b —" | 1, BREINTZEHEEICEA L
TS Z EDHER STV D,

7k BREHRBRIECS RUE)

AR © 7K 900mL

[FlHA%L : 50rpm

REWE Gk~ N7 7 40—

K 15 RO HED 85%LL o L X3 A &5 5,  (MAH 2mg/bmg - #E 25mg)
15 43 ORI 80%LL L & & T A &35, (B 100mg)
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(2) BHEEHICHITEHEFM

16.8 Z it

(SEM)FUGENERA Mg Th—T 1)
ZERM)FEENEM 2mg Th—U ) (X, ZF MU XU 8/NEM bmg T h—U | AR ERGE
E L& &, WHZEEEE S S, AMFERICRF L ARSI, %

FZEMIXUE/NEH 2mg [ h—DU | 1TOWT, [EENERLR L0 BRSO A1 [F) S5 R
HARTA ) CERk 2442 4 29 H SRAHRAI 02294 10 5) (LLF, A4 FT7A2) IZHEW, &
r COEMENRIEENHER INTZT7E N X 88/NNEH bmg [ h—U | ZFEERAI L U CORHREER
2T, AWEREERER S Lz, o, RBEAIOWM T ETKRAEL, T4 K714 0280 BkHE
Wiz Lz,

<P L >
3 B W : pHL.2, pH5.0, pH6.8, /K ok % n=12
|l #5 % : 50rpm H OB E R
HEpsg . ZE MY X UEENEHZ2Mg [ F—7 v | ZE M) X UEE/NEHASmg [ h—1 |
120 pH1.2, 50rpm, /SKILiE 120 r pbH5.0, 50rpm, /SKILE
I — e ° 100 b
= 80
B 60
—o— HERBFI {3(5[9 40 —o— HERBHI
—e— B 20 F —e— BHEBH
0
10 15 0 5 10 15
$RERBSRI (5) {RERESR (5)
120t 5H6.8, 50rpm, /SKILEL 1201 5, 50mm, 78KV
100 f —e 100 f ®
~ 80 = 80
{3/1- 60 EL 60
EL| 3
a0 f —o— HERHI %40 | —O— HEAmA
PAUNS § —e— 1RAEHF| 20 F —o— R
0 0
0 5 10 15 20 25 30 0 5 10 15 20 25 30
$RERBSR (5) $EERESRA (5)
EHFR =R (%) =S.D.
D[RSO E FHAE N OVHIERG S CESTE )
HE SRR H R (%)
BRI IR K] [F] A5 M D g v HE
B = N ZAE
49 N vall P HE R
pH1.2 | 15 101.6 102.6 ]
SRy | pHAO | 15 100.8 102.1 15 4y LANIC R 85%L) || i
50rpm | pH6.8 | 15 100.1 100.0 B i)
7K 15 99.6 100.5 ]
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QIR IR OHIERE R RBRILAI O (8 & DY H: )

(b)

Wil @ D) e | @
=p = PEBE TS H =R AL 1 2p[
szt v | R~ | VORI g | mamowse | wE

IN 1= 0, - > K

(]7) Eﬁj('fﬁ(ﬁ)) %ﬁ(%) %Zt%ﬁ

pH1.2 | 15 |99.8~103.5|86.6~116.6| 0 |RASHERRICEITHME L) 5

DEHIZRIZONT, B —

S Rrys | pPHS.0 | 156 198.2~102.8 | 85.8~115.8 0 KO SRR+ 15% D% i

50rpm | pHE.8 | 15 |96.4~103.5|85.1~115.1| o |[HEEZLSHONI2METL 5
fHLL T T, +25%D#ilH %

K| 15 |95.8~102.8|84.6~114.6| 0 [z 54 oLy it

QODFEREY . TN TORBRENF THEREMEL M2 L, BN RS L HE S,
-oT, 7 FPUFEUNEM 2mg Th—D 1 & FEHERE (T U F800EH dmg h

— 1) 1. AEWFRICRSE & R ST,
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SERYXUENRRE M [ h—"7 9

7% b UFGENEA bmg [ h—=U ) 1250\ T, MEFEEKMOEWFAFREBRT A FZ A

v CERR 2422 A 29 H EEHEAR 0229 4 10 &) (LT, HA K74 2) IZHEWIEHRERZ
1T-o7,
<HE St >
B o . pH1.2, pH5.0, pH6.8. /K oK ¥ n=12
B @£ % : 50rpm, 75rpm OB B Rk
HErfH . JERNYXU8E/NEHAMg [ F—1 | K . Z 7 X — v/ R bmg
120 ¢ pbH12, 50mpm, /SFILiE 120 pbH5.0, 50rpm, 7KLk
100 f —% 100 |
~ 80 F ~ 80
& s
# 60 | # 60
H H
o0 } —o— RERBA % 40 —o— BB
20 F —eo— 1REERF| 20 } —eo— 1RAEHFK|
0 0
0 5 15 0 5 10 15
FREEFRE (53) FRERBSRE (53)
120 120 o s
pH6.8, 75rpm, /$KILik K, 75mm, /SFILE
100 f 100
. 80 | . 80
s =
# 60 | # 60
H H
o400 } —o— BERIH| K40 —o— HERmFE
20 —e— IZHERFA| 20 —eo— FZHERH|
0 0
0 5 15 0 5 10 15

IREES (%)
T (%) £S.D.

FAINE D) HTE R OV E R R

FREREFE (53)

) ) E LI (%) )
RER S H(%;;E;ﬁ e J— KA ) i HE v HIE
SR | pHL2 | 15 102.6 98.2 i
50rpm | pH5.0 | 15 102.1 90.2 15 4y LANIC Y 85%L) |
SR | pH68 | 15 102.0 97.7 i i
75rpm 7K 15 102.1 95.6 1

ERORED | TXTORBREKMETHA BT A OB OHLPMEOHERBEIEE L, 7

T MU X AENEM bmg [ h—U ) SARHERFI O BB L T % Ll L7z,
- T, & MIBT 2EWFMRISEERBREZITV, 7% MU X8/ bmg Th—T ) (34%
HERUA & DAY FRFREED RS S hure,
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16.8 £ it
(SEMYFEE20mg T =T 1)

FERYXUEE 26mg [ b—D ) (X, 7 FUX U8 100mg [ h—U ) ZfEuERIAIL L= L

& IWHZEEDESE LA S h, EYTFERICRSE L AR ST, 0

7F MU X AE 26mg [ F—U | (ZOWT, [EED L 5t 0 BTRG O AN 8 R SRR

HARTA ] CFRk 2452 A 29 H FEEHFEAEI 02295 10 &) (LA T A K74 ) IZHEV,

bt b TOEYTFRIREEPHRE SN T E MU X8 100mg [ F—U ) ZFEHERAEI L L TR
AR ZITO. B ERIFASENERBR & LTe, 7Zads, RIBRBRAI QLT L HOKMET, A T4 2k

D D AKHEIZELY LTz,

< JRE Sl >

# B& . pH1.2, pH5.0, pH6.8, /K

[ #5 %% . 50rpm

HER#IF . TE MY X 5E2mg [ —T |

Bk #: n=12
ROBR B RREE

EmYERIF . Z7E MU X EEL100mg [ h—7 )

120 r pbH1.2, 50rpm, /SRILE 120 r pH5.0, 50rpm, /{KILE
! L g L 100 }
=~ 80 F
i:/|' 60 F
—o— HERHHI ?g 40 } —o— HERMHI
—e— IRERF| 20 } —e— {RERF|
0
10 15 0 5 10 15
REREERE (5 FREREFRE (5)
12 pH6.8, 50rpm, /8K )Lk 10 7K, 50rpm, /SFILiE
100 F 100 F
-~ 80 F =~ 80 F
g 60 | g 60 F
ol —o— BB 2wl —o A
0 | —e— iBAEHH 20 | —e— iBAEBIH
0 0
0 5 10 15 0 5 10 15
FREREERE (5 FREREERE (5))
P (%) £8.D.
DIRIZEME O] E FEAE R OVHIERE R CEYEA =)
HE SEER R (%)
B SRAE IR [R] & D B L U HIE
r = I N
45 TR LA T HE UK
pH1.2 | 15 102.4 102.7 ]
SRy | pHB.0 15 101.9 100.9 15 45 LLNIC Y 85%LL | 1
50rpm | pH6.8 | 15 100.1 96.1 B 1
7K 15 100.0 96.5 1




@IS I H I O e (GRERBUA D1E & DY)

(b)

WE| @ D e | @
-0 = \/j;}v\ R A —_— S =
wmar e | B~ | PR or | mmmonsme e
) | Bkl | 2207 |z
i (%)
pHL.2 | 15 |1005~104.7|87.4~117.4| 0  [FASHBRICHET S~ | 5
DIRHFIZON T, RBRE—
s Ry | PHBO | 15 [99.2~103.1186.9~116.9| 0 [moprypsitsr +15% 0|
50rpm | pHES | 15 |99.1~101.6|85.1~115.1| o |[HEZEXDLOR12MH 1] 5
fHLLF T, +25%D#iH 4
7 15 |98.7~101.7|85.0~115.0| 0 |2 % & oo7s/etn i

QODFEREY . TN TORMBREAF THIEEEL R 72 L, B RS & HE ST,

WEoT, ZERNIXUEE25mg [ h—U | & EERA (M XU 100mg [ v—T ) &,

AR & AT ST,
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SERYEEE100Mg T k—7] 99
ZE MY FUHE 100mg [ h—U | (22T, EBFREELOEYFZHEEMERBR T A RT7 14 ]
(CERK 24 4F 2 A 29 H EERER 0229 6 10 %) (LLF, HA K74 2) IV, EHRERZ

1T-o7
< JE Sl >
B o . pH1.2, pH5.0, pH6.8. /K oK ¥ n=12
B #i5 % : 50rpm OB RV
HERELKl . TEPFYXHEIOmMg [ F—7 ) EUERLE] . T I 7 X — LEE100mg
120 r pbH1.2, 50pm, /8RILE 120 r HH5.0, 50rpm, 7SFJLi%
100 | —Q 100
< 80 =~ 80
g 60 | i;; 60
E]?u 40 } —o— HERHA {ig w0 o EmAE
o | —e— BB ” —e— imEMA
0 0
0 5 10 15 0 5 10 15
REEER (5) SRERESR (5)
" [ oHes, 5orpm, /<KL 1 K, 50pm, /{F L&
100 | —9
g 87 2
W 60 | W
?% w0 | —o— HERMH ?31 —o— HERNH
0 | —e— EAEWH —e— AL
0 0 10 15 20 25 30 0 5 10 15 20 25 30
RERESRT (5) $RERESR (5)
TR 2R (%) = S.D.
FAIUME DI 8 FEVE f OV E Al S
HE SRR R (%)
BRI IR K] FPIME DA E FL v HE
B - 5 IR 7=
49 N el P HE R
pH1.2 | 15 102.7 98.7 1
SRRy | pHAO | 15 100.9 97.9 15 4SLAPNIC e 85%L || 16
50rpm | pH6.8 | 15 96.1 90.0 B iz}
7K 15 96.5 92.4 ]

FROMBELY  TRXTORBEMGTHA T4 OEHFEBOFELEOHELEICEHA L, 7
FRYFBE100mg [ h—T ) EEEEREI O HZEITELL L TWh 5 &l L7,
Mo T, & MIBT HEWFEMNRSEERBR ATV, 7F N X U8 100mg [ h—U ) [ JFE7ER
Fl & DA FRIRIFEIE DR ST,

10. & - a%

() EEADELES - Q. MIHHBLES - QRCET S
AR L
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(2) @
(ZERMIFXUENER2mg Tb—7 1
140 & [14 $£X 10 : PTP]
(SEMYFUENRAME T =71
140 & [14 #£X10 : PTP]
(ZERYX 8 25mg T k=2 1)
140 & [14 $£X 10 : PTP]
100 2 [N7]
(ZERM)XE100mg T c—"7])
140 & [14 #£X10 : PTP]
100 2 [N7]

Q) FHEAE
R L

4) BRHROME

W 784 TILTERE

ME

5% b F UGN o |[PTP :AVTRELS TAI=04

oo/ L PTP 4 . - - S
mg/5mg | h—1U | tre— TAI=UL-R)ZF LT IFX—F
SE N XUEE PTP % | PTP : AUHfkE =1, TAI=T L4

256mg/100mg [ h—17 | SN Tk ., &=

RV =T L

1. BRRE SN D EHE
DR L

12. ZOfts
MR L

18




V. JBEICEEYT 4I1EH

1. MEEXEFIHE

4. HEER TR
O TANAEBEDTREFICHT S EFIEE

o HE (CRESBIEREZED)

SRE M FRE

ER R FEE
ODIMTANETTHRILBIENBOONEBVTANAVEEDTREREIZHT 2R TADA

ELDHtREE

B HEE (ZRESBIEREEZED)

SRE R FAE

Lennox-Gastaut SEIEEEICH T 5 EARFE
OBMBHEZFIZEITDIRNIEY— FOBEFE - BRI

2. MREXIIHRICEET HEE

5. WMRER I RICEET 5FE

(ERIR HFEAE)

5.1 15 L EDBEICE T 2 HM: M O EVEIZ DWW TUIRENL L TR 28, 15 BT TR
HlOIREZ MG LT B IV T, 15 BB ket L CARIZ T 2558101k, BEOR
Eex T oBE L, BR EOFRMENGEHRMEE B D LM SN G/ ICoRBEET DL L,
(DIBEEZIZHSITHIRPITEY — FOBH - BRI

5.2 MR E DKy =Y — ROSMEMIRHR I3 T 2 AKA OB INE K VLM TN LT
AN

3. BERUVHE=E
(1) AERUAEDMER

6. AR UVHA=

OTANABEICRAWLDIES

BA (SERYFUESg Th—7)] RUSERYFE100mg T c—"T )

() BEIEEDHZE (HHFRE CRELBREREEZST) RUBERKREECAWDISESE)
W, 7T RIF UL LTRMO 2L H 26mg 2 1 B 1EEO#HFEG L, ko 2 #EIE 1
Hb50mg# 1 H 1FERO#KLSG L, 5#EIX1H 100mg 2 1 H 1[01X% 2 ENZ/5E LT m#
H4%, 0%, 1~2 BEmEIC 1 BEE L THRA 100mg O 5, #EEHEIT 1 H
100~200mg & L. 1 H 1 [ XiE 2 [N24E L TR O%E9 5, JERICIES Ui a g 5 23,
R 1 EMAMU EoMBEEH T CT1 HEE L TARK 100mg 72, 1 HH&EIZHR K 400mg £ T
EL. WL 1 H 1TEXIE2ENCHE L TRAKET S,

@QnNLTolgF O LEHRYT 558
WE., 7T RVFX UL LTRYO 2 HEIE 1A 25omg R HICRO&KE L, %o 2 #@EE 1
H2mg# 1 H 1EEOKGT D, Z20%iE, 1~2#MEIC 1 HEE LT 25~50mg 7 O
W45, HEFFAEIT 1 B 100~200mg & L, 1 H 2ENCHE L TRO®KET 5,

@ TolF R LEFHFRALZWNEEEY

@ -DARFIDT I D UBAEEFET IEF 4RI 558
WHE., 7T RIX U LTRO2EMIZ1I H0mg 2 1 H 1ERERAOKS L, ko 2 BEIE 1
H 100mg % 1 H 2 EIZHF L TRAKEGT 5, 20%IE, 1~2 BEIC 1 BEL LTHRK
100mg oM+ %, #HEFFHEIZ 1 H 200~400mg & L, 1 H 2 BICHE L TRAK G5,

@)=ii) @) -i)USNDOEEIZVEHAT S5
HARIEOLAITHE D,
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2%E  CAnABEICHVISE (AN

OF R
@7 et ) T LAEZH L2V | (DEAEIEDLE
NP, AED (ER %61 (ki
wn e P 2 @ RAD 7 - SRS ET)
DHAOME ~ 7 AV RABEEET| 4 ) N g | B OPREL IR
A et o DA O FEHES N
% AN D Z O I ESIUN AWS5A)
e 7
1-2HE |25mgZ@H&E 50mg/ H 25mg/H
(1 B 1E#&E) (1 B 1[AkEE)
3-4H 25mg/ H 100mg/ H 50mg/ F
(1H1E#EE) | (18 2EIZ5EL (1 B 1[R#E)
TE5)
53 B LI |1~2 B4 25 1~2 BMEICi K 5 # H 1% 100mg/ H
~50mg/H 3> | 100mg/H 9 it (1 B 1EXT2ENZHHILTHRE)
Wi 2, T Z D% 1~2 MK 100mg/H 37>
W45,
MEFR & | 100~200mg/H | 200~400mg/ H 100~200mg/ H
(1 B 2[ENZ3EI (1 H 2ENZSHEIL (F K 400mg/H)
LC#5) TH5) (1 B 1R0E 2 BN oyE Ly
(EEIT 1 B EoMEE2 1 TR
100mg/ H 7°2)

AFENTEL LT/ AT o Ui TR SN 5,

1) AEOTNT a U BREEITRT 2 AN L TRWERNC XD 0FREE T, Svrm
e N O LAEEHT 560K OHEIIES Z &,

HE2) AFDOINVT o BEEHET LR 7= v, IARTEE L, 7= /30
H—p, FYIRy, V77083, v ren - U N FEAESH
[7.2. 10.2, 16.7.1, 16.7.2 Z#]

H3) AFID TV b U BHAITH LEEZ RFSRWER . 7TV ETF T —, T e,
V=W IR, AT VAFTU RETe— b, TN UF T A LR
FT7EL L, NXTRRN, Tah IR
(7.2, 16.7.1, 16.7.2 ]

N (SERYFUENRA MG Th—71, SERIFUENMNRA MG Th—21, SELUF

ViE25mg Th—7] RUSERMYXEE100mg [ +—])

() BHIFEEDZE (EREREEEICHNDESE)

WE, ZE RV L L TROO 2EMIZ1 A 0.3mgkg % 1 H 1 [H X 2 BIZoEI LCRA
BeH L ko 28X 1 H 0.6mgkg 2 1 H 1R3E 2 FNCHE L TRAOKST 5, £ DKL,
1~2 @M 1 HE & L THRK 0.6mgke O+ 5, #MRIHEIZ1H 1~10mg/kg & L.
1 H1EXE 2 BENCAEIL CROKE T 5, SR U CEREEET 525, ¥EiE 1EML L
DOEMEAZHITT1 HEE LTHRK0.6mgkg 7>, 1 HAREITHEA 200mg £ TE L, Wb
1A 1ESGF 2 ENCHEIL CTRAKET 5,

@QNLToF MO LEHRT 558

WHE, ZEFERNIX L UTRMO 2T 1 H 0.15mgkg 2 1 H 1 EIRRAFE L, kD 28
i1 H 0.3mgkg & 1 H 1 BEAEEGT S, £0%KIT, 1~2 @fEIC 1 BEE L THRK
0.3mg/kg O+ 5, MEFFHARIZ, A7 aiB)r N U AN TAAIO 7 V7 v gk
BT HEANEDE T H5A1L 1 H 1~6mg/kg & L, KFID 7L v sz ik
THEANEDZ A L T ARWEAIT 1 B 1~3mg/kg & L.1 H 2[ENCHE L TRAOKST 5,
72k, 1 HHEITRK 200mg £ TET 5,

@ TOfF R LEHBALEZWNGEED

@ -DARFIDT IO UBAEEFET LIEF P2 HAT 558

WE., ZERIX L LTRAO 2L H 0.6mgkg 2 1 H 2 [ENIHE L TROZES L,
WO 2WEIE 1 H 1.2mgkg % 1 H 2BNZHE L TRAOKS 35, TO%IE, 1~28EEIC 1
Hitl U TR 1.2mglkg 7O 5, MFFHEIZ 1 B 5~15mg/kg X L, 1 H 2 [EIZ5%
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LTRAEEGT 5, 72k, 1 HHEITRK 400mg £TET 5,
@)-ii) @) -1 USNDOEE*YEHHT D56
sovZalgpt N U AEFHTAHEAICED,

2% CAMAVBEIZHVWDEES (UNR)

GFHIRIE
@ v7afgr ) v AEFR|G) VT al N U A& L (DEARE
o ERRY ) WIAETED D&
%ﬁéﬁiﬁ%@ﬁwamﬁﬂmﬁwﬂm($ﬂﬁﬂ®ﬁw/ (3)-iD (ER R 58
o | TR ET | BIAA E T 7 BIGE | o D RS D
- ?é%ﬂm%’ﬁé%ﬂm%iﬁﬁﬁéﬁﬂM)%ﬁﬂﬁé%é )
OERIT 258 |DFA LAWEA| 20+ 254
2 H | 0.16mg/kg/H | 0.15mg/kg/H 0.6mg/kg/H 0.15mg/kg/H 0.3mg/kg/H
(1 A1EHE)| (TA1EERS)) (L H 2Ry | QA 1FEERS) | (1A 1EX
FLTEE) 1 2 BN &
LTih)
4 H | 0.3mg/kg/H 0.3mg/kg/H 1.2mg/kg/ H 0.3mg/kg/H 0.6mg/kg/H
QR1EHRE)| QR 1EREE)| TR 2EIZ | (1A 1TEERE) | 1 H1EX
L THE) I% 2 [N 5
LTih)
53 HLARE| 1~2 M | 1~2 EEEC |1~2 B 1~2 BRI R K| 1~2 M4
K 0.3mg/kg/ | K 0.3mg/kg/| K 1.2mg/kg/ H |0.3mg/kg/ H 32|  (ZH&K
H3 Mg | B2l | 3 oMiE T 5, I 5, 0.6mg/kg/H
Do % FOWE T
Do
HEFFH & | 1~5mg/kg/H | 1~3mg/kg/H | 5~15mg/kg/ H 1~3mg/kg/H |1~10mg/kg/
(/K 200mg/ | (FK 200mg/| (FxK 400mg/ | (Fx X 200mg/ H) H
A) A) A) (1R 2ENZHEIL 6= FN
(1 H2ENZ4| (1A 2ENZ4| (1 H 2RI THe) 200mg/H)
#LTRE) | BILTRE) ELCTHE) (1H1mMX
I 2 BN
LCieh)
(AT 1A
ML _E oDl
T THRKR
0.6mg/kg/H
)

AFENTEL LT/ AT o Ui TR s N5,

E1) AFIOZNVT g BRIAITxT 58RO TRWIEANC L5 0FHEETIE, v rae
e N O LAEEHT 256 OHEROHEIIED Z &,

H2) KON v G EHETLEA 7= M IV EEY, T2/ 0
=, FUIRy, U770y ot Fen - U M FEAEESH
[7.2. 10.2. 16.7.1. 16.7.2 B&]

H3) AFID TV b U BHRAITH LEEZ TS RWEA . 7TV BT T — L, T e,
V=W IR, HAARCF L VRAFVY RETw—h, FLAIRNT L UF UL LR
FTvHL, RTUNRRNL, TaPh IR
[7.2, 16.7.1, 16.7.2 Z]

OMBHEEZFICHITIRNIEY— FOBER - BRINFIICRAWSIEES (SEMUX 8 26mg I+

—71 RUSELYX 8 100mg T k—"))

() BEIEEDZE

WHE, RACIETZERIX U L TRIO 2T 1 B 25mg 2 1 B 1 [EERO#KE, RO 2

EREX 1 H50mg 2 1 H 1ESOX2EICOE L CGROKS L, 5BIX1H 100mg % 1 H 1

BISOE 2 ENZABI L CRAF S5, 6 HELREITHERHEE LT1 H200mg 2 1 H 1[HX

X2 BN E L TRO®KEG T 5, ERICES U ClEEHERT 228, BER 1AM EOMEEZ H
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JT1H®EELTHRAK100mg 72, 1 HHEIFHRK400mg ETEL, WIind 1 H 1EXE
2 B E L CTRO#B ST 5,

QL TaEF ) HDLEHEAT SEE

BHE . RAZIETE R X & LTRAIO 2 BENE 18] 25mg @ B Iz 05, o 2 @[
IZ1H2mg# 1 H1EREAOKREL, 5#HIX1H50mg % 1 H 1[RXi2[ENZ5%E L TRk
A543 2%, 6B UBITHERHAEL LT1H 100mg 2 1 B 1 [130E 2 [H24E L TR n&
H9 2, JERIOG U CGEEHEET 528, #EX 18R EoMEZHI0T 1 BEE LTHRKR
50mg 7o, 1 HAZEIFHKRK 200mg £TEL, Wb 1 H 1EXIE 2 EBENZSHE L TRRO#E
595,

@/ TOF YO LEHBALAENEAED

@ -DARFIDT I D UBAEEFET LIER AT H5E

WE, RAIEZERIF L TRO 2BMIIE 1 A 50mg 2 1 B 1[EKERO#KS, RO 2
FERENZ 1 H 100mg 2 1 H 2 [ENCoE L CRRO&EE L, 5 AL 1 H 200mg % 1 H 2 B4
L CRAOKET S, 6 HBIZ1H 300mg & 1 H 2ENCHE L TROKES L, 7B LUEIE
MERFFHE L LT 1 H 300~400mg % 1 H 2 [AIZ/E L CRO#ET 5, JERIZI U C T
a2, HEIX 1 EBU EOREZHITTC1 HE L LTHRK 100mg 3o, 1 HHRITREK
400mg ETEL, Wb 1 H 2ENZHEI L TROKEST 2,

@)-ii) @) -i)USNDOEEZVEGHAT S5

HAERIEOLSZAITHE D,
2% MHEREEICB T R0 Y — ROEZE « FRIMENCHW 5548 (RA)

OF L
@7 et b o AEZOFH LN
o LR
T RN il (€ v 7= Y o7 ] I G IS
p:g * S iR A AN 2285
FAOTER | wprmrsa | o 5 EEET S| @ usosrs
g4 ORI 2855
ZZM=
1-2H |25mg =@ H&S 50mg/ H 25mg/ H
(1 H 1FEE) (1 B 1[E#E5)
3+ 4H 25mg/ H 100mg/H 50mg/ H
(1H1EEE) | QB 2ENZ2EIL| (1B 1ES0UE 2 EIC5E L TH&Y)
)
5 1 H 50mg/ H 200mg/H 100mg/ H
(1H1FEXET2 AH2ECZEL] 1 H 1RO 2 EZSE L THRE)
Bz oyEl LT TH#H)
5)
6 11 H LI 100mg/ H 6 H 300mg/H 200mg/ H
(A K 200mg/ | 738 H LA 300~ (Fx K 400mg/ H)
H) 400mg/ H (1 B 1R3T 2 BNSoE L CE)
(1 H1FEXIE 2] (RK400mg/H) | (HEZ 1EML EOMREEZ &1 T
EHCpELCHR | (1B 2EIZ5E L K 100mg/ H $°)
5. THH)
(Wl 1M | O8&ElEL 1 B R
L EoMEE S | OfEE &I TR
7 THK 50mg/ | 100mg/ H $°-)
HJD)

AHFNIT L LTO Y o U plsBEe s TR S5,

1) AFNO TNV v Ba ATk DN O N TRWEANC X 2 0FEE TR, v r'm
et N U LAEHT2EAOREROHEREIINEY 2 &,

HE2) AAIOT NI o BBREEFETIHEL . 7= 2, DARTEEL, 7=/ /9LE
Z—)L FUIKRy, U778, vt U MFELEEH
[7.2. 10.2, 16.7.1, 16.7.2 /]

E3) AFNIDO NI v AT LEELE RIFS WA 7TV E T T — v FF5 e,
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VW IR, AN F VATV METw—b LI UFTLA LA
FovH LA, RTUNRFXN, TaPI R
[7.2, 16.7.1, 16.7.2 Z}&]

(2) RERUABORERM - R
B L

4. AERUVRAEICEEY 5FE

1. AZERUVREICEET 5FE
(Zhaek@)

1.1 BBHEOREREEDORBEIL, EDONTHELVCHEZBA TEE LESEICENZ &N
RENTWAHDT, BT BN OMAEHLEICEE LT, 6 HEROHEABETTLZ L,
7pB. REBFESICL VAT LRI BT 28MOMAEDENR WA IZIX, AL
AR LTS, OB VWHARICRD L) ERZ ALY THRSTHZ L, [1.1.1,
1.1.2, 7.3, 8.1, 11.1.1, 17.3.1, 17.3.2 &f&]

1.2 FHT23ANCOWTIEL TO LB HINAIOTHET L Z L, b, Kilo 7 Vs a
VERTAITR T DB TR WA X A PEREE IR, ST ekt Y U A&
THLAEORELOHEICHES 2 &, [6., 10.2, 16.7.1, 16.7.2 /]

s REND TNV v U BRRA B E T 5 EKA

Trx=hAy, ISP, T2/ EHX—)L, FYUI R, V770, vt
FEN U M ENEEH

s RN D 7T v AR U U S SR

TIVETT )= TP, V=HhI R, IR F o VAF YV PETw— |k,
VIR VFTA LRFITEZ L RXTURF, Tah IR

1.3 RANZ X 2RBEOEFGFIER OO B G- 2 1k L7581, 168 OB IRIEN fat: %
EE D LR SN D HEUIMNIFERE LW b, FREICHT--> T, W 28 TR E
ZHIEL7ZEEICBOTH, MEHAELVEROAELOEET S Z &, B, BETIENSA
B OWINPH D 5 5O v mfigr U o AEZQFR L7-RRTK 350 BEfE], L7 o g
T MU T AEHETARFO 7 VT a UG ST 5 3EA 2 0 L2 R i3 65 FEfE (0
THNHHEANDOT —%2), ST aliEh ) oAb ARFO T V7 v U RiaE %% 5385
BER U720y » 72 BRI 170 BERE]) 28408 L TV A8, wIRIAE?S 6. HIER OHEIZHE-
THBET 2 Z RSN S, [7.1, 102, 16.7.1, 16.7.2 BH]

1.4 KFEERIZ AFID TV 7 b A % HE S 5 WOIEEE S 5 K5 2 &% 5Bl Uk G-
IET 2541213, ARIOHERSZBETHZ L,

(BRETAMADARE)

7.5 KF| &2 BRI RABFEVELAN D/NE T AN ABEICHODHEITE, OB TANARE AL
THEAT 2 Z &, ERRAEELNOENEER BRI BT, ARFIHEME 5 o AR L7
VW, [9.7.3 8]

1.6 /NRTAPALBE~EGT 2561, 50 (1~2 @) ICEREHRE L7 1 AHER 1~
2mg OFFANTH > 725E1% 2mg SEZFR A IS 1 SERAT 5, KEHRE L7 1 HHED 1mg
Flm DG EIIAANZ IR L TidZe 6720, AFIEG R, AREZ(EEBIE L, LIS CiEY)
WCHEBEOETLZITH Z L, 728, 2~6 mO/NROLA TR H & O EIRAHEO H &3 037
BERD D,

5. BRERAUE
(1) BT —%5 /8y —3
AR L

(2) BREREIEHER
B L

Q) AERICERZRAR
ZEERRL
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(4) HREEAIAER
1) ANERGEER

(BRETAMADBE)

17.1.1 EFHERFIMARER (A, BHIEE

BT 31T D FAE SUTIRE I ARBE A AT 20 T2 IZZ W SN TADLAERE L OFR L
7o CAMAEFE CRIGE) 65 il (HARN 39 fil) Zxf%ic, HARKOEEEIZI W TIEXTIRIE
Bk 2 320 U7z, #EFFH B4 200me/H & 725 X o 3%E L CHEM Lz, FETERR OfERR
EW A TR D 24 M) 1281 D RBIEHEIMERIRIX, TROLBY ThoTo,

Py P FEAETH K TENEH RAERFR™ (%)
Bi%k HERF5 [95%15 #H X [#]]

T T ORER 65 28 43.1 [30.85,55.96]
Ay FAE 55 22 40.0 [27.02,54.09]
sREL [ ARIEAE 10 8 80.0 [44.39,97.48]

TE) HEFPRREIIC R AR R AR S NTIEDIE 7 % b U % 2 B IEBIS
MERFE G- 2 46T LI Ofikisc B 530 (24 ) (231 2 RBIEHAMERFRIT, TROLEBY
Thote, ok, MEGIIZAADOATEM ST,

e P S EEES FENEH IAHERFR™ (%)
LGB HERHBI [95%(5 #E X [#]]

T R_RTOIIERY 19 16 84.2 [60.42,96.62]
oy AE 13 12 92.3 [63.97,99.81]
R E AT AE 6 5 83.3 [35.88,99.58]

VE) ey B AR R DS HE R S LT JE BT T E R U o B 5IERIE
BIVE R BB 1T, 31%(20/65 ) TH - 7=, EREIERIZ, 32 15% (10/65 f5]) . BEJE.
FU, ROHEBREES 3% (2/65 ) Th o= (KRR, 47,48

17.1.2 ERERFEIAGE (NNR. BEIEER)
/NN R 2 ERURMBAE 2T DHT W SN2 40 5 1258 D T A A BE CRIBIE)
20 il (AARN 16 ) ZxZiz, BAKROEE IO CTHAIER G X 2 IERIEE iz
Il U7z, HERFH EIXRIEORESLZ2MEZEE L T 1.2~10.2mg/kg/ H X% 400mg/H  (\»
FTHNMEROHE) DORPHN THEBEATREE Lz,
HEERR BN TR (HEERRIENIC BT A 12 B 123\ T HV-EEG 12 L 0 @RI RARFEIED
TR DR ST 50 L. 1RSSR SAEFIEL 20 B 7B TH Y . ZDOEIE (95%(EHEIX
M) 1%, 35.0 (15.39~59.22) % T >7-,
HERFRIER 248 T L7= e Ofki% G- 12 #FF 2B\ T HV-EEG (2 X 0 @RI R HREAED TH
DSHER S TR E R, e G HICBIT L THIh 6 Bl TH V. TDEE (95%FHEX
M) 1% 85.7 (42.13~99.64) % T > 7=,
BIERZSBBEE L. 35% (7/20 ) Thoiz, TOWERIL., H2Z 25% (5/120 ). AFiEER
AL K OGR4 5% (1/20 f5) T o7= (KRR, 49.50
VE) NE O ER SRR 5T % KGR S AT ARH O HAHE 5 OMER T 1 B 1~10mg/kg, K 200mg T

b5,

17.1.3 BN EIHEFAE MNRERUBRA. BEIEE)
EROYFAEUTRE R BIEE A T DTS W SN CANABRE L OER LIz CTADAR
FOCRIBIR) 34361 (12~T72 1) ZXRIZ, DA~V EURRIEEHRABREZFEw LT, 7
T U F ORI EA 100mg/ B X% 200mg/ B &% E LTz, #HEFFRGH G T 1
O 24 ) 2B DRIEHIHERFRIX, TROLEBY Tholz,

7€ U X2100mg/ HHE|ZE N U ¥ 200mg/ H#E | L\~ B E
RIS 115 111 117
FEAETH I HMERF 151 59 67 64
PEAVETE ISHERFR™ (%) 51.3 60.4 54.7
[95%(5 fE X [#] [41.81,60.73] [50.63,69.52] [45.23,63.92]

VE) MERRRE I RIS S0 MRS SRR T b ) B SRR
ZE MY X URRCBT DRIVEARBISEE L. 26% (58/226 f5]) T~ 7=, 5152
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17.1.4 ERNELNMAERE (A, FAEZX)
R NAZ 1T B 5 FAE R OV B 6% Add-on #%5:1C & 2 5B ITAHRER (5 S ikt
Br) HFEM L7, TF B XM HEII L alET MY v A BREICIE 150mg, N
N7 agd b U AIEPFHAEE L 300mg, AR EIR S WM LR E L CTEML7-, A
PERRAT R SIE BN 31T D I i MR UGEE K OV RBIEAUC B DI SR UGEE T LI T & B
D ChHot-,

B E b
Bt JEGIH | ZEBA R - HE :
e E s A AL, A Wilcoxon
FE MU X . 10 20 16 26 12 3
i (11%) | (23%) | (18%) | (30%) | (14%) | (3%) _
p=0.0119
— 89 8 13 9 34 23 2
(9%) | (15%) | (10%) | (38%) | (26%) | (2%)
e < |
JiE
N B | || E|E
% }jg R
HIE RN it @J w | | w |z |1 | F R
i I i
ST FJELMUXRRE |66 |6 |17 ]9 (22|10 | 2 | 23 (35%)
e FS5EREE |66 |6 |12 7 [20(20] 1 | 18 (27%)
. FJERMIFUBEl7 O[3 ]2 11|10 3 (43%)
i 3 et
SRIEAESE FovARE |11 1 |11 ]7]1]0 2 (18%)
Lennox-Gastaut FERYUFURE |11 | 1 313121210 4 (36%)
JEAERE D A E 7T B AREE 6101|1104 1|0 1 ( 6%)

ZE N X BB DEIERRBBEE L. 37% (32/87#1) Th-o7=, ERBEWEMAIX., fHIE
20% (17/87 ) . BN MED F W 13% (11/87 1)) | 58 o OMERLA 5% (4/87 f4i]) T > 7=, 53.54.55)
17.1.5 ENEOHERE (MR, G-AERE)

INBIZIB T DI RIER OV EMRFEIEICKT 2 Add-on #5112 X 2 MR (B EHR R
BR) &2 EfE LT, 7F MU X OMETEIZ AL aiET U U AR EAEE T 1~5melke/
H (RS 7 et ) oaz0H L. 747 v BRas 284 5 38A0 2 O o BE T
) 1~3mg/kg/H) ., v gt b U o AFEGFHEE 21T 5~15mg/kg/ H | #ERFFH & B 8
WM ERE L TEM L, ARWERNTRISIEFNZIS 1T D ik B UGEE L OV RBIERLIZ S 1)
HIRMEARYGEEIZLL TO LB Thol,

B = o
BERE JEGIS | 0 R ) E X
s &= e A AL, TRAE Wilcoxon
_ e 12 26 18 18 9 3
TERIFME 86| (1400 | (30%) | (21%) | 21%) | (10%) | (3%) |
p=0.0009
Jew s ke | 89 3 17 17 29 20 3
h (4%) | (21%) | (21%) | (27%) | (24%) | (4%)
= < |
JiE
X %k ||| E T
AR B51E @J O A P i e R
L # i
N ZEMIXRE (33 |5 |7 [ 719 |5 |0 | 12 (36%)
oy s V=HIFEE (393 119 |8 |6 |2 | 14 (36%)
. FJEMIFUBE |73 19 |1 2|1 |1 12 (71%)
) :

AR =3I FEE (1210 |1 3440 1 ( 8%)
Lennox-Gastaut FJERNUXFUBE (8313 |11 |8 |6 |4 |1 14 (42%)
JEAERE D SR FEAE VoI REE (3410 |56 |11]12] 0 5 (15%)

FE Y XURECBIT DRIEASSEBEE L. 43% (37/87H) Toh-o7-, E/REIEMIZ. HEIR
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26% (23/87 f31]) . FEhED £ 7% (6/87 ) Tdb - 7=, 5657
17.1.6 BOYERKREER (KA. tREE)

NS T DB 5 Add-on 52K D “HEHRZ 0 24— — Ll & 3
L. % FNU RO RS 400mg/H (L7 afigd b U AFEORH) . MR B 9
WM EFE L THEM LR, 7F X URICR T 2 RBIEHEERD RIXT 7 v RRE &
LCHEIZEN- T,

7 MU X UGB T 2RITEREEBEE L. 70% (66/94 f3]) ToH o7z, FEREWERIL,
TFEIE D E U 30% (28/94 ) . il 27% (25/94 ) . 11 18% (17/94 f5]) T - 7=, 59.60
Flo, 7 NUXOMR RS 300mg/H (v afigs Y o AIEFERH) UL 150mg/ H

(v afg) Uy AP, MR ENIM 12 BRI EEE L TCEBLEMSR, 7YX
VRSB A REHEERDRII T T AR L B L CHERICE NS T,

7 MU X URGHICBT 2RITEREBBEE L. 7T1% (29/41 ) TH-o7-, EREWERIL,
TREIMED £ 17% (7/41 1)) . Hls 15% (6/41 #) . BEIR M VR4 12% (5/41 ) Tdh -

7~ 59),60)

Bk EfBI %R RAFBE LD 36 Lff D
400mg 88 9504 Rk
150mg 233 300mg 41 26% %

H1) 7T7eREDE

H2) Sarat N o AsfROEE

IR 9<0.001

17.1.7 B0 EeERAER UMNE. BtRES)
INBICRUT BES R AEIC 5 Add-on ¥ 512 L 2 T E G RI TREM iR A2 Ehi L7z, T
T MU UOMEFHELZ LV RERT Y U AP BT bme/kg/H (K 250meg/ H) .
sov7afes v U o AFEFHBEIZITK 15mg/ke/H (kK 750mg/H) . AR HE®IF 12 8
MIERRE L TEMLUER., 7T M) X URICBITD2RIEHEERDRIIT T 2REEE i L
THEIZE ST,

R i TEBIEL FEVEBASE T S rp i
FERY X R 98 3697
7T AR 101 7%

R p<0.01

T N XUBCRIT ARIER RS IL, 66% (64/98 i) Th-7-, TERRIEAIL, HHIR
18% (18/98 i) . FEMED F > 15% (15/98 f5l) . i 10% (10/98 f5il) T - 7=, 6162
17.1.8 @5 ERREER (MNERURA. SFREE)

Lennox-Gastaut JEfERE (3~25 %) (28T 2 BB IEICH T 5 Add-on 5L 2 _EHEM
WATEEM L EGRER 2 Eiti L=, 7F U X OfFFHEZ VT afigt N v AJFHEEIC
1389 5mg/kg/H (B K 200mg/H) . »Sv 7 afig) U o AIEJFHBEICITHN 16me/kg/ H (B
K 400mg/ H) . #EFFH B 10 B & RE L TEM L7-MER, 7T U XUBEHCBIT 2% E
BEFE D RIX 7 T 2R L i L CHEICE - T2,

B HE TEBIEL FEVEBA LD 4 P R fi
LU R 78 32%*
ERATN i 89 9%

*: p<0.05
Z7F b X URHCBT RITERZSHMBERE L. 30% (24/79 ) Th-o7-, EREWEMIL. 5
8% (6/79 #i) . Mant, LK OKHES 4% (379 f5l) T -7z, 6964
17.1.9 @5 ERREEE (MNERUBRA. SFREE)
SRE RIE (2~55 %) (ZxF3 % Add-on B 512 & 2 B BRI TRER] HrigslBh 2 5k L 7=,
7 N XD ELZ VT i MU U AGFHBE T, 2~12 I3 3mg/kg/ H
(BeK 200mg/H) ., 12 21T 200mg/H, ~Sv7afg) b Y o AIEPFHEE T, 2~12
lZ 1 12mg/kg/H (FcK 400mg/H) . 12 %A1 400mg/ B, HEFFHEHIM 12 #EH &3 E
L CEM LRSS, 7 )X UBICHB T 2RIEFERDFEITT 7 B RREL i L THE

Eo T,
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B i AERI %K FEVEBALE D 3 P L
7€ b ﬂ?‘f/ﬁ 58 8904, K%
77 AR 59 43%
. p=0.006

FE X URHCEIT HRIVERRBMEE L. 22% (13/58 ) Th-o7-, EARENWERIL, H#)
PO F U, EIR L OELE 5% (3/68 i) TH -7-, 6
(MBHEEFICE TR0 ITEY— FOBEH - BRIED
17.1.10 EAE I /MR (RA)

W I RIEE A2 A3 585 (215 61) X502, #1H (8~16 M) & L THEMFTTE

FU ¥ 200mg 285U, 52 #] (26 H#) & LT, ERNLE LTLEEEZRNRICT T
R T v 7 SRR IERER & FE0E L 7=, FERHMBEE CH D H 2 WIBA DIRBRZ Tk -
Wi+ 2 £ TOHM (Time to withdrawal from study : TWS) 1. FTEDO LBV THY, A
Ny MNEHEETORMIZ, SE NI FUBTES I ERBEL KL TEL ., #EH PR AE
ENRRO LN (p=0.010, 1/ T THRE),

F1 HI/MAEKERIZETS TWS

752 AREE 7 MU X R
S £ 58 #i 45
AR N RBEIE 74.1% (43 ) 53.3% (24 f)
TWS Fdefii [95%EHEXRE] (H) 67.5 [32.0,127.0] 169.0 [111.0,n/c]
7T REE L Ol p=0.010

n/c : FHAGEE

) v
1R 2 RIVER S EBAEE 13, 32% (69/215 f5]) TdH - 7=, TE72EIWEM L. 32 6.5% (14/215
) . FEIR 4.2% (9/215 1)) . MHIRS 3.7% (8/215 f) . .0 2.8% (6/215 ffil) T -7~ 60

2) REMHER

17.1.11 BRRBREHER (RA)
5 I/ IIARRRBR L S fkfoe L C oM L 72 52 A OB R M55 BR I I\ T AP I & 0 G S
LESR O & (50~400mg/H) TTE U FU2REG LIERRIE, TROLBY ThoT,

. " CGI-S ™V HAM-D17 %2 YMRS 9
SR PR o e T e | aabn | AR | BalR | AR
IR A hAIRE 92 |2.9+1.1 — 9.7+8.0 — 3.0+5.5 —

6 84 |22+0.9 [-0.7+1.0 | 4.3+49 [-4.7+72|2.6+44 |-0.3+5.9

16 i 78 | 2.1+0.9 |-0.7+1.2 | 5.2+6.0 |-3.8%7.5 | 1.7£3.0 [-1.3%+6.1

28 i 77 12.1+1.0 |-0.7£1.2 | 4.5+5.1 |-4.5+7.7|2.0£5.2 [-1.1+5.8

40 70 |2.1+1.0 |-0.6%£1.2 | 4.7+5.5 |-3.9%+7.7 | 1.7+4.0 |-1.1%£6.7

52 A 68 |1.8+40.8 |-1.0+1.1 | 3.9£5.3 [-4.4£6.9 | 0.8+1.7 |-2.1%£6.0
A& FHMREE 9 92 [2.1+1.2 [-0.8+1.2 |55+t7.3 |-4.3+7.2|1.9+t56 |-1.1+7.1

SEEIE R =

H 1) MGEBOEEE

H2) NIV b2 ) ORRHIRE (17 HHH)

1 3) v 7 R R

£ 4) LOCF (Last Observation Carried Forward) |2 CXKHEHEZ#i7e. HAM-D17 (X YMRS (22U Cid 91 4
FW#GRBRICBAT LRGN T 5 RIEHZBUEE L, 21% (19/92 #) Th o7z, E72Al
TERE, BkEE 7.6% (7/92 ) Th o7z KFEKE), 67.68)

6) 8% - FEAHR
AR L
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(6) JamAIfEm
1) ERARERE (—REAKERAE. BREERBRERE. ERAMBLEAZR) . RERTERT—
AR—RE. BERTREBERABROAS
EERR L

2) FREH L L TRBPEONERERIEL 1% - RROBE
A E L

(1) ZDith

17.3.1 ERERKRFAERICHITIRAENEWVICLIRZEOEBETORERE (VNILTOET Y

O LGtREBE)
ARHE WRARELOZOROWEIMAE) L EmWHETRS LEZENBEERR (L7
nigs b U v AGFHEE) TORBEFEORERE OREHERIL 10.4% (18/173 i) TH-o7d
kL, Sv7 et Y o AFRHBEEICB W CRGRAETER S Lo B IR R Tk
2.9% (3/102 %) TIH-7=.69 [7.1, 8.1 &M]

B O | R EO R EEEORIGIE ERE)
AR CRE LI 0
25 T FR B e A B 102 3 (2.9%)

R L O AT .

1y . U7 [ B AR 173 18 (10.4%)

17.3.2 ENERREERIZH T 5 R EFLIRARAEIREE (Stevens-Johnson fEIREE) DFIRE
NS OV T AW ARBRE 2505 & U725 T KOS AR R AR B (23T, 547 il 3 fl
(0.5%) |ZRZFEHERARAEMERE (Stevens-Johnson SEERE) 2338 B, WiiLd L7 ofig
FTRUTLAEHL, ABEAE WIRHAEROZOROEEARE) JvEsWHEZERE L
JEFI T 7= (A : 335 Bl 1 41(0.3%), /IR : 212 il 2 41(0.9%)). 7 [7.1, 8.1 ]
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2.

VI. EEEICEHAY HIER

. EEZHMNCEAESH HILEYMRITIEEYEE
PLCT A ARN B o TR R
EE  BEO®H Db EWDOEE T EEFIX, OB TRLESHTH L,

RIF(EH

(1) YERRRLL - ERRF

18.1 fERAR
Na ™ F ¥ RV & B AFH) DO F uﬁkfﬂﬁ et 1] 1l J:of*ﬁﬂfxﬂﬁ%:ﬁﬁéﬂzéﬁ 7
VB PR O BUE VMR R =W E O R 2 il S LV PULRIER 2R T LB XD

TV A, T2

(2) EEEMITHHABRMKIE

18.2 fnf=g4EH
KR TANABET MIBWTHIEBIER 2R3 2 LG STV 5,

18.2.1 ~U XA TT v MO KEERLE L2 INEH+ 5,7

18.2.2 3Wy (R F LT TV —), 473 Y T2 KON6,7-dimethoxy-4-ethyl- S -
carboline-3-carboxylate (DMCM)) XD =T RZEHFE S 3L D TRIELPERGAE A 1] 3 5, 79.74,75)

18.2.3 7 v MO X OWERIZI T D BRI #% R4 2 3%, 70

18.2. 4 RWHEZL MBS X R ‘/7 T MZBWT, 2 U U 73IEEIH L, RIS
MZrEfd 5, 7o, REEF O N 7Ty MZBWTEF U N 7 Oz i+ 2, 707

18.2.5 BHEBLENITANAEYET )V BERMERIE~Y 7 AR ONT v b, EL v 7 A lethargic
~ U R) DTANAREEZIHIT 2, 1982

18.2.6 7 v MZEBT D mhRtEESEEEMIT <. 1HRAE (WFRTEERREE % 7~ 3 EDso fii/

HEBER O EDso A D) (X, 7= v A oV T B RA LD b EVHEEZ R, 80

(3) fERFIIR - FAEEERT
AR L
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VI. E¥EhseIcBi9 518 H

1. M REOET
(1) AE LA MR
R L

(2) BRRAB THE SN nPREE

16.1.1 BBE/RA

fERERC A 6 fFllC7E N U X 256~200mg ZHEIRE O G Lok, &5% 1.7~2.5 KT
Cmax [ZE L., te 135 31~38 ] T - 7=, Cmax & AUCo-lI# 5 EDOEINNT LV Y K
L7ze £72. BEEERRAN 6 BIICTE Y £ 50mg 2 1 B 210 10 ABER AL Uz, f
W7 MU X UREITIRSE 6 HEICEFIREIZE LT, 9

&1 BERAICTERL)XD 25~200mg ZHEROFBES LEZFEOSE M) X OOEYEIFEN
SA—H
b i Cmax Tmax tie AUCo- CLt/F Vd/F
(mg) (u g/mL) (hr) (hr) (pg+hr/mL)| (mL/min) (L)
25 6 10.338+0.031 |1.7£0.8 [37.9+11.1| 15.2%+4.9 [29.77£9.12 |91.0£8.1
50 6 [0.718+0.049 |2.5£1.2 | 35.04.7 33.75.9 (25.33£4.09 |75.2+t4.8
100 6 |1.488+0.261 |2.3£1.4 [30.5%+3.3 | 59.9+12.1 |28.79%£5.65 |74.2+£9.2
200 6 |3.075+0.336 |2.56£1.0 [32.4%+5.5 | 136.133.2 [25.645.69 |69.8+9.3
SEEIE R 2

16.1.2 TAMLAESE

N T ADABRE x5 & LIZENBERRBRICBW T, 7 R £ 200mg % #5 L72FO
M Z7E b FAREIX, SAr7a@gt N v AzZ0fHL, ZFE N0 V7 v Ui
BEHET HEA 2P LA2WEAIT 9.6 ug/mL, N7 afg) U v AZEHET. I%
NUF DTNV v BRE ZHET DI A L2 a1E 2.2 1 g/mL ThH o7z,
RN AT/ NRTADABE R G L LIZENERRBRICB DT, RO TANAFKO RS
EZITTCOWAHRBREICTE NI X 2R E LEBEOEFIREIZBITAMHF 7 M XU RES
PAFICR Uz, DFAPLCADLARKIZED 7 N XU OHEFFHREIZRE D08, [RAREO MR
ERRENTe, £, 7F M F o5 TOHRHT AN ATED IR I 72 751X
WO BRI T,

£2 RABEICHIT2MAERE

O F 241
- | FERUFY | X y o
snza | TEPIES o | 75| AR IER SR
" DI a N UHERF & (B~ X UPRETE2
N e s | VEFADS 52 .
fet B % il X (mg/H) %9 (1 g/mL)
S
. BFH PEH 3.25
b JEGE JEGE 100~200 | 5 (A0) | (3 4479 5g)
. . PFH X 2.81
FEOFH pFH SO 200~400 |60 (99) | (45" 7 oq

F1) AnnR<¥ry, 7=z /v X —)L, FUI Ry, ZJx=hfV
0 2) PRl R/ ME~HKE)
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3

NRBEICEITAMPRE

OF F 241
— FE MY X _ . " =
VA 7{: by ﬂ?/ L OIEYFE A 73& by i %%%{ . mﬁ’?\qj?;f&z)u
K | 0)7;»7}::/ VEF B B 7 CHERFH & (?/7 X
3R e ) . (mg/kg/H) VD (u g/mL)
ZE FasaEy | CRVHUTA
7> AT
FEOFH 1~3 18 (45) 3.85
v OFF U FEOFH (1.07~11.38)
fFH 2.32
JEDEA D I~5 148 (10D | (9975 o1)
FEOFH X X X 3.30
DFA PF S FEDFT 5~15 30 (54) | (4 70~9.82)

X1 IAREEy, 7z /X2 —)L, FYI Ry, Tz=hrAV

H2) Pl Gr/ME~HKfE)
TN CREERIER A HET DT ANAEEZ N LTEREO ZE U F O tipldh) 14 K
MTholz VMNEANT—%), 72k, FMEANERKANIC VT i) U U AZGEFH 7RO
FTERYFUD 11T 70 K CTH o 72,912

16.1. 3 £¥FHIEIEHHER

(ZERYXHENRASMg =21
FERMNIXUENEA bmg T h—7] &7 I 7 ¥ —)VE/NEH bmg &2, 7 0 A4 — "—E|
FoENEN 18 (FEFMIFX L LT bmg) BERAS FICHEEHEEROES (AL
WTAKTIRALOZDEEAKTRA) L TP REBCERBEZRE L, 507 3EyEkE
RT A—4 (AUC, Cmax) (22T 90%15 XIS CTHREHIENT 21T > 72 F5 3. 10g(0.80)
~1og(1.25)DEIPFHANTIH 0 . WA DAY FERSEENHER Sz, 13

(M MHLEZWTKTIRA
(ng/mL)
150

T ERIFGNEA Smg Th—17)

F 25— )VEE/hEH b mg

I+ R, n=16

100

Jiiil
i
H
: |
= E——
50 - . 3
e _ .
0 Q T T T T T T
0 12 24 36 48 60 72
P 5% O (hr)
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&4 EPHENSA—4F

HE/NT A—H BEINT A —H
AUCo-72 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)

7 R X NEH
5mg [ h—17 |
7 72—V EE/NEH bmg | 32541499 94.7+14.4 0.98+0.50 44.96+17.97
I (R, n=16
[ ER N NS AUC, Cmax 0D /8T A — 4 1%, Wk OBIR, (RO - RS ORBR S X -
TRARDARENER D D,

33741534 102.6+£11.9 0.66*0.30 44.50%9.29

i BN DY E N T A — B O EEHE O F-EIE D 78 K T 90% 15 5 X [H
INT A—H AUCo72 Cmax
I D 7 log(1.0366) log(1.0858)
SEEIEDZED 90%(EHEXE | 1og(1.0180)~10g(1.0556) | log(1.0164)~1og(1.1599)

2 FZDFEFEKTHRA
(ng/mL)
150+

o= FEMIFENEHEmM

——  FI05—)LEENEH 5 mg

SR + EEHEH A, n=15

Iff1
<3
8
8 B
— 5
0 (.} T T T T T T
0 12 24 36 48 60 72

e 5% oK (hr)

x5 EYFRENTA—4

HIE/NT A—H BEIRT A—H
AUCo-72 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)

7E MU FU8E/NEH
5mg [ h—"7 |
7 77—/ 5mg | 3159+368 92.91+19.30 1.18+0.94 42.81+11.17
Y E AR R A, n=15
MAEP R I ONE AUC, Cmax FD/ R8T A —2 (3, #EE ORI (KIROTRIIEEL - B S ORBREMFIC & -
TR DARENL D D,

3157361 98.83*+18.73 | 0.78+0.34 | 43.89+10.84

LA O E T A — & O RPHIEHAE O FELEE D 72 K O 90 %15 T X [H
INT A —H AUCo-72 Cmax
FRE D 1og(0.9988) log(1.0664)
SEHMEDZED 90%EFEXRE | 10g(0.9716)~10g(1.0269) | 10g(0.9905)~1og(1.1482)
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(ZEFYFEI0Mg T =)
FERYFUEE 100mg [ h—T ] & T I 7 X —)LEE 100mg %, 7 0 A4 — "—jEz k%
NENLE (T MUF L LT100mg) EEHRA S FICHEEHEFERO#EES (AL TENT
KTIRAKOZEDE KT L TIIEFREMERREZRE L, 150N EYERE T
A—% (AUC, Cmax) 122\ T 90%f(5#E X MEIZ THGHIFNT 21T - 725 5. 10g(0.80)~
log(1.25) DHEFHNTH ¥ . WA D LIRSV MR S -, 19

() M#H L FZWTKTHRA

(ng/mlL)
3000 -

2500

2000 4
IfL
it
[W 1500

D SERNYF$£100mg [h—7]
© T 27— )LEE100mg

PEGE + R A, n=31

2 N%GQL
B ' :
1000 1 _E_A&HHHHMHW

500 - —
O ):.j T T T T T T
0 12 24 36 48 GO 72
e 5% OB (hr)
=6 EMHRE/NSA—4
HIE/NT A—H BEINT A—H
AUCo-72 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
ST
7% b ¥ 63295+9171 2380477 0.51+0.49 |47.92+12.90
100mg [ h—"7 |
7 I 7 X —/VEE 100mg 6241119492 2111%+473 0.73+0.77 | 48.31+10.99

EIME EARER S, n=31

(AP AN ONE AUC, Cmax 50D/ T A — 23, HBRHF ORI, (KIROTRIAIEL - B ORBREITIC L -

TRBRDATREMED B D,

BN DHE ST A — Z OIEIEHE DV EIE D 72 K% O 90 %545 X H

INT A—H

AUCo-72

Cmax

A D 7

log(1.0146)

log(1.1338)

SEHIE D FE D 90%1E HE X 5

1log(1.0007)~1og(1.0286)

log(1.0447)~1og(1.2305)
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(2) ZDFEZF/KTHRA

(ng/mL)
3000
—— JERYFHLI00mg Th—7]
EEE + A, n=19
2000
I
it
H 1500
i
J::3 —
1000 -T
500 - —3
0 '\.J! T T T T T T
0 12 24 36 48 60 T2
H 5 OB (hr)
=1 FEYFRENTA—4
HIE/NT A—H BHEINT A—H
AUCo72 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
S N
7 bR 67890+7901 2536521 0.67£0.41 43.68 £6.58
100mg [ h—"7 |
Z X7 & —/VEE 100mg 6717629003 23051498 0.99+0.96 46.00£8.49

FEIMEEARER S, n=19

(AP AN ONE AUC, Cmax 50/ T A — 23, HBRHF ORI, (KRIROTRIBIEL - RS ORBRETIC L -

TRRDAREMNED D D,

BN DHE ST A — Z O IEIHE D V- EIE D 72 K% O 90% 1545 X H

INT A —H AUCo72 Cmax
I D 7 log(1.0124) log(1.0959)
SEHED 7D 90%EFE X | 10g(0.9928)~10g(1.0323) | log(1.0062)~1og(1.1935)
Q) HhESE
EUERR L

4) BE - FREOEE

16.2.1 BEDEE

GEAT—5), 19

BN 12 27 E N U £ 150mg & 28R VL ICHERE OG- L2 RE, B% 5T
WXZE R _ET Z 9 R U 00D Tmax (ZIEE L7228, AUC ICH BEREZRBO RN 1=




16.7.1 SEFYXTODT LY OVEASICHE T A6REFIOEZE
[6.. 7.2, 7.3, 10.2 Z#]

AFNL TN v BRE ENC PP/ A=Ng 2 e S [P W/ g = gz Ui i
Dt 2 FA i () 35 3EA MR RIT S RO SRA
NLTapEt YA Jrx=hAfVv TIVETST =L

ANNRZ P FT e

Tz /)L EH— )L V=#%3I K

7V TN F

R S VAFT

oY M FEARSH| FET<— b

THEYPFENL+Y R FEL TVLHNY v
TF =N ARNT AL LY TF T A
RINVT AR UVABER BEO|L_FT'H A
WELT3E) NT RRIL
ZaI R

16.7.2 &l & DBt ARER
OONAYA=]: vl MAFFN
RN B S L7 a g R U A 500mg (1 H 2[F]) & ZE RJ X2 50mg, 100mg K&
O 150mg (1 H 1[8) ZKEFHLIZREO ZE N ¥ OIRMEIEEZ DL FITR Lz, RERERRK
NICARKN O I % AR O PG LTEREORAE L b, v rai@r U o AFAREOZ £ Y
XD tiglL 2L ETHY, CLU/FIZ 12U FThoT, Fiz, Mg L7 oI
BTSN b OO—EDERIIA LT, ZOEMEEIR AR L Tz GHEAT —4),20
[7.2, 7.3, 10.2 &}&]
RO BEBAIC/NLTOBFRFIHOLESERN)XUEHALEEOSE M) XU OEYE
BN A—4

Z7E M) ¥ i Cmax Cmin Tmax tue AUCss CLY/F Vd/F
eha (pgml) | (ug/mL) (hr) (hr) (ug-hr/mL)| (mL/minkg) | (L/kg)
50mg 3.45+0.61(2.53+0.46 |1.83+0.98|75.3+t14.1 | 66.710.9 | 0.172=0.03 (0.94=+0.10
100mg [18]6.78+1.13|5.022£0.97 [1.96+1.00|69.6114.3 |132.5222.6 | 0.17£0.04 |0.88%0.09
150mg 9.44+1.71(6.48+1.52 2.02£0.96(69.61-14.8 |178.2+37.1| 0.20+0.05 [1.03*=0.18

R iE R A 7

2) yI27rvELY

R AN BEIZY 77 B2 600mg (1 H 1[R) 2 5 HREEG LB HIZTE R ¥ 25mg
EHERERAOBRG LEKOZE NI OHENTOZ VT 7 AMEKED tig ZFNEN
5.13L/hr X X 14.1 Bl TH 72, 7 b U XU BEMEE (TR 5 HMKREGEOFRBIZT £
YU ¥ 25mg & AR A G) LIcRDOBRINNT D7 VT Z 0 ZE KR D tip X E 121 2.6L/Mr
KR 23.8HfHTHY, V77 BT VORIEGIZED TE NI XL OHENTOZ VT T A
A EISHEML, t TAEICEM L. OMEAT—4),29 [6., 7.2, 7.3, 10.2 ]
3) BEFENL - FFENLESH

R A EZ R E LEERBRICBWT, NI Lo den - U M FEBEAEAlE DOPf
FAEGIZED, 7 M) XM PEENK 0% F L AEAT—#),29 [6., 7.2, 7.3,
10.2 2]

4) 7EYFEIL+Y FFEL

TR AN B E R E LiziBRizBW T, 7 MU F> (100mg) &7 ¥ E/L (300mg).
U hFEL (100mg) @ 3FEGFA#EE L0 T ) £20 AUC, Cmax X, 7E FU X

> (100mg) % HRIPEEG Lo g & i L TENZEI 32%, 6% T L7 GEAT —4), 30 [10.2
2]

5) YRR Fv

EFER AN Z xR E LZRBRICBW T, 7 MU X2 (400mg/H) OREHRGITY ALY K
H[a# 5K (2mg) OEYENEEICERIRMICIIE L R DB % 5.2 7einoT-, U AU KV 2mg
I MY UOFEAKRG%. 14 Bt 12 BIEIRAS A STz, TF b U F B 54]T
IMEIROWHE 1L 72 <, U ARY R BMEE 5 CIE 20 4 1 IR A Sz (GMEANT —
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#),30 [10.2 7]

(6) ROBEE (TFILIRMSOA—IILIOug RULAKR/ ISR MLILIS0Oug EH)
fEFER AN LMEIZ T R U X2 300mg &% DB AZ O L2, i 7€ U o0
AUCo-24 X Cmax 137 b U X OBMBEGRFOZNZH 48% K N 61% TH VD # BET
HEDOPFRHIZE Y MiEHR T b U X PRI O ITIR T Lic, £ DB SRR (7 B )
TiX, 7 MU OMHPEREN R~ IC EF U, AR T R0 DR SR AR R & b
LCEHR 2 2L ol Fio. LR ALZ AR L LD AUCo24 & O Cmax 138 0BT 3R
MPEHRFOENZEIN 81% KN 88% Th o7, —FH, =F =L X T VF—/LD AUCo2 T
B BT SR B P 5. D 93% Tdh - 7278, Cmax [DIEWIZA SN -T2 GREANT — %), 32)
[10.2 &)

(N #5H¥EY

EFERABMHEICTZE R X2 200mg (1 H 1[0]) &A4F L 16mg (1 H 1[8]) % KER
HLIEROEFIRE (56 HH) I2BITFH7F M) XD AUCo24 X O Cmax (£7F MU £
M EREOZNEN 6% KN 80%BITIKT Lz, £727F MU X UHHBERFOL T oY
> ® AUCo-24 e 8 Cmax O EEMEITA T V& BE L L FRETh -7 (GHEA
F—X4),39 [6., 7.2 5MH]

(8) Yy=H=F
TANIVEBEIZBONT, 7F M) X2 (150~500mg/H) &Y' =% K (200~400mg/H)
Z 35 HMOFH L7z, 7€ b X ORYBERRICEEZ 52 o723 [6., 7.2 5]

(9) ANRUFY

FERMIFUBEMEORTE N XU EHAARCF U OUHEEG 252072 340D TANABRE
BTV b AT T 0 T X, IR F AT TE NI X OHNTD 7 VT
TR E R 2 ol ONEANT —4),39 [6., 7.2 BH]

(10) FES<—F
TAMPAUBEIZBNT, JERNIF L PET~—F (& : 400mg/H) L OPFHIZTZE b
VX OEEREREO AUC, Cmin, Cmax IZHEE 5 2 /oo BAVEAT—X).30 [6..
7.2 ]

(1) LRFSEEL
TAMPAVEEIZBNT, ZFEMIF U ELRFTEHX L (1000~4000mg/H) & OO,
FHOEYENRRICH B Z 5 2 Iainote (GMEANT —%),30:39 [6., 7.2 BH]

(12) RS IRR)L
TAMABEIZBWT, ZE R X XT3 (12mg/H) Z0FHEEG LIZKEO € b
UL DHENTD7 )T T AL AT 3V IEGHHEE & Hig LT 9.3% DN & HEE S 4,
BE TR DN otz GMEAT —#),39 [6., 7.2 5]

(13) Sa4=F
TADPIVBEIZBWNT, ZERY X LT a3 I F (200, 400mg/H) & OfFHIE, migEF
FE N X EEICHELE X)o7 BNEAT—%2),40 [6., 7.2 B8]

(14) FLANY Y

Z7EF RUF 2 (100~600mg/H) % HAITHEFRHRLG L TV TANAUBEIZ T LIINY
200mg (1 H 3 [a]) ZKEROES LR, Z LI ALEFIREBICE I A miETh 7+ k
UXURE (T 7)) (CEEA2 52 hhotz GHEAT—4),4) [6., 7.2 BH]

(15) Y AFDY

fERER N BYEIZ S AF T 400mg (1 H 2[F]) % 5 HREEG LI2ERHICTE MY ¥ 25mg
HHEREORE LR 7 N X UBMES (F78AK 5 HREEGOERIZZE M) X
26mg Z HERE O G) LIZREDO 7 U X OFEYENRE N T A — F ITBHE R 2T D0
> GREANT—#).29 [6., 7.2 5]

(16) VFoL

A BHEICZE RY ¥ 100mg (1 H 1[0]) MKk 7va i@y Foa2g (1H2E)
% 6 HMEROEL Lz e MKk T v a @) o AFME RO U F 7 L0y EhRe <
T A—RIHHERFETI LN -T2 GMEAT—4),49 [6., 7.2 ]

A7) 7VETSI—)L

7% b U ¥ 100~400mg/ H ZHERR G- L TV D Mtk EREICBNT, TV ET TV —
)L 10~30mg/ H Z A& 5 L=k, 7% b U ¥ Cmax XN AUC 1T 10%IE T L7z (4+
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| EAF—%).9 [6.. 7.2 BH]

2. EYRERNTA—H

3

4.

5.

OF o
R L

(2) BAREREEH
R L

Q) HEREETEH
SER)XUENRA MG Th—7T] 13
DI < 72V TR TR A
kel : 0.0161320.00290hr? (fdEER A 51, AR HRIRE &5
2% D F K TR
kel : 0.01662+0.00378hr! (fdEER A S 7. MR HERE O )
SER)XUEI0ME TF—"] 13
DI <L 72V TK TR
kel : 0.01539+0.00373hr! (fEFERRA S 7, MR HERE O#5)
2% D F FAKTIRA
kel : 0.01623+0.00257hrt (fERER A S -, MERHERRE O#5)

@ 29IVT752A

VIL 1. (2) ERARRBRCHERR Shcm e ] kRO TVIL 1. (49) &% - JHE D2,
HZ W

L

g

(5) A MEHE
VIL 1. (2) ERRalR Ol Sz KO VL 1. (49) &F - RO E |
HZ

6) Z0ft:
R L
CBER GREaL—v32) @i
(1) A
R L

@ /85 A— S EHER
AR L

AR

D

P

16.2.2 £YFFI AR

= GHEAT—4),9

R 8 Bl T7 € b Y X 7hmg % HiAlERE 05 L 7= LW AR 31X 97.6% CTh -

5%
(1) i —RPAPIEiB I
AR L

(2) Ik — AR EBE %
<BE>T v b
V. 6. (5) #tw) DIEZSM

Q) Eit~DFITE
VI 6. (6) &3l DHZM
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(4) B~ OB
BB L

(5) TOMOBBA~OBTIE
BB L

(6) MITERHEESE

16.3 7%
Invitro TOZE MU X2 (1~10ug/mL) Ot bEEEEREERIL 53.1~56.2% T - 7=, 19

6. {tHt
(1) FCBERGL B UMK R IR

16.4 X3t
FZERUFNIEE LTI NT v iR (£ UGT1A4) TR SN S, & MM
TNV TFV o, ZuaFEBRA ~aXY R—1, b LLidn 7830 (KM E
) fFETFT UC-TERNYFUEFMUIERE, 7€ MY XU-N2-7 V7 v VR ERO AR
2N 1T~29%MK F L7=, 101118 [10.5 ]

(2) R#I“EAET HBHR CYP %) OHRFE. FEE
VIL 6. (1) AREHFBAL K OMEEES ) DS

Q) MEEEHROFERVZDEE

AR L
(1) RBNOEEOERRUSERL, FHELE
R L
7.
16.5 Bott

fEBER A 6 BllC 14C-FF U ¥ 240mg (151 Ci) ZH[EIRAKE L=, #51% 168 K]
FTIZEFITH 2%, JRFITH 94% 03 S iz, IR ~NIZEICTE R Y F-N2-Z L7 v
BBl Adm (0 71%) & LTttt =i, DUFRZ R (10%), 7F U F-N5-7 07 1 Vg
AR (5~10%) M OXTE kU X2 -N2- X F /LK (0.14%) DIETH >7= GrEAT —4), 19

8. FIUARKR—E—IZET HIEFH

16.7.3 In vitrosE&
FEMN)FXNTEEDTF A N T U AR—%— (OCT2) %I L7=BIRME W% HES 5 ]
BEMEDS R ST, 49

9. BHZHFICKABRER
VI.L 10. HFEOEREZHTHHEE] OHESMH

10. HREDEREAILEE

16.6. 1 BiHaEEERE
BRREREEEE 126] (7 L7 F=0 2 VT 7R ) 18mL/min) K OWENTEE 6 6] (ML
7 L7 F=r ) 854 umol/L) (27 bV ¥ 100mg & HEfE A& 5 L7k, 7% b
U D tuz TR OZNZNK 1.6 5O 2.2 f5IZEIE L, AUC IXBHGEREEBE
TR 1.8 BITHIM LT, EMKEN % 4 BERFEM L7-H A, KNICIAET 5T LY X
DRI 20% N BEHTIC LV BrE ST GMEAT —#). 2020 [9.2.1 B
16.6.2 FFi&REfEERE
PR AR N 12 151 % O ZE SB35 24 6112 5 1 U %> 100mg & B N 5 L7205 E R Y
XL DOHMENHE T A —F Z LA FIR Uiz, HEEFEAEF 2BV T Cmax DX FR3A5
Ni=boOO, DT A —2 TIHEERA L ORICIAE 22T 5N ho Tz, BEEFHE
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11.

B CITEEEE A & i L€ Cmax X O Tmax LA D /RT A —Z NI BV, AUC- X Y
tuz (TR 72 L TR 2 15, EKS D THI 4 5881 L, CL/F 13MEK7e LT 2/3, MEKk& Y T 1/3
W2 LT NEANT —4),22.29 [9.3 ]

=8 HFHEEEEEREFICEITASE N X UODEYFRENS A —4

fat M R A o PR A R
(xtFERE) IR E fEK72 L K& v
(12 f51) (12 1) (7 1) (5 )
Chllgi%ugh B A B C
Cmax 1.61 1.34 1.48 1.65
(u g/mL) (1.14-2.53) (0.99-1.81) (1.22-2.26) (1.12-1.84)
Tmax 1.00 1.00 1.00 2.00
(hr) (1.00-8.00) (1.00-4.00) (1.00-4.00) (1.00-9.52)
tie 32.16 35.99 59.68 110.13
(hr) (22.27-49.29) (30.16-89.08) (34.79-145.12) | (50.11-158.14)
AUCo- 69.07 70.60 110.72 248.86
(u g+ hr/mL) (38.77-98.09) (47.86-215.75) | (73.53-225.35) | (73.72-368.62)
CL/F 0.338 0.312 0.237 0.103
(mL/min/kg) (0.267-0.593) (0.165-0.443) (0.114-0.356) (0.061-0.260)
rgefiE ()
16.6.3 SthE
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mL/min/kg THHo7=, T oL, BEEMRABIEIZT E U X2 150mg & HalRR 085 L 7= R
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(24.61) g+ hr/mL, 31.2 (6.4) B, 0.313 (0.087) mL/min/kg & BAE 22751372 o172

(HME T — &), 24.25),26)

Z A
AR L

39




VI ®£% (ERLDZE
1.

=r
[=]

4=y

HERE L ZOEH
. s

%) ICB89 5I1EH

AEIDREIC & U B R BIEFERARE (Toxic Epidermal Necrolysis : TEN). F/SAIEARE
1BB (Stevens-Johnson SEIERE) . AN BBEERREDS SEREES BELREHENH
ShhBERBY . FECE- L HRESNTNENT, UFOEEEES 5 &,
RERUAEEETT 5 &,

LT AZERVAEZBATARZES LEBESICREEEORBENZ EN L. AFID 6.
5 2 BMETHREREICT S E (RADH), [1.155]
BTWZ &, [1.128]

Ehibd B e, [11.1.1, 11.1.2 58]

[8.1. 9.7.1 &HgE]
1.4 &
5

L1 BR5FRBREEDONRAZERVAZEBA LGN L /LT OBES MY ) LGRAKOE
&o

1.2 P REFICIIRYPICHERFMAEICHEK L. BULTLEZE

p— = -

1.1.2 #ERAEF TOHERILEOON-RERVAEZBAGN. L, £ BERYPZED
T2

ERRREEDEH

&, Tz, BBITMAL
TISRTERLH o ON-IGEICITEELREESTICESZLEAHAINDT, ELIZAFIDEES
EXEIREIZH LT RBOLEDERN D SN E=HEIZIXESLIC

FEE (38°CLlb), R¥EM, OF - OEMKECU LA, HEER., 2582, U/ \HER %

1.3 EREGHREEFOERBRRFI PRICEVTEVEAREIATLEIDT HITEFET S &,

222 (ROEBJFIZIFRELAEWVWI L)
3.

=25

XX az

AHFN DR xF ViBBUE DB O & 5 B
MEER (IR ICEHET 5 FE LT DEH
V. 2. #hEE

4.

THEOEET

IR RICBE T H1EE] 22T 5 2 &,
RERUVAZICEET 5B T NEH

V. 4. HEAUCHEICEET 2ER] 220152 &,
5. EELQERWIE L ZDEH
8. EELQERMEE
(BheeaE)

Z ]

8.1 AHIDHHAZ X DFBITBEIR - LBIRICH b D 2 L% < | EE R BUEEE OFEHRIT,
KA E BRGNS 8 WRLINIZEm <. £z, A7) M) v AL LSS

ICERIEERSBIET 52 L, £7o, Hiier B,

Sy

MRIZBWTEW I EPRSNTNDEDT, FRADEFIZHIZ > TIHFICER L. BE AR
O LI EICIE, B G2 Ik LY R E 21T 5 2 8. [1.83,7.1,9.7.1,11.1.1, 17.3.1-17.3.2

a. HHWNX
8.2 MMM EEREZED, I EREZRT IR IFESENH Y, BRAEHOBZNARH D
DT, DX BEITBRERGEIT NG EE T4 5 BRICITERE ORER OYRREDE
ARLZEDRE, b LTI O DOIEROEENRZE SN -HAICIE IREEZ RS, hx
R L, FIET 57 EmEbpAuEE21To 2 L, (8.3, 8.4, 9.1.1, 15.1.1 &/#]

g, TATT EEEN A EE O

OIS HE 2/ NRICE EDDHZ L, [8.2, 84, 9.1.1, 15.1.1 4]
8.4 FIRFHICHRSESCHZREX, W, KB, SRS OITE O 28 b K O R R B LR

7
8.3 HAHMTOMBEIRMZY <720, ARBEIANTED 655 BE LT+ 255121%, 115
40




bobivd U AT EFEIZONT a2 TV, ERE BEICERKREZID GO LHofET 52
L, [8.2, 83, 9.1.1, 15.1.1 4]

(BRETAMAVDEER)

8.5 IR&., B - ) - KAHEFRNEORTHREZ S Z LD D, BENHEOHEEREGRE
£E O BB EOE S, BhEFESO-BEFE VE oo B, ERIMEEIHET L, GRE
PE O B EZAT O AT T R EENLETH DL Z LA MUNCERFICHRE T2 L,
72 IRKEDN D L b= 5HE12iE. B H OB G A L O M OBIEICEF L2V L 9,
BEIHETHZ L,

8.6 TAMABRETIL. EATIZBITABREEDODZM VW LESOFIRIZID, TANA
FEOWESUI TANABERIRENRS b 2 RH L0 T, K52 HIET25EA0E, %
BOFB SR EMEOBLEN D EHICHEEZ T I LR TIE RS WS EZRE, Pty 2
B RILL BT TR 2 IZET 72 SEEICITY 2 &,
(BHEEFIZESTHR0ITEY— FOBH - BRI

8.7 IR&., 1EE - £ - KEHEEBRENEDR TN D LB H DD T, AFIEG T OERE
(ZIXH BV OERRE, fER A fF O B OB EICIERE SR WIS EET 5 2 &,

(fiF7n)

8.5 MiTAMNAKTHL LI A~ LT agt ) oLhL, JERNIF, TaP3I K,
LARF T L LA ETHERES ULT HITANAE 5 Al 1%, IRK, EES - £
77« IHHEBRE N E DK T & W o o HIRRR IS Z 52 2RERZE T2 R 5720,
MEA EOERE] o TEERLANEE] OEIZBW T, A2 &5 08381213 3B EOER
MG A O B O BEICIEFE SR WX Y EET L EEEH I Tz,

—WRAEIEN BAR CTANAFEE LY THTADARIOTRMN CEICEB T 5 A EOEREIZRET 5
HEEMEOUGETICOWTOEEE | ORHAEZIT T, SF 7 FEH 10 REEERHESEERNFEL
EX RIS ERIRAES (B84 1 H 28 HBME) [T THRFTL7-ER. ST CADAHK 5 HlD
FEAFNZDONT, TADPANTIRDIERIZIRY | EERIA H AR TANAFEAER OB FHIZE S X
&R D B OIRREIZIL UC, BBV OIEERE G2 O B2 BET 5 2 L oS 2 HW 35 2
EEAREETDHLIER EOEEZUGET T L EaNT-,

(BFn 84 3 A 17 B JEA BRI/ IR L xR RE IS < WED)

6. HENHEREATHEBICHT HIE
() AfHE - BEERFOHSEE

9.1 BHHE - BMEERZFOHLEE
9.1.1 BESEXIIEREROBEENDHIEE. BRSEDHIEE

[8.2-8.4, 15.1.1 BJE]
9.1.2 NOBREMEEXIIHEXAEDETRADHLEE

AR A EE ST 2 0B D,
9.1.3 tHOMTANAEICH L7 LILF—EBRIIRBREODBREENH L EE
HETIERWRE OB LK 3 (512725,
9.1.4 Brugada SEIZEEDEHE

Brugada JSEEREICHFE 72 0 EXEN T v v 7 R OERIREFE (V1I~V3) @ coved
B ST EF) BB LIz ORENDH D,
9.1.5 A L, ERDER (DFHEE. FIEE. DHES). MBCcEEEOHLIEE
ISR 2L Z 4 SUEA L S D AR B D, In vitro RBRICEB W T B MRV BN
171 Na™F v RVERZIHEI L. PIREIRE 7 7 2 Ib BHCE T 234 L RO R 2695
Z RSN,

(2) BirEfEERSE

9.2 BHEEEERE

9.2.1 BEXR&2EHE

B VT TUAMEFT L TWA0I, EREW (Zv7 a U BRIAIR) O e R S f
ALY bEL D201 H 5, [16.6.1 2]

C

41



() MHRElEEERE

9.3 FFriaeEEERE
HWELZEZETLHZ L, IFEEREOREISCUTAFDOZ VT T ZAMET L, I
EETDHZEND D, Dmﬁzﬁﬁj

(4) XFEREEHT HF
REIHN TR

(5) 4¥i&

9.5 1E4F
9.5.1 UUTOHEAEE L, 1T UTIEE L TWD aTREME D & 5 X, 1RIE LA TMENE
Wtk a B D ST SN A GAICORBETH 2L,
SN TOBEE DT 0 AT T 4 THEICBW T, RS 1 =N ARR 2 B 5 S n-ik
7t 2000 BILL EOIT s OERNSINE I N TS, AFERIC LD KREGEBLY X7 OFEER
7RHEINTER D HIL TR WL DD DIEIRFAEIZ B W THIEED D #E NI R EFRELY
A7 OEIMNEE SN TS, F—Aar ha—/UHFZEICBWTIL, oA & g LT,
ARFNOBERIZEED OB NBHORIY 27 BEmn L OfRERIFE SN Ty, RITEEFHED
f ZE, ZARIDFRABIERE O REEIELDO ) A7 23T D ARFN OB OV TEHMET 5 D
272 b O TR,
-#HY (T b)) IZBWTHEAIDORE~OBITRRO b ORERDH S,
- B a2 AT AR RS AR TR I B WD TR BT MEE R IZER O S o 7278, Kﬁi}tF
G%W”*%f IR LWL ERERAZ AT 5720, ERPICAAIZ &S L-5E. IBIR&E
HRTHEEERE L OND, £, Ty F T Mg AKHETHD 400mg/E10) 0.12 LA
L@&ﬁ%[%%ﬁ%@%(mwﬂ)m%d<] ZBEWTHREM) O —CIRRE D EALIZBEE L
TR RARE ORAE, AREIE - BRIRIE TSR L OBERE R OB, R B #2820 R BLBE T 1
M\M$EK£H5Wﬁﬁ@%m£ . HAEREIRE WERORNOHAREEEL, 5
DINICREM MBI EIR 2R RET) O FXUIHABOAEGFERIE TR A LT,
9.5.2 WERIC £D$ﬁ@m$ﬁf%%$m%_%Nﬂﬁ%ﬂéT EMEN D 5 728 (MR IZAH]
®m¢ﬁfﬁﬁTbt&moﬁiﬂ%@\%% (6 LARN 254 584020k, BEOIREE
W DEET LI L,

(6) ZELIZ

9.6 ZELIF

AFNBE G b T X85 2 L, AFlITe FLFHRA~BIT L. B h ol icsiT Ak
PRI AL O ED M PR DK B0%ICE LT L ORENRH S 2, F1-. BAINT
WHHEAER, FLRIZRBWT, MR, IR, AEEMAREAE -T2 RIS TWn5S

O

9.7 INR%Z

(Zhaek@)

911@%@&?&%@%&4 BRIZBWTEWZ EAURENTWS, [1.3, 8.1 2]
9.7.2 /NRIZHBWNT, %ﬁ@@%@@ﬁ@% B2 SNRT VDT, ARAIF5-BLA 8 M LANIC
BB R OFEEVEDIER DS BEL LT 5A8 I3 RFCERETH 2 &

(BRETAMADAE)

9. 7.3 IRHIAEMAREE, HrAaR, LRI 2 RO I, K OVER R MFAELISN O BAFRIE I3
T2 ENERARRER X FEM L C\evy, [7.56 2]
(IBHEEZFICBITARAPITEY — FOBH - BRI

9. 7.4 /NRLON 18 i A D B & x5 & LT B IRERBR I 5E0E L TR,

42



(8) =&

9.8 EHE

BEORBEZBE LN DHEICKREG T2 2L, —KIZ, AHEREMET LTS,

. HEEA

10. fAEEA

FZERNIXATEE L TINY v UBRinBEEE (£ UGT1A4) TRES 5, [16.4 2]

*=* 2
Sl

() GtRAERELZTDER

BRE STV

(2) HIREEELZDER

10.2 FREE (BIRISEEYT S L)

FHANF

ERAER - FRE Tk

B - fabRIA

ST aRFT BT A
[7.2. 7.3, 16.7.1, 16.7.2 =
iy

ARAEN ORI ) 2 FERT D
EDOWEDRD D,

fRricBIF B 7 vy a g
WANBAT D,

KEND TNV v BiE &
H 5 IKH

TJx=hrA YV

VNP S il

7 /) /N)LE X —)L

AR NS

R R

o ENL U M FEAES
#i

[7.2. 7.3. 16.7.1, 16.7.2 &
]

AFN O PREEAMK T 5,

JHCR T 2K/ D 7 v
v R A DNRE S
50

THEYFEAL+Y P FEL
[16.7.2 2]

THEYFFENKRRY hFEVHEHF S
AHN % OF ) L7235 6 1S AR K o i
EMET L EORERD D,
AAMERFHER ST 2P e
&V M E AR BB TG
1T 255121 ARA O H &R 2%
BToZ L,

BT D ARHD 7N
o R A NEE S
60

[16.7.2 2]

NN O B PE G i L C R
DEENLZNNE DHRERH 5,

ANR=BE KA AR~ PELOHRICE Y [EFERH
[6.2] DEV, K, B, B ERKEN
HE LW wmERDHY, BF., =
NSRRI A= L DRE
R EET S,
JANY R KAIL V22U R v QBRI Z [

& RS (JRaR L' - 3
KR LE EAH])
[16.7.2 2]

KAl ZTF = VA NTIF—
R NVE AR LIVEEHRIE OO
BT, LFTOHMERH S,

1) ARFN O HPRE DA L & O
ERBHDHDOT, KRAMR: H &G
(AR T BELT 3K A B 5-BH G XL 5-rp
LT 25A2i%, ARF O H &R %

EETH L,

1) BT 2 AHKlD 7 v
7 u UREEPMEE S L
60

43




2) LR AZ AN LML EEN2) R
WL, i Ppia L (FSH)
KOEEEER A LT (LH) 2 E5H
L., TA KT VA —ADMEN EFH
LTc OHEDRD 5,

. ElfEA

1. 84ER
WOEIWERRH LoD Z ENBHDHDT, BIEE+HSIATV., BERD ONHAICIIRE
45 IR E AT 2L,

(1) EXGEIEA & HEIK

1.1 EX%GEIERA

111 hFERKIEFEAMAFAE (Toxic Epidermal Necrolysis : TEN) (BEEAHE]) . KR EMIZIRE
=% (Stevens—Johnson SE{ZE¥) (0.5%). ZWAIBE (BHEEAHT)

FE RFeM, EHmOMER, OE « OPERRECIEEMO VS A, RGO K, ALBE, WHEH
. = O, BRSO RENRO SNEAIITEBICE G A2 IE L, B2 E 21T
5z b, [1.2, 7.1, 8.1&MH]

11.1. 2 FEFIMEABAEEREE (B RH)

W95, BEENPHNCHROND Z ENH Y, T o EIER, B, MigiEE (AFRREk
W%, AmEREm, BARY L oSEROHEBL) K OVERREE (HFHERERREES) Offix O2H Bk
HobdZ END D, FAMEBBUEE GREOME TR MITEREICHILT 5, FAMER
BUESEERE DB TRD BN B AT, AR OG- 2E Ik L, B R0 EE21T5 2 &,
Fio, B X2 T A LR 6 (HHV-6) DT A NV ADFIGEMHALZE S Z &R, HFEH
1B BB, FE, TPSRERRESE OIER DR S D VIHEBE LT 2 Z L35 5, 7238, mEUE
OPHFEIRIZ, HIBEEDRNZ b H DD T, FBUSNOIER GEESULY v HilEES)
OFBUZHEELRLETH D, [1.2 2]
11.1.3 BEFRBMEM GEEARH), RmBRGED GEEA), |EERERE GEEAH)
11.1.4 MBREBAEREE BEEARH)

FEEN FEIB, MROEIR, MRIE, U L oSEIEIR, MmEREAD. BT = VT UME, S RY Uk
RIE, FFgREREs . MkEEREESEOREPRD DNEEICE, Ehlc&kb5 2kl i
Ul 21T 9 2 &,
11.1.5 FF#. FF#EEERUHEE (0.1%)
11.1.6 |BEMMIREL GEE )

TEERAHE, FEEN, SEE. D - IR SOIERRIBES OIER & 0E 0 MEMEBER N H bbb
ERBHD, AROBHEGIZED, S OICEERERZ M4 O BEEMIER S E G T ITHIE L
T OHRERD D,

(2) ZoDEIER

11.2 ZDHoEER

5%LL 1~ 5% A i 1% A i A58 B A
] W Jii=E SR HEROG
Y ER FEEN T, TR
IR (156%) . HFE (B, FIR, R - | SR rE, EEhE P EEEE, Fv 7,
A B - Bl CTAME, K IR, LEREL, N—F v v
FERRRE R ARMERER ORI |7, IRIR, BN EROE, #ERSL

BEAEAR, BB T T

h—, EE

HkEE (R - | RRRR

THEE e, o)

44



10.

11.

12

JHF FrRE R AT B
it H BRI . A A BRI A, VRS v~ e Y
W, & HiE VISE, B o E
i[5} xs) TR, FEER
B kSR WEse . BAETm
DAt Jb— T AR
. BERBREBERRICRIZTEE
RESN TN
BERS
13. kS
13.1 fFEHR
QRS IEEDOFRBNME SN TWD, HE RO 10~20 fFEI12 L 0 IRIE, i, SikkEsE, K
FEAEREH | RS OSER ORIV RE STV 5,
BARALEDIE

4. BRLEDIE

141 ZRRAROITE

14.1.1 PTP clEDFEHIL PTP > — F2 6V L TIRMT 2 L 58T 52 &, PTP & — |
DU LD | SO FA DS BIERBEA~RIA L, I3 2 B 2 L THRIMREDEE L&
PHEZDET 2 Z L3 D,

14.1.2 AFNZDEOKEILZZDOEERMT D, &2 WIFHE IV 722 < & B EEFIDNR DR
DYEOKIEN L TIRAT 2L 58T 52 &,

. EOMDEE
(1) EREREAICE D IER

15.1 BREREAICED < 1FH

15. 1.1 S CTHEM SNIAF &2 GTEEOTCTANAIKITBIT D, T, R ES % %t
S L L7199 O 77 B KRB OMEHERICH W T, BRSEL T HREXOFERO Y
A7 D CADAEORARTT 7B R L B LT 2 55 < (FLTAD»A SRR :
0.43%. 7 7&AREE : 0.24%), FLCADAKORATETIL, 77 BREEE A~ 1000 AH7-D
LY ANZWERHE ST (95%EHEIXM : 0.6:3.9), /2. TANABEOY T 7 N—7Tii,
7T RRBEL 1000 ABHTZY 2.4 AZWEFHFE SR TS, [8.2-8.4, 9.1.1 BH]
15.1.2 AFNT YV b R o BERE iR IO L WEEER 26T 5720, BHEGIC L 0 ERR
HaePlET DR H L, 2B, b MBI 2RI GOSN T, &5 1HEHETIX
ANE T E AR, SRR IERARS, M T K ORI ER T O ZERR R FE A B e 23R H LT,
70, BG5S FH F TRMERT OZERMRBREITA BRI bRl

(2) FERGRREAERICE D < 1H#R
BRIE I TR

45



IX. JFERPREAERICRE 9 HIEE

1. FREHER
(1) ZEshFIEHER
VI SGIBICBET 25HE | OHEMR

(2) REMFERR
R L

(3) TOMOFEH
R L

2. HEHR
(1) BERS SRR
TR L

(2) RERSHEHR
AR L

(3) EEHERR
YR L

@) BARIERER
R L

(5) EFEFREFEAR
VIl. 6. (5) 4l DOEZR

(6) RBRTRIZMEHER
RS L

() TDIOEHSE
AR L

46



10.

X. EEMEIEICEAT 41EH

. BREIRS

R BIE, T EEIKLD
) EE-EEOLFEICXVERTLIZ L
ARGy« SR

. AR

54

. BENRETORE

FE{RRAF

. RO EDEE

BRE ST RN

. BERITEM

BEMERLTA R A

<TholLky : f/

Z DD BT ER

- TERNIFUEE [ h—D) ZRASNDEESIA L ZFHEOH~ [RMP &#1]
s PLCADAIEE R S D i~

(IXI. 2. ZOMoBEEE OHEEM))

. B—R5 - A
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