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FHRZIEINIBREZ ORFIEENLETH 5,

RAF St RAFI B PRI ARBRAS R
25°C 100g #5tHE R 36 » H HIFEN
i 60%RH lg 7V 2458k | 36 4 H BRI
LENE o 500g A 36 » /1 R
1.5g 7V 430l 36 4 A Kk
TE SCTSURH 100g 6 % H HiEN
AR lg 7V 500l | 6% A Bk
E=ti! pilFaE 28 H B
1 B CIEHEROBMN, GROKT, ki
LAGYN
ig 0CTS%RH | RS 3 ;%ggﬁﬁfhé%@ﬁ%®%m
e MR BT,
EH AT pilFaE 7 H B
AT T iR 28 H B

HRTEE PRIk, MeRRatBh, AHRER, &, kI, SUAI
(BEBREEE  wREE, FHWERY, TAra~v rT77 4—-Y)
a) HEMOEMEZERTOLFER LT, b)) MERER, Wl COLEM L,
L =7 R FERL 40% D EEIRRE T OIMEIT=RAT. BOHMIT3FThs, (XA FIHE
\ZBE9 A E ] OHESH)



V. RFICEY HEE

+ L =75 R ££ 200mg

22 k7S

TEME, IMERRBRIZ IV Tk

TRD LR o7 (BN,

LU, PTPaldé+ 71 3

LTI 60°C,60%RH D4 TITHWT 2 % A, PTP 3D % TlE 40°C,75%RH D 4AETI2H 0
T2 4 A, EEEETIE 25°C,60%RH O T2 T 24 R TEMAED BN TE Y | RIFREIE

ERCEARIC KT DIEEPMLETH D,

PRATSRA PRI HE PRAFHARE B AL R
25C PTP 414k
= 60%RH +7 L Edk 6 A
e PTP a3
N=|
%{m FF LR /_,I"j: 36 % H /#E%W
IIBES 40°C PTP A3 .
A 6 RO T f
. 250RH VL e s H RO TR GREEN)
60°C PTP 0)%& 34 A 1 » HETIEHEN, 2 » H THEHEOK
60%RH +T LR Ak T
25°C N
60%RH PTP )& 6 7 H ZEZREHEH T 5 ez & ORREFRY 72
° BEINANE BT,

12 WFfE & TN, 24 5 TR D
25°C BEA0 . 48 BRI Tk OB b (BERIZEHE 12T
60%RH 4@3@% 48 H%FEa %7}<7§fmu&)ﬁ_)

i ’ B ETE H T d 5 8 0 A58 7 1Y
AR TN BT,

1 » HETIEHMEN, 2 » HTHIROZL
40°C (RN EHZH O, AVBLEREIR SN
75%RH PTP %% 6 7 A 72) . 3 % A TR

’ B L EIE H T 5 W R ORI 72
iﬁ"f'jJDiJ)mh p) %j/bf_o
25C 50 [ 1 HIFEN
35%RH BOE | 0 e |25 WEIE T b B R ER O B
10001X fmj]ﬂf)) Bic» &) %ﬂf_o
RERTEE - PEtk, MEERMER Y. WHRER, HERWE. WA, SR, (SENEED - SRR )
a) whEskER (25°C. 60%RH, PTP @i, 6 » A) TIEEMET,
b) HEEERER (25°C. 60%RH. PTP A%, 6 » ) OAFEH Li-,

£ L =7 R $E 200mg D@ ZEIRHE CORHEIT IR, AWIMIX3 FThH D,

o) INEEER, WimEERER TOAEM L7z,

BT 5B OESR)

(IX. & B FIE




V. RFICEY HEE

+ L =75 R £& 400mg

FHZEM., INERBRIZB W TELITERO bive o7 (BEN), LasL., PTP @A3D A Tk
40°C,75%RH DLAETIZHBNT 2 5 A TEAEARD bR TE Y | RFH TSRS IRIC R 5 S
NULETH S,

1RAFSAE {RTE e {RAE 1A SRR

F e PTP /2t

e N ERC R PP

s 40°C PTP 41%& N

. 250 RH YL S A 6 5 H RO TR (W)

55 HRE N

0%RH PTP )%k 6 1 H ZEZNEEH T D R & O R

° () 72 BEIN 23388 B AL 7=
S 1 A CIEBKAN, 2 » H TR
AR 0°C ZAl (RSB ZH O, [OBEAN
25iRH PTP A14E 6 1 A BlEIniz) | 6 » A CIEHERORM
’ BEZWEIE B T b 5 E R O R

(72 BEN 23388 B AL 7=

HERTEH - MR, TERERBR Y, AR, 58, WHY—MY (BEREEE - EEDE Y. wEREE )

a) WG CIXEMET,  b) BN R OHRSRER T oA LT,
c) MIHERER K OSSR © 0 A K L 7=,
L =7 R $E 400mg D@ ZEIRHE CORHEITIRMRAE, AWIMIX3FEThH D,

BT 5B OESR)

ARERVBRROREN
BN

hElEDEEZEIL (MEBEENEL)
[XI1.2. 7 OO BEEER : &L =% R R 40%DE A

(IX & B G

FARERAE R ] DHSHR
ki
AR

+ L=/ R EBHI 40%
& L =71 R FBRL 40%1%, HARIERHFHMEI LB 3 5ICE
TR OB A LT,

ooV alE) b AR

+ L =H R ZEHI 40%0D ;5 HBh i

(%)
100 [ steide A Sm sk (/K L)
EGHE50EE

R pH1.2.4.0.6.8. K

T RABIOVAS—

TN

a“/-

80

60

40

20 /

0 R B s

0 15 30 60 90120 3 4 5
(min)
B



V. RFICEY HEE

+ L =75 R §& 200mg - £ 400mg
(i) BREEHEBRIEO R RUVEIZ X VEBREZTT 5,
5t IEEEL 434y 50 [Alis
BRI 7K 900mL
GRESL) AFNE. BARERBFICED bz v aflig) U v AMREEE B OFEHEEIC#EE T 5,

L =H REE 200mg &t L =5 R ££ 400mg D LLE

T L =7 R$E200mg & & L =7 R §E 400mg OFEHRZHE L, [HESEZR LKA ERAIO
IRV EPEBR TA R A 12O T) (2000 4E 2 H 14 AFHEIRRE 64 25K EERL S
R E PR R A) 12HE SV THE 200mg (2% 2 BE 400mg D RIZEMEAFHE L2 & 2 A, WAl
WHZEENIFESY THY ., EWFENICRETH D Z LR ENT,
1) -+ BE 400mg D H R ITEE 200mg D FIYEHER D + 10%D#IFH T - 7=,

o B A& LEI B ASIZ B8 1T B BE 400mg D 2 DAL, $E 400mg O FEAEHRD £ 15%DFPHEZE 2 5 H Did7

Mol
pH4.0 pH7.5 K
(%) (%) (%)
100" o 4L =hR§E200mg (n=12) 100" o HL=hRE200mg (n=12) 100 o tL.=#R8200me (n=12)
—=— 4t ZHR§400mg (n=12) 1 —=— £ ZHREE4A00mE (n=12) I —#— £ ZHRER400mE (n=12) s
meanzS.D. T mean£S.D. meanS.D.

80[ 80[ 80[

60 [ 60| 60

40[ 401 40[

] I !

20 ... o Lt S Sk A S (L 1 200 ... EA L A [ ) Che ) o 200 ... EA L A [ )R &
REE BE R RBEE2E (FIVE) HEE AR A RABRAE2E (1 NFIVE) e AR A RABRAE2E (/NFIVE)
ElEHE 5508 Bl #8452 500% B85 500%

HBRA:pH4.0 900mL B pH7.5 900mL HBR&RK  900mL
E_ERHEFEI/OYNTT714— . T EHEEIOYNI5T74— . T _EHEAE/OYNI 574~
I I I I | [ | I I | | I I I |
5 10 15 20 25 (hr) 5 10 15 20 25 (hr) 5 10 15 20 25 (hr)
BFE EFfE BFRE

T L =7 R &E200mg - £ 400mg OIRHFABR TG LT (HvF v m 7B #ioREF I
L7,
2R AT A T RI% OB, BUS IR TV R CIR N ENIFAE CTH D Z L PHEE STV 5,

10. BE: - 2%

(1) FENDLEGERSR - K. HENRRGES - 2XCHT 51FR
BN

(2) %
(L =7 R EEH 40%)
NZ 1 100g, 500g (7T AF v 7K FL)
4340 1gX100 40 (243X 10X5), 1.5gX 100 43 (2 43X 10X 5)
(L =7 R £ 200mg)
PTP : 100 & (10 & X 10)
(t L =7 R £ 400mg)
PTP : 100 £ (10 $£x10)

(3) FPiwBEE
BN

10



V. RFICEY HEE

(4) REBOME

+ L =5 R EBHI 40%
INZ
MG : AY =F L
Xyv7 7Y Fx
AN =
5}

53
DET 4N kaNy RV FLr TAI=T A

O

t+ L=} R ££ 200mg - £ 400mg
PTP > — b : AUk = RV =VF FIx=FL>, TII{HE
TNAIE—:TAI=gL AT L

1. Blgirft S5 EMEE
AR L

12. ZDih
BRI L

11



V. ARICET SIEE

V. BRICET SIEH

1. BEEXIETHR
OBETAMNA UNEME - ERREE - BHEFRELG S VITESRAE) SLUTADAITHES S
TEEE (FHk - ZEMEF) OBE.
OIRAH LU DRDBIKEDAE,
O K EEfR R D REHH,

2. MEXIIHRICEET HIE

SMBEN I RICEET 5 E

(HEBfREEDREMS)

51 AFNE., FEERBIEOEMEINEEO L TIZH HAEICKEZ X7 L TV D EFEICOLKES
HTk,

5.2 AFNIFEH U -8R RN B+ D 3A TIX AW T, AKFIFEEPICEERBERS R LT3
AT MBS U CHRBIEREEATEA S5 2 &, HERNICZ D Z & 2 BEICT 4512 #HA
LT Z &,

)

TR ERFEAEDOFIEMS] ) O TEESUIAR) KO IELR O &) OBIAGBIZHE, 2011 4
6 HIZET L7z,

PRI ORI AT A R 74 (AXRER Y2 2013, EFERD) T, [REENERO - TIIREE
IR L D HHAEROXERH 556 FICHEREEO FHFRELITO 2 LRSI T
2o

3. RERUVAE

(1) RERUVREDMER

(BIETADA UDRE - ERRE - BHESRELZSVITEEARE) BLUTADAITHES K
THEE (THE - Z284%E) OBE. BRALUES DROBKEDAE)

WL T alEt Y Al LT 400~1200mg & 1 H 1 ERROEET S, 7277 L, Fin. iE
WA Uil BT 5

(FEER R D FRENF])

WL 2L aEF U AL LT 400~800meg & 1 0 1 EfRAFES 5, ks, i, FERIC
i Ul BT 5728, 1 HEE LT 1000mg #8272\ 2 &,

(figsn)
NLTOBF YD LEREEE L= REEH 40% - §8 200mg - £ 400mg BE K
A”7E§£;U¢A L= REEKI40% | ©L =% RE200mg | + Ll =% REE400mg
400mg lg 2 B¢ 1 %
500mg 1.25¢g
600mg 1.5¢ 388
700mg 1.75¢g
800mg 2g 4 g 2 BE
900mg 2.25¢
1000mg 2.5¢ 5 B
1100mg 2.75g
1200mg 3g 6 B 3 B

TG ST OBE, ST alig) b v afhiEe &L =0 R ¥R 40%&K 582 B0 #7220
FOEETH L,

12



V. ARICET SIEE

(2) BZERUVHE=DHRTEEE - Bl
(BBTADA UNRE - ESRE - BHEBRELLUVITEERE) BLUTANAITHES K

THEE (THE - Z284%E) OBFR

AHENX, BEARO VT vl b o NEERE ORI 2 AP Ui is
HD,

AFIOERARBRICEE L TIX, 1 BoRGEZ#EBEERA LR —E L, 1 B IERAORGE LTHE
M U7z, EORER., ERIREEIZ ISV Gl SA & RIS E 20 H i B 2 4R U s heE ) & ()
DA NEDZED ST,

UEbEXD, RBEIOEKEFECADACKHT D HEROCHEEZ, Sv7afigd b U o AR &
LT 1H&E (400~1200mg) % 1 H 1[EEAOHEEGETLH L, @, v a@f ) one
LT 400~1200mg % 1 H 1 [mfRO&5-9 5, 72720, e, ERICS CEEERT 5,1 & L,

(BRH LVES DRDEBIREDAE)

SRENZ I 1T 2 AGRIRIL, A AIZI T D HFERR . LRMEOBLE NG | R M O 5 DR O BEuREE
RS DARFN O AEL OHEE @y, v 7afiEr- Y 7as L T400~1200mg % 1 B 1A%
O#59 5, 72720, Fn, ERICE Ul a5, & L,

(FEERmREEDREINF])

KENCBWCHEER T 5 v 7o, 1 3 500~1000mg THARENTWD Z
L BRINARRR S DT A RT 4 Tid, 1 H 500~1800mg H#EEHE L SN TWbZ e, KOH
AKTANTafE)h N U LEEINNCOFEERGENELD 1 H 400~800mg (F K 1000mg)
B LI EHEENRH Y, AIMERPLEEERHERINTND Z LD, FEEICRH 2 K40
ENOHELY B, v 7 et FY o AL LT 400~800mg # 1 H 1 BIRAKEEGT 5, 7
B, Fln, ERICE CEEEET 52, 1 HEE LT1000mg B2 7202 &1 &Lz,

4. AERUVHAEICEET HFE

1RZERVHEEICEEYT 5FE

(BFEHLVIERS DREDBIKEDAE)

VT e BOERE KOS SEOBRREEICKF 5, 3EBL EoE#FEHIC OV TR, BN
A OEEFERBR CHIE R T BT o 2355 TR0 - 4]

(fiF3n)

2017 4 6 H 8 HATDEAFBEEI - AlEfRARE @ AR 0608 5 1 5 & WNEAE S #4
E3K - AATERA R L SRR R B AL 0608 1 ST ESX . I CEEZ R HEEICW
FIL7EBRIT, HRCE BRI D < S SCED R EAE OHEIZFLEH SNV TWW e NE 2 RIEIZEAT L
776

5. ERERALIE
(1) BRRT—2/1\v7r—o

L= R PR 40% KGR FERRO TR — B & DU ISR, BRI LT o b ) v L
(VPA-Na) £ L TOETHD,

HERL x5 R
AR O 8% 5508 GePRRER & | RER N B 12 651 | AR 1200mg X (36 R 400mg
DI aAF—R—IEIC L B HA[Al#E M5
%) Y
BHEORERER (70 24— | R A S 12 4] | 1200mg
N—IEIC L D) ¥ oA ST B % 30 4 LRI O 5
1 R ONR H o R © fERERR A B 6 5] | ASHK] 1200mg X (F %) HEEE 400mg
B AR O &5

13



V. ARICET SIEE

(LRI 36 1,
A R RS A B BEIEC 40
i)

KB4 PIES W
i E AR AR INRTANARE  |400~800mg
14 1] 1 B 18] 2 8 ke G-
PR ERIRARER (RHREE & o 7 [/ NRTANABE | AH : 10~30mg/kg 1 H 1 [B] 12 RS-
0 A —R—EIC X B ) 7|98 f RIS - 10~30mg/kg 1 H 2~3 [A] 12 HE# 5
— R AR R ER Y 0 101D ThMAHEE 76 ] |300~2400mg

1 H 1A 4~48 @5 Q2 HETRGHIE LT
1 #ilZ&Fx<)

HERPERR 2

HERYE T A A BRE
29 I (NERMEE 9
B, AR o A R e
20 1)

%t A 400~1800mg £ THi LT 1 H 3\ 1
WE~1 o A MG Lok, &K 400~
1800mg % 1 H 2 [8] 1 J@fH~2 » A [k 5-

A 600~2000mg % 1 [ 1~3 [7] 2~4 ¥R 5

R G 10 )

INRT AN B
7 i

300~800mg
1 H1M 11 » ARI~2 46 » ARES

T L =7 R §E 200mg KGR HFERF ORI E B —EH 2 U FIRd, HEREIT VT mf@l Y UL

(VPA-Na) L LTOETH 5,

R4 PO ML
5 T FHEG PR 3R — 200mg SEFEY B A A Bk — faE R A B 6 ] | 200mg
HA[ARE 1 5
% ARG R SABR — 2 L =5 R R 40% & D 7 1 A4 — | @Rk A B 10 1 | 400mg
— Hi[a|f HIEEh e b — HA[RRE O 5
5 AR EGER3BR —200mg SEdp i 53k — 10 fEEER AN B S5 ] | 800mg
1 H1[H6 HE&S
B IARRBR — 2 L =% R R 40% & D27 1 2 A —3— |6 5%LL LD TAN A |400~1200mg
LR — 17 B 49 1] 1 B 18 12 5@E# S
55 I ARERER — TAD AT 28 201 OB | B A T A b A fE 3 | 400~1200mg
FH—1® 18 31 1 B 10\ 12 BEE#%S
(2) BREARZFIRGER
A ER e L
(3) AERIIERHER
A ER e L
(4) #&REERIEAER

1) AR ER

OTAIAIZHHT AL =/ REE200mg &t L=H R EFH 40%0D tLEsEERAER (B MERER) 17

Fin

WD TAhABE 49 B
13.8+£6.5 % (mean=*S.D.)
TAMDAGE RTEBEMETADA 1461, B TADA 3461, RIRETANA 1 H#]
REBRAEATERIE AT ai) Y v ARE 1 HiR5-8 400mg : 16 i, 600mg : 16 fi,
800mg : 13 5], 1000mg : 2 ##l, 1200mg : 2 5

H Y TADPADIERIZIBIT 51 L =7 R §E 200mg OFENE & ZaME2ET 5,
BT YA v | S, FER. BEXELS 0o 24— -k
PIE S sVTalgF b D LHEFRERRIC LD 12 BEE U ERRRFEES IR ST

14




V. ARICET SIEE

TR (O VT it N U A K DIRFRBAINCEERFEN 2 B EH Y . 2Dk
$& 2 BIOFEVEMIFEA 12 AN Th - 7- B,
QFAEIMHIR N 2 ELUNDOBE . b L < 1% 2 LIS BT A AT (42
FEMEREST) ERD BTV S B,
ORI EBUGHF OAERRDS 6 3L TH 5 B,
PR 715 ¥ L =H R §E 200mg XiFE L=7 R R 40%% . BEICH 5 ST LT
2 R Al HRAZEEETIC 12 T S5
FEAMG 7 RERBAAART 12 (N7 aigt R U v ARG ) L BT ERRFEE, R
ITENEE, BT R (TADAZEH) [2oWT, A2 THEYfy) L MY
IARZE] TEAL) @ 2 BTl L. L =% R §E 200mg &t L =% R JHk:
40% % FLESRR T L 72,
IR S e

BEIRFEVE, PERSATENREE N O AT R (TAMDAIES) DUGEREIZHOW T, &
L= REE200mg & L =7 R YEKL 40%I3H B A2 o Tz,

. £ L =7 R § 200mg McNemar
el Tk (L pren W
_ T 43 15l 0 il 43 {5
e o L 16 2 6 3| P=03173
- &3t 44 {51 2 4 46 1l
J S e T L =7 R §E 200mg McNemar
e =T AT e B
_ UGEXIIAZ] 46 il 0 %1 46 {51
e o L 0 f 0 f 0 f :
- &3 46 1l 0 % 46 151
JIbd38z AT T L =7 R §E 200mg McNemar
(TADPAKES)  |gemuirs]  Emih e BiE
_ SESUIARZ| 40 4 241 42 fl
et o L 2 2 f 4f :
B &3 42 4l 4 45 46 151

RIS D R 235 L 7= 11> T o3t

frge X
BIWER & LC DM T =7 L5456 6 £ (£ L =% R # 200mg
B 1, &L= RYERL 40%& 51 5 1F) R bz, G5 HIEICE-S
TRWERITRED iz o7z,

I R R OV FH
L =7 R 200mg & & L =7 R R 40%DRERILTELF TH -T2,
100% 90%LL I 90%ANE | T — X KB &t
1L =% R 30 44 17 4 1 45
BE 200mg (62.5%) (35.4%) (2.1%) 14 49 ¢
1L =% R 27 {3l 18 4] 2 4]
WKL 40% | (574%) | (38.3%) (4.3%) 241 49 1
ARABEZDWTIE, LT X 9 RiER™ S ST,
BEFN D J5 A3 P . WERIA D 7 )8 e
R LR | ROEDBE M L5 (p i)
37 5] (80.4%) 4 5] (8.7%) 541 (10.9%) <0.0001

MBER O BIRM LB\ & ZN LIS CRF S RRE % Fhit

) o 7 afipF YU v A8IH A o BB T SRR 2 AN E) 0 Bz A5RE . IR R A LS E 3
HZERDHLOTEETDHZE (IVILS.EEREARWER & Z OB 8.5] OHEEM),

15




V. ARICET SIEE

OBRKRE L VRS DEDERIRE ST HEERAAE

1999 42 A 1 HAEAG @A TEISIME AR D ER A EHE S OB IZOWT (B 4 5 -
S 104 5) | (ZHASWT TR L O 5 S OBRREED IR ] ORRE X ITRNE B E N
Tel= o, EWICB W TARBHE TN FIT 5 2 BB X 50 L T,

B, LT ORBRAIT. TEYRE X O 5 S OBRIEDIRIR] ORIEEUTEN R OB D

. BEEEE LTHWS N,

%lf@%M FOBRICFMxI S L 7o o 72 2 FEO —H 5 IEGBROGEE Xk @b Th

Do

KENZRU D ERRRBREEO (T —%) ¥

H i) B E O BRRIE DGR B T 5L T a D HRIE & e e mErT 5,
REBRT YA | Zhaak. —HEER, BIEAL, 77 AR WATHMRER

PIES 18~65 jk D BARMEREE  (MoRHg) B3 179 4

(VT aBRRE 69 B, U TF T LRE36 B, T R ARHE 74 )

ER R ERAEYE OIBABIR K OB S 30E T m B2 2 e (SADS : Schedule for affective disorders and schiz-
ophrenia) [ZIESWZHFZE 2 W ILHE (RDC : Research Diagnostic Criteria) (2 J ¥
FBPERR 2 O BRIREE & 2 W S vz ABeaE

QU v a7y MIBREHIZMRS 2278 14 DL E (BAK4EE T2 E)
DBRE

@FENS T IO CHLE T U T 7 A3 EE 3 K H IR R 0 s

TRBRSMERE BRIV T aRICEDIEREZIT T2 L DH 5 BE

BRI S TalE, VFULLT TR E 21 B S

A a gl 750mg/ H . U F 7 A0 900mg/ H A FEIF HEE L, 3 HEIC LS 1
f2lL 1000mg/H, U7 A% 1200mg/H £ THEER, SHIEomEHEE (Nrrn
B . 150pg/mL, U F 7 A : 1.Smmol/L) Zi#Ez 5 F THI&E

AT IE H BRSAEAT R (MRS : Mania Rating Scale) DZEAk,

FIRBIEEAMTE B | &3 N B (GAS : Global Assessment Scale) it

it EsC R

55 AHIC, 2V a gk 7 7 £ ARREL Y Manic Syndrome Subscale fii™ CT#

BladrgEz R L, 10 BRI, BEAFMRE TH 5 MRS 5T H A B REEDN A

BIv, T OEIIBERK T £ ThiV 2 (p<0.05. VanElteren #27F) , =72 Manic

Syndrome subscale i T 72 < & b 50%DUEA ERUE L T2 L FERLEL R

L?’_ 1A 1E, SV O BREE 48%., ) F U LRE49% THD W TILL 7T B AREE 25%
CHAREEICER T VLT a RS Ol p=0.004, VTF T LR O

ifc : p=0.025, Cochran-Mantel-Haenszel 1 7E) .

7£) Manic Syndrome Subscale fii : MRS fH &A% 5 2 2DV T A —LED 5 HD 1 D,
FERUEZESy, BROMEDZ X @Rz r X — @R7eIEE R OG%ED 5 HA
DEFTHY . BV 5 H5Aa71L0~25 Th b,

BIVR H AT
GAS FHEDOEALIT T T REE3.8 A8, 7L T u@it7.6 S CTho7- (p=0.06,
Van Elteren f#T) .

7tk
AEFRIIT T BARRET 74619 58 i, /L7 B BERET 69 il 58 5], U F 7 A
FET 36 B 33 FCIRD B iLlz, VT REREETRD DN HFERIT, Hl,
SR, KR, IR, O FE W, mEM, BEIE, TREOMERE TH T,

) AFRBTIEYF S J O S S OBRREBOIRRE T L OKRB SN TW O ARIO FER O E () (2@
AN TufEF FY v AL LT400~1200mg 2 1 H 1 EREAHREGS 2, 1 THD (VIHEROHE) OnF "3
).

16



V. ARICET SIEE

KEICB T 2 HRRBRAREO (ST —5) @

H SRAPERE = O —FEETAIE (Bl : U T 2) Sk L Cai L B 2 BT b
BT DA b A R R B,

RBRTA v | Hlak, CEER, BEXE. 7T A WATHEFRER

PSS 18~65 D BmMEIRE (BuRig) B 43 6 (L7 el 20 i, 77 B AHE 23
i)
O BT GIEGIE 36 1] (7w FeRE 17 6, 77 1 ARRE 19 i)

Fe B G L Y OFsFEEOZW & it FF & (Diagnostic and Statistical Manual of Mental Disor-
ders : DSM-III-R) |2 & 0 BRI OBk RE & 2 S 7= B

@V F U LTS LIR30 D WIERAE MO 2 EE

QLMEBEIZHOWTIE, ARE S 2 WIIRNEFM 22 T -t GRURBRALE 4 » H#

WZHUE &8 0)
FRbRANERE IR EIZ250mg LA LD NV T e g 5 A e 2 L Db D EE
AR5 NN TaEIET TR E T~21 HEEE:
SNV ERIE 3X250mg/ H A WIEIEE R L L, HEEMHEE (50~100pg/mL) |7
T 5 F THREGREREZ MK

I TE H BRI EEA R (YMRS : Young Mania Rating Scale) D Z8{bE|E

BIVREIEEAMIE B | %A 314 R EE (GAS : Global Assessment Scale) & OVREFHIESRZEAN R EE (BPRS-A : Brief
Psychiatric Rating Scale, Augmented) @ 3 D7=

TS Ak

YMRS #E& S OFRAE TSV T B REET 54%%E L, 77RO 5%dE L L
NEBENZE Do 72 (p=0.003, Wilcoxon IENFIEE) . £7-. GAS #2845 &% X BPRS-
ARBEROTREIL, K2, VT BEERET 20 RERD 1T KiE,. 77 &R
HETORBGERD 3 REGETH Y, WO RE CH R CHEZENRD
Hi7= (p=0.002 T p=0.001, Wilcoxon IENZFIREE) o

freeyus
HERESI VT BB 20 #], 77 2R 23 floefliciBo bz, 7
FERE CRl LT B A EFGIIH G APRECUTE L, 5. BEF 3% 771K,
EEIRH ChH o7z, BHGFILCESTHERGIIT T BAREET 23 fiF 2 f], A
VB EERETT 20 il 3 BHCERD BT, N BBREICBWTERGFIICE S
FAEFRSITELEY, $EEF. O ORES 1B TH -7,

) AT T IER I KO S ¥R OBRRREOTERR | ’ﬂbfﬁk LS TWDOARANORHERLOHE Hfy) 1T,
A zagpr vy s E LT 400~1200mg & 1 B 1 BROKS5T 5, 1THS (IVIHELKOHE] O
i)

%

O FEEfR R D RIEHNH 123 9~ 5 FR R AR
1999 422 [ 1 BASIEA A @A DEISAME N6 2 B R G O Bz W T (W 4 55 -
l:i%% 104 5) | IZEAWT THERFEEOFIEMH] ) OMEEUIZRPBMENT-0, EN
BN TAZRE TR RN 9 2 BRRFRER 1T 520 L TV 720,
ek, LUTFORBRAMGE L, THEURFEIEORIEIS] OZRESUTLROBIMETE (KNHHEFE) (I
et AHHFE O IENRG SN o5 ERE LTHW SN,
TE) R LD ENED @O AKGREE « BIGIMNERET S NHBEE~ORYMEIR D s E T aig) b UL
JT SR OB

KETOAGBIIGFOBRCRI R & 7272 3 fo “HEREEGBROMGEBEZEIIRO®@Y TH
60
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V. ARICET SIEE

KENC BT 2 AR RBAAED g7 —2) 12

H Hﬁﬁ@%ﬁ BV T alEOANM L ZaE 2 RET 2,
RERT YA | sk dE, —EHEEMR, 77 A, TR iR
PIE Iwﬂzﬁuimﬁﬁﬁﬁﬁﬁ@éﬁﬁﬁ$%rmm(f?ﬁfﬁ4Mﬂ,wam
fi% 500mg/ A #E 45 1], /L7 i 1000mg/ B & 43 61, L7 o fig 1500mg/ B RE 44 1))
FAeREUE | OB 6 v A UL LRI FEREBIEN & 0 | 1GBRARAT 3 » A THEHA 2 AL E
DR BRBIED > o T B
@Z N FE THEBEMED TIHRIEE 2T TOZRW, XIE 2 [ILAN O T TR
Bonieno o BE
F2RbRANENE | D15 H/H L EOSEE T BRSm LIS OBESE 2 FIE T 5 IR
QR At WH IR A RIET 2858, JUIBERIR O BHE
@ EN NIV T BERIC LD FERRIEERAZ T2 Db 5B
B T1E Bl . T TCOHBRE T 7R % 4 BEES
TRIEY . 7T AR, L7 ok 500mg/H . 1000mg/H ., X% 1500mg/ H % 12 8 Rj#5-
(B 5-Bi4h & 250mg/H)
FEAmIE H BN G WERANCI T S 48 B2 0 OFEEPRIERE DL
 FEVERIE S BEG-HT & Hele LT 50%LL B L7z g oA
il AR

RIS D PR FRAEERNE, SIS L B LT, 7T B REE (42 ) T 0.5 [H],
2L a ik 500mg/ HEE (45 41) 1.7 [, 1000mg/H#E (40 #1) < 2.0 [A], 1500mg/
HEE (44 01) L7 L, 77 R ARBHC A4 UL 7 o i CH BICHD L7z
(p=0.05, AT .

* FEAERIHE S B G- & LLie LT 50%LA LA L72 B OFIG 1%, /L7 m iR T 44%
THO., Z7ITBRBED21% L LAEICE ) > 7= (p=0.05, Cochran-
Mantel-Haenszel ¥ &) .

Ak

HEHGL, 77 2AREET 44 6 35 6], L7 g 500mg/ HEET 45 4 34 4,
1000mg/ H #£C 43 7 32 4, 1500mg/ H & T 44 7 38 HllZiBD Bz, /v 7 |
FRRECRRO LN A EFRIT, Bl B, MEARE, B, Fiko v, #
IR, TR, &N, W, R IR S Th o7, BETPIRICE>T-AEFELIT
7T R EERET 44 Bih 2 B, L7 a g 500mg/ BEET 45 Bl 6 5], ST
fiz 1000mg/ H £ T 43 f5ilH 6 i, /v 7 g 1500mg/ HEET 44 Bl 11 BIIZERD 5
iz, L7 aBEicBW TGP IEICE > mHERELIT, L7l 500mg/ H
BECHELL, M@, EEL, BB, MEJE, Wik 1H, L7 1 EE 1000mg/ H B CHY
5o 3, L, M. MHEERAA 1 F, L a g 1500mg/ HRECELD 4 5], MR-,
T, BIR, BN E, BEBRE, BB, WHE/AREENA LI ThoT,

1) AF T EERIEMEDORIEIH K L TUEKREN T A AR O MELOAEE @Y, v 7afig) b oL
& LT400~800mg 2 1 H 1 B O 595, 72385, Fin, ERIG ClEEHERT 223, 1 BE L LT 1000mg
EHzNZE, 1THhA (VI FELKOHE] OEBR),

*EKEH%%xﬁ%&%@(@%?ﬂ5)w

HE

RER OIRIRIZIT 50 7 O A & 2 a2 BT 2,

BT A o

% fti i e [ | giaﬁ\ﬁﬁ%m\77?$ﬁ%\mﬁﬁ%m$ﬁﬁ

PSS

A 2 ML EO FEERFREIEN & 5 78 BE 107 6 (77 'R 37 i, S 7nm
FERE 70 f51)

ERR R IEYE

DIRFERLA 6 » ALL BRI S FEERBEIENH 0 | I1REBMGET 3 » A T A 2 [BILL L
O R BIEN o - 7= BH

@ N E THERBIEOFIIEE A ZIT TR, XIT 2 FILIN O T BHRE TN
Bonihol-BE

ERAET) 81

DEHIR % o 72\ EER O

@15 A/A UL EOHEE CTIEMERTR XX REMEEER 2 FIET 5 B
OREFEENE O B

OBV T BRI LD AR BIERREZZ T2t 0b b EHE
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V. ARICET SIEE

BRI 1k BIEH . T TOHBREIC 77tf%4 A [ 45 -
B 78R, I v 7 afg (250mg/H 2 HEGME L, (s 70~
120pug/mL (272 % & CHllitl . R RARM IR  66pg/mL) % 12 @5
FEFHMEEE |12 HE ORI 5 4 8 &H 72D OSB3 AEREEKL
BIRHRHIE R | FAEEI S e 5010 & g L C 50%LL_Ejgib L= B E O ElIA
it A F= EERFAM
TN 1T 5 P8 ERIEIL, 7T B AREES.7 ] (Bl 6.4 7)) . ST ofg

BE3S M (B - 6.0H) ThY, FTHAREELIB L, VT ok CHEICIK
Moz (p=0.001, Van Elteren #2/E) .

YR I REAT
TR A B -7 & PRk LT 50%LL i L7z B O FEIE X, 7SV 7 e BRRET 48%
ThHY, 7T78RHED 4% LB LAREICE N> (p<0.01, Cochran-Mantel-
Haenszel ¥ &)

A
SV R REETCRRO SN AFERIE, EL 32 FI, HESE 22 ], IR 21 41, &
k13 5, dRER 9 il BLE 9 BIETh T, BEFILICESTEAFEFRITT T
ANEET 37 B 2 6, ST m EiET 70 Bl 9 BICRE D HivTe, VT m R
IZBWTHEGFILICE -7 AEFEFRGITEL 2 41, 32, IEH, KT, B
B, ATREREM AT L H . dm M OMAREIINA 1 Bl ThH o7,

1) AFRTTRH BRI RO FEAEINH L |

oxt L TRRB SN TV D AAIOEROCHRIEGEE, ST alig) b oL

& LT 400~800mg % 1 H 1 BIRAE3 2, 7235, Fn, JERITS BT 225, 1 H&EE LT 1000mg

BRIV &,

1THD (IVIHEEKOHE] OHEZM),

KENCBT B ERRBRAES (T —%) 2V
H A Hﬁﬁ@%ﬁ BT DV T algoa0ME & Zett a2 a5,
HKEBRT A v | Shiiak (A Sk, EIEAL, 7T BRI, WATEER ik BR
*t5 ¥@H2Euh®ﬁﬁﬁ%¢ﬁ%éﬁﬁﬁﬁﬁm7%(7§tﬁﬁlw%\NWTm
MERE 122 i)
F7pder e | OIRHEBILE 6 » A LL LRI O FEERBIEN H 0 | 16#ERLART 3 » H T A 2 [BILLE
D R FEEN B - 1= BE
@ NFE TCHERBIEOTIIEELZ T TR, XU 2 BILLN O FRHREE TR RN
BonnolmBE
Fa e |(D15 A/H DL EOBEE TR A2 RIET 5 B
OREFS IR O B
@B ANV T BRI LD PR BIEEREZ T2t 0b b BE
B 5 1k BERY . ST a Rk GET 4008 CGRAIER: 1)
WBIERW . 78R, X7 ol 500mg~1000mg/H (¢ 5-BH44 5 : 500mg/H |, F
Y H&  871lmg/H) % 12 A& 5
FEFMEE | B8 BEICK T 5 4 B H 720 OFEPRIEREOZEAL
BIVKASFHILTE B -&5%&%&Lt%¢@ﬁ@@9$\w IZFEVERIEL DY 50%LL B U 7= g o)
N
B G IREMICKT 2 4 B ST 0 ORI A KO
T3 T A
BN T 2 P RERET, BRI L L <, 77 vFRE (115 #) T 0.6
|, L7 afRiE (119 #]) TI12 B L, 77 BRI~V T o BBRETH
B2 L= (p=0.006, Van Elteren 1) .
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V. ARICET SIEE

FEER B AR A

RN T A REREUT, BERTE R LT, 7T B ARRET 22%, V7 a Rl
T 2% L, 77 BRIV T o BEECA I L (p=0.013, Van
Elteren f&1E) 7?%@@@%&5%&%@L(ﬂmuiﬁwbt OB,
TTRREET 24%, NV T BT 30%THY ., AEEIIERO LN T
(p=0.251, Cochran-Mantel-Haenszel &) .

IRRENC BT A ERERBL R UL, BIEM kLT, T BARHETO0T H, ~
NTaEEEEC 1T B L, 77 B RBRCEESSVT a @t CHBEICED Lz (p=
0.009, Van Elteren #7E) .

Ak
HEFRRIL, 77 2AREFET S GIF 81 ], /L7 mFERET 122 filHd 83 BIlIZFE®H
Nz, 72V aBEECTRO LI AEFRIT, Y, B, ﬁﬁf\4/7wi/
PIEMERE, 1. LA R. TH, EIRR RS CTH 72, EERAEFGITY
TR RFET IS HIF 44, N7 afEiEc 122 fild 2 flicBd bz, vy DE&
HECRHRREEENAEETCERVERELRAERFZIEL I T T, ?QEMJJ}:
THEBERGIIT 7 BAEET 115 FF 10 i, 2L 7 a BREET 122 fiH 10 FlIZFERD
iz, VT BB W THREH IEICE - 728 FF5HEIR 3 1, ﬁ»uﬂﬂ&(}
DEMEREEAR, LD 5 %%, ik, FEEAMER B, BHES 1ITH-o7=, 2D
S HAERR/EEL 1 i} OMEJE 1 I HSOWCIRIEBRIE L 1FITHEEICE#EH D L HE
SNz, lIEEAMEESR EHAEL 1 oV TEBE L BEb v L HESh
776

TE) AR TR BRI FEAE D FEAEME ) 128 L THGB SN TV D AR O ALK O BIZLER, <7 afg) bU v L

2)

(5)

(6) A

1)

& LT400~800mg # 1 H 1 B O 595, 72385, Fin, ERIS ClEEHERT 223, 1 BEE LT 1000mg
Bzl 1ThA (VI FELKOHE] OEBR),

REMHB
BB L

BE - FEINHR
B L

Re9fE A

FABBERE (—RERAKERE. BEEARERE. FRARELRAER). RERTET—42
R—RFAE. WERFTRIERABROAR

OFBBTADNAB IV TANAITHES BRITEIRES
T LZH REN 0% BEERFROEAREHRE

B i

AHNOFFRFAIARI I 558 gk D 5,147 FlEIE Lz, ZOWN, @IS/ 12 Fl 2R LT
BB G- 1,906 B2 THRUIEAGIRE & O 2175 72,

FEERFOUEL X 76.8%ThH Y, BILEAGRRFD 74.7% L X THEZEITRD Lo
720

TADAGTFER N O VERR CriBlE &R & AEZITRO b ho Tz,
BN ERA TR S B

PRSI T BN aﬁz%‘:f ZOWVWTIE, RUERAGRRE & FEA R A E AR ST, BIEOIH
(L ARTHERATEIREE 13 #E MEW 23 D 222 2 72,
2k

AT T 5,147 Bl 2L U, BITERIEF]IX 301 #1C, RITEHFEBUEFIZEIE 5.85% T
boTm, BLEKGRRFD 8.68%IZ T, BERICHAEEITRD LN oT,
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V. ARICET SIEE

OBRKRE L VIS DIRDERIKEE
<BES>ELZHREH 40%FEL/\ILTOBEEOERIHEE 2

AAFNL, BRRERER A T, TEISAME AR D R RS OB IZ OV T (1999 4R 2
A1 BAHFE 4 75 - EIREE 104 5) IS REEMOEKGRZIE L7c7-o, B L =7 R Bk
40%%ETersv7algr N U o AEFNZ OV TR TCRIBIFAR 2N EhE S 72,

ZORES, BWERRBLEIT 15.63% (30/192 #), EIREHIEIZIES < SR UGEEIC X 5 s
(#LLE) 1367.93% (125/184 ) Toh-7=, £7=. 77 Bl iR E 1L 64.62% (126/195
) CTHEESNTEBY ., FHIMmHEEL 52.80+25.06pug/mL (mean+S.D.) THhH-o7-,

AFAEDORERIT, TN E TCOERRNADOKIE & IZIFEFREETH D Z LR SN,

2) RABEFHELLTEREFEOHNEXIIEREL-FAE - ABOWME
BARSAYA

(1) Dt
(BRETADMA UNEE - EREF - BHREBRELG O UVITEGRAE) SXUTANAITHS 1K
TEEE (THE - ZBEF) 0BED

L =% REEAL 40% Z AL - ERN—ARERREER

INREETL TANAVBE ZGITE L= R PR 40%% &5 U —RERRRBR ORI LT O

LBV ThoTo, SMUGEREIL, BIEUGEE, 1TENE CNITHBMERUGEE K OV EEG  (I4k) o

JE % A B I L7,

< NI T AR 16 Bl X512, B L =7 RPKL40%0.75~3g (Sv7afgt b U oA 300~
1200mg) % 1 H 1 [7] 4~48 ﬁFEJﬁD%EEf L7o, fscERI, deEll B2s 15/16 # (93.8%) T
bolz, BWERITREO STz,

NRTADAEBFE 20 Bl Z 5t BIC, & L =0 R R 40%0.75~2g (/L7 i) kU oA 300~
800mg) % 1 A 1[a]l4~34 B OEE Lz, SfRUERE T, gl B3 17/20 1] (85.0%) T
Hot-, BHWERIZERD bR hoT-,

cTCAMDAEFE 21 Bl %512, B L= RJERL 40% 1~4g O3 L7 g kU o 2 400~1600mg)
1A 1A 4~36 BRI NG Ui, SREcEis, bl B8 921 6 (42.8%) Th-7-. Fl
YERZ 521 5] (23.8%) (23R ® Hav, HIGAEIR 2 51 (9 5%) #RAE - FRI/MLE 16 (4.8%) . AL-
P L5 16 (48%), AR 16 (48%) Thotz, !

cCAMAEE 19 Bl &2 x5, 7 L =70 R FERL 40% 1~6g(/</v7"nﬁfz7“ kU 7 2 400~2400mg)
Z1H 182 Bf~13 B OBE Lz, SCER I, Sl Es 15/18 4] (83.3%) Th -
7o BUWERNIZ 2/18 f5] (11.1%) (2RO B, M7 E=71E L5 1 6] (5.6%). HEAPEL 1
il (5.6%) Thoi-, W

DL b — i B R ek 4 5Bk 2 S5 U 7o/ R BMRSGE L 1T e DL B2 56/75 4 (74.7%) Toh -7z,
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VI. EHREICEY HEE

VI. E3hEIE(IZRHJI HIEH

1. EEZHICEEHSLEYXRIILEYE
Tx2FEIRR: TEFALT2RTIA R
AP A N GV R oSt NS 0Nl N N G
XV TR NI AZTF
NIVEY— VR 7= /) v X —b, 7Y I R
AW T I KR AVFT A
FOM  INATEE L, saFEAL Y2HFIR, =AU NE
HE  BEEOH HEEWDMNEE - RFIL, HFTOBRMIEFELZSRT L &,

2. EIB/ER
(1) EFRERLL - 1EFARER

1 FAAR AL
S M O Rk 2z b TR E T

EREE (XRORX, Sv k)
TERMEFFD 1oL LT, IND GABA « 7L 4 X VR ORETREEIZ BV T GABA A RICE S L

TWD T IVE I R R EERE FZIE MO T HH°. GABA 3 f#IZES5- L Cu\5 GABA R 7 AT
RS —BERanIBEEI T AT RUKEBERIEEZRET S22 1280, M GABA JBE %

R L. SORERHIT 5 2 & BB Z BRTIN G, 22 2 0 2
BUBRIEF 29 B OB R AEO FHEIBIIER 2 (251 T b GABA WAL (ER 1% 5 L T

WD ATREMENE Z BT %,
(2) BZZENTLHHEBEE

1) BEESETILICHT 2R
~ 7 ADRKERERERE XTI U B MR RS B 7 ) Lkt AR

¥R, AV =TV RS S, 20

2) EEEMREFHA-TETILICRT 24H
FaADF R U RERE <7 AOREFREME, b b OJEFHEREEIS LIMFIER 2oRr4, 2

31 32)

3) BIRDEMETIVICHT H1EH
BE OB ET N EEZLND, TXV L T 2XI L7 u LT RSV REDOFEABSIC

X0 AT D AREDTEER2AZICIET2 (72, v ), P

(3) {EFISEIRESRA - FRRERA
BB L
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VI. RMEEICET SEE

. EMEREICEET HIEE
1. meREOHR

(1) BAELEMDGOPRE
(BRETADPABEUVTADAIZE S ERITEREEDAR)
ﬁ%m¢%Ei4W4m%mL&ﬁ%éhfwéﬁ\%@®ﬁ%ﬁ%0\%ﬁTﬁﬁw%mm%
TR AL EIRIT 150ug/mL &5 HEL H 5D,
(BFEH L VRS DHEDBIREDARE)

AN IR X 40~120pg/mL & A SN TWDE R, FREOBRENH D . 0O FHRIT S0pg/mL %
AT WG EIRIE 150ug/mL & T 5 Eb S5, BMEINREEZ BNE LT b7, FAIMIZ
MAREE=4 U » 71X TIZRWD, AH O BB BARREOZ DN H - -6
T LIRS R DG O WIGEEICIE, BB CMHREDE=2 1 7 &2 T, HEH
BT DHZENEE LYY,

(FEBERFED RIS

HEh PR NI TW Wi, JRAIIZIHREE =4 U > 7 OFEHEITME TIER
WS, ARFI O FH B AR 2 i AR e @ﬁm#%otEAM X, BB CIHREDE=4Y
VI EITV, HERET L ENREE LU,

(2) r_n-t%ﬁ—tﬁﬁu 'ck?f’LT’JI[l‘:F:Er_

1) BERS : L =H REE 200mg &2 L =7 REGH 40%DELE: - 5 I HERRHABR -t L=H RE

FIEDY ORF—/N—HEIR S EYENRELLE —

fEER B 10 £ 128 L =% R §E 200mg X2 $ER OB L = ﬁR%MM%g(Aw7u&%%
U hE LT 400mg) %7 v AA— S—{EICCTHIERE O &5 L7256 O i Sy R & Y
%%%@N?f~&%ﬂmbto?v:ﬁR%ﬁ«m&m&ftv:wRﬁmm@fmnm®
BIEDRFRD b= b OO, WRANTHELL Uiz iR SRy R 2 or Uz, PR B - IeR il
TR (AUCoz2nr) MO S MAEFIREE (Cmax) DO XHEZEHAE 2 AT SEEE D 220D 90%(EFE X
fiZ. log (AUCo.72m) 83.1~99.1%. log (Cmax) 97.6~1113%Td ¥ . W [RS8 D) & FEvE
(80~125%) ZWE7= LTV . WEHANTEWFHICAETH D LS, ¥

(ug/mL)
25~
B L =#R§E200meg 28
m 20 I I T B tL=HREH40%1g
g 7lﬁl~1— [ (58 ULTOBFhUY LELT400mE)
15 fTT — =10 (2B A B
E=3 I T .[ mean=S.D.
® 10} | i |
- t— 1
5 _/ b f ) %77""""""'L,,,,,nwr T
[ s L 9
0::: 1 | 1 | 1 ] 1 | 1 | 1 |
0 12 24 36 48 60 72 (hr)
B
HAKSHOMBHIEYREHRS
HRKSHOEYHENSTA—4
AUCo.72nr (}—lg hr/mL) Crnax (Mg/mL) Tmax (hr) Tin (hr)
L =% R & 200mg 585.08 =146.80 18.18=2.80 15.8+3.5 16.8 3.1
L =% R ¥EK 40% 634.25+126.56 17.48+3.14 104=+3.5 17.8£3.1

(mean=*S.D., n=10)
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VI. EMBEICET HEE

[

2) EiRs

T L=Hh REEN 40% : BEEFEOKREGHAR HRBRELDOV ORF—/N\—EIZK HHEE)

TREERRY N B 12 £008 L =% R R 40%3g (L7 afigF b Y A 1200mg) % Hi[Ee O 5
L7 EOIEYENENRT A —F %0, A7 afi@)r s v AE L T1000mg 2 1 H 1[F, 6 HIH
HERRORG LG EE2 v Iab—ar L, TORE., B5MiA% 6~7 HECEFIRIEIZE
T2 LR s, Y

(ug/mL)
1251

100
75

50

o il 5 48 -1 5% B

25

0 I 1 1 I 1 J
0 24 48 72 96 120 144(hr)

BF &
EHREBOMEREYEE#E (U IaL—Y3y) REE: /N TOBEF R YL E LT 1000mg)

L =7 REE 200mg : 5 1 tHERPREAER —200mg SE B fR 1% 55085 —
RN BN 5 4128 L= R € 200mgX4 & (N7 mfg)r b o AE LT 800mg) % 1H
18], 6 HRE#EER OB L-Ba, &E50MG% S B RICEFREBICELE, 19

% 80r o

i il

- A7

£ HUH TN
o JITTH N
A

B [

B EROMmMBPEYRERE (R5E /L TOBF Y HLE LT 800me)

) AFOABIN-HELROCHZFILTO®EY THhs (VIHEEKOHE) OESH),
OFFETANA UNFEIE - EREE - BHEEIRER D CITRAREIE) BLOTADAITEE D ERITEIRE
(R - BRMESE) IR, BURE L O S SR OBRIRIED IR

W, VT ulER R U AL LT400~1200mg & 1 B 1 B O#&S5-45, 72720, Fills, ERICS
Uil T 5,

O R B FEE D FEIEMHI
WHE, oL amt b v AL LT400~800mg & 1 H 1 [EEO#KET 5, 2k, Ff, ERIZGT
HWEHEWT 225, 1 BEE LT 1000mg 227202 &,
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VI

anp
o

EWEEICET SEE

[

(3) &

M ER L

AZERHD . 1To& D LTWARWVA, 150 720 L 200ug/mL Ll EE S TS, WHN G,
Ard, B & ORI BT 2, EEESCEBIRREICRD Z L bdH D,

4) B% - HtRAXD

B9850

Foae

L L=H RN 40% : BEDEEHR (VORXF—N—Z&KICLDHHE)

Rk N BPE 12 44102, B L =% R AR 40%3g (07t U oA 1200mg) % 7 1 A4 —
NIBICTBFRE X VB ICHERE OG5 L725E O AUCosomr. Cmaxs Tmax X O Tin 1%, E0EN
WEDIBY Th o7, AUCoson X T Conax D FIIED 721X AUCo.800:3.4%, Cnax24.8% T Y | Cinax 13

NSO I (£20%BLR) S4Ch D D TIED 5 B A FO RN

BB, ek, B

H U723 ENRE N T A —ZIZHESWT 1 H 1[E] 1000mg 6 H ihEkik G52 2 2 b—3 g v LIz
R, MG OBBEGRHICB O TEFRIRIEICEIT D Cna XIFIEFR UEZR L, Cuin 135 %
63.2ug/mL KON 52 lug/mL & EWRH ST, W B IRIEA DM EEO#HENTH - 7=, Y

(ug/mL)
100

RS- B
A O
S © ©
T T T

N
o
T

— HRRE
— R&HRS
n=12(f2Rr A BM)

mean=*S.D.

T

! e

o

HOxEROmEHPRMRERE (58

HERSHROEYFE/ NS A —4

6 12 18

30 36
A

48

56 80 (hr)

LT OEF YL E LT 1200mg)

(BRE5E . /\)ULFOfF ) DLE LT 1200me)

AUCo50n (pg-hr/mL) Cimax (pg/mL) Tuax (hr) * Tip (hr) *
MR 5. 2141.8+299.4 56.9+t55 10.2+£2.1 18.3£3.56
BHEE 2069.4+349.9 71.0x£7.6 7.5+2.5 15.3£3.03
*RENRTA—H
(mean*+S.D., n=12)
(ug/mL)
105 - — RS
— RiEkE
100 - )
s /
1 ~ [
th 75
%
s 90 |
s ~
25 +
(0] 1 1 1 1
0 24 48 72 120 144 (hr)
R

ERRESEOMBLEMEEHRE (V3al—Yay) REE /70T Y 9L E LT 1000mg)
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VI. EYE)

anp
o

REICRH 9 HIEE

[

L =7 REE 200mg : 5 [ fAERFPREAER —200mg SEZEY B RESIER

R AN B 6 4412, EL =% REE200mg 1 & (VL7 mfE) MU oA 200mg) %7 7 A —

ANIRIZTRERF L OVER (EIEIHR) ICHERR D& 5 L7256 @ AUComne, Cmaxs Tmax XN T
X, ENTHREDOEY ThH Y| BRGSO TRED MFEPIRE LR L 2 4 O#ER
H RNz 4 212817 5 AUCe7am KUY Crnax DS EIEHAE 2 W T SEEE O D 90%(E 41 X 1
log (AUCo.720:) 98.8~121.9%, log (Cmax) 98.4~121.7%TdH 0 . W0 b [F S O] E FEHE (80~

125%) Z#fi/-LCEBH., BFICLD

Bz
R

v eEEz R,

(ug/mL)
151
EERRS
J;‘Is[’l — BIRIRE
EP 10 F . n=6 (2R A B %)
b mean=+S.D.
7
B el
E
0
12 24 36 48 60 72 (hr)
AR
BRESHOMBHEYEEHS (R52 /UL TAEF UL E LT 200me)
L =7 R%E200mg (1 fEHERER) OEMEE/RSA—42
AUC.721r (Hg'hr/mL) Crnax (Mg/mL) Tmax (hr) * Tin (hr) *
Hof Iy . 296.29+23.93 8.82+0.52 18.0+4.7 15.7+1.8
RE%EG 24991+117.76 8.13+2.78 147+1.6 15.6+1.8

OF Liv:r
BB L

(2) RIEETEE

+ L=/ R E8%i 40%°

Ka (hr') : 021 (&l . 027 (&%)

(mean=*S.D.,n=6) * : BE/NRT XA —X

(B L =274 R EKL 40% 3g % fEFER A B0 12 £ B mgt 0 5)

+ L=} R ££ 200mg
Ka (hr!) : 0.072 (ifa&lE) . 0.221 (&%)
(£ L =7 R #E 200mg X 1 §& Z fEFHER A B 6 4 12 Halfk 1 % 5-)

(3) HREEEH

+ L =5 R 28 40%°
Ke (hr!) : 0.039 (iaflE) . 0.047 (&%)
(7 L= R BRI 40% 3g Z fdt R p A\ 51k 12 A I BRI A% 5-)

+ L =75 R ££ 200mg
Ke (hr!) : 0.073 (KflE) . 0.046 (&%)
(B L =71 R & 200mg X 1 & Z R A H 1% 6 4 12 Halkk 0 5)
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VI. EYE)

o)
e

(1

ICBEY 5IHE

4 2752

+ L =5 R 2 40%°
CLoso (L/hr) : 0.57 (ffafrbE) . 0.60 (&%)
(£ L =71 R BRI 40% 3g Z MR p A\ 1 12 A IZ BRI O & 5-)

+ L =5 R £& 200mg
CL (L/hr) : 0.64 (VafBE) . 0.76 (&1%)
(B L= R & 200mg X 1 & & fREpk N B 6 44 12 B Rlfe n ke )

<N Tufplt LToONMNANDT —H >

BT T AR

6~8mL/hr/kg (fEFERKA : 16~60 5i%)

13~18mL/hr/kg (VNETAMAERTE  3~16 1%, A 5H)

(il E TlX, 27 V7 7 AT & EITRWD, EERO 2 VT T 0 ZHMET 5 & O
ERHB, 7)

*IR IR A 100% & ARE
(5) P HEHE

+ L=/ R E8%i 40%°
vd (L) : 12.5 (ageks) ., 11.2 (&%)
(7 L= R PERL 40% 3g Z AR N B 12 A IR O & 5)

+ L =% R & 200mg
Vd (L) : 8.84 (ifafxiy). 16.58 (&%)
(£ L= R #E 200mg X 1 §& Z A B 6 4 12 Halfk 1 % 5-)

< )Fuafpl L TONEANDT—HF >
0.1~0.4L/kg (IZITHRaSMRIZFRY) 3

6) Tt
BB L

3. B&H (REaL—av) @h
(1) fE#H7AE

ke L

(2) INSGA—REFHER
gk L

4. MRIR

B L RIGE TOHEME TRIES LD,

Y (v ) I2EF 5N

7w NHIEEDON—T D0 VT alig S ) o AORILERISRT, EOWIEALE LT
HHNTWD/NG EH TOWINA RS BIFTHY . ZOMIZIZIER T S WORINEEZ R LT,
HIZBWTHEWRIEAL R L-DIE, 0.1lmol/L ¥HEEP TII L7 afigr Y v ADFDITE A
ENRREMEDO @SV T RfEL > TEY | BRIFRWRINEZR LD L Bbitd, Z ORIV

Tafgt b U T IR 2R LT ERA & LT AR FRORIH RO FIZ v o
EEb S,
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[

NILTOET B LORIRE

H N A N RN KW ©
HEER (%) 83.0+3.2 94.5+1.1 85.5+8.3 85.4+3.3
LR (%) 3.8423 2.2+0.6 1.5+0.7 23+15
IR (%) 79.2+2.9 923+14 84.0+8.8 83.1+4.1

a) HAFYLLT 20cm

b) [EEMLL L 20em

c) BIBLLT 10cm

(mean+S.D., n=5)

SEYEFIRE

AT afgs b U v A 800mg & AME AR A B 6 A1 o AA— =IO (BEAD) X
RN G- L2 & & GRS 7 a o AUC.D . (B 1 /F IR 1% 1.0040.10 (mean=*=S.D.)
THY P, AEMFARARIZ 100%TH D5 Z L AMESHTW5D, £/, Zaccara b DO TlE,
PN aRIT TR VE AL IBTAETERE R ORI PERIA] & 6125 90~100% DA F I F =R
BT ZENRHREINTND, ¥

5. 9%

(1) & — R BE P @@
JIRA PR PR 0D 6.8~27.9% & D Y i3 B,

1% — FR AR BE P Bad
i s i/ RE A OB HE 7S 1.71+£0.23 (mean+S.E.) & DG4 23 b 5,

(2)

FA~DBITHE
FLIT OB TP E D 3~6% L OHE 2 RN D,

(3)

RN DFATIE
BEIR H OB T MBI D 12% & OWE D BB D,

(4)

Z DDA~ DBITHE
RHER e L

(5)

(6) MIREEAKEE
< )LFuafpl L TONEANDT—ZF >
>90%7 (35 L% 100pg/mL LL EOPEEE TILFEA A afn3 2% 49)

6. 1t

(1) RBEERLL KR CLBHRRS
AT B BRORAFAETRE S, T2, 77 v Ui, Bk, o, o KT ot E
ST D ENWEEINTND, 3 HEERHHRE © & FR~RT,

,CH-CO2H — ,CH-COzH
H7C3 H7Cs

5-OHfF PGA (2-700EN T & —IVEE)
VPA (/37 008)

5 4 3
HsCay C,COzH+ Hio GOt | cHaCHxCH, CH2=CH-CHz,_
e “CaH HsC3 N CaH -~ /CH-COZH_' ,CH-COzH
3h7 3h7 gHa-(in-gHz CHa-CH2-CH2
Z-2-enfk E-2-enfk P deenth
1] o ™ 4
CHs-CH2-C, CHz-CH2-CH, CH:-CHCH2,  * HC Hy
§ y C=CH C=CH
chS/CH-COZH_ H7Cs/CH COH H7CS’CH COH— y- i CH-COzH + HaC~ :CH'COZH
. H7C3 H7Cs
3-ketofh 3-OHtk | 4-OHfk ..*7 trans-3-enfk cis-3-enfk
o
1l
CHs3-C-CHz.
CH-COz2H
H7Cs
4-ketotk
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VI. EWEBEICEY HEE

(2) RBICBAET 5E%K (CYPEH) ODHFiE. F5&F
B 59 A {CEHEEE OE AL CYP (F R m— Apﬁmﬁwmeumwawam/&%%%ﬁ)
3 40%. B-EE{bas 30~35%$ﬂ“fz§>é EMEIN TV,
F 77, d-en (KDHERLIC Z CYP2A6, 2B6. 2C9 4 %@#W TR RO TN T v A
KDARIZIZ UGT2B7 4 %@ﬁ%ﬁ#é EREENTWD (invitro), *®

(3) YMEBEEBHROBFERVZDEIE
FEAERWEHEES D,

(4) REVMOFHEDEER VBN, FELER
TEMEACE & U CIEHRIZ B-2-en LN d-en (A3 L7 i b bbis LC 0.84 & ON 0.87 [ et
TEREHTLEOMERDHD (w7 R), ¥ £, den (KIITFEMELOMEIEFENE (AN 12
BT 56D EEZLATNG, 05

7 . HEitt

(1) HERERLL K OFERR
FICE, D REIFEEDROMRPICHRE S D Ll shTng, 2

A

(2) Hef=®
fERE R B 6 4412 L =1 R JEKE 40%, 3g (/S mfgd b U A 1200me) % BERR 135
L7258 o d R OPRHGE X, 1 $ CTlE 12 3-keto /& (AUC...328.15+94.73ug-hr/mL) 734k
H &S, JRFPCTH T 3-keto (8 (% 5% 56hr £ TOHEMR 34.05£2.57%) MRS, LR L
7w, 3-OH {&, 4-OH {&, PGA. 5-OH {K. 4-keto {&, Z-2-en {K, E-2-en (KDJETIH 7=, F£7-.
JRH D HEE SR T2 5% 56hr £ T T 61.20£5.59% T -7-, ©
FREpEE#IZE (B0 TOF U Y LREMOBIE (%, 56 BERIR)

VPA |Z-2-en {K|E-2-en {& | 3-OH {& | 4-OH {& | 5-OH {& | 3-keto & | 4-keto {& | PGA TOTAL

14.36 0.49 0.32 4.02 3.21 1.38 34.05 0.78 2.59 61.20
+5.56 +0.12 +0.10 +0.66 +1.21 +0.57 +2.57 +0.46 +0.97 +5.59

REFIL AL T a BRI L7z (meantS.D., n=6)

< u7uafpb L TONEANDT —H >
FRAHEIER © 1~3% (GREBIR) 59

8. FSUVARKR—A2—IZEHT BIEH

MM ER e L
9. BRFICLBBRESE
<HE>

1BHEE R EDLIEITH LT CAPD (FrftfIEIRENTIE) 2R Io iR, ~ L7 o Bl s e A
R A R Lic s, R OB ST Ligh ol & ORER D 5, >

10. RENDERZAILEE
BB L

1. Z0ih
SR L
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W Rett (EALOEES) Y SEB
I. 22t (FRLOXESE) ICEY SHIEE

1. ZEHERABEZTDER
BRIE ST TUVRUY,

2. BRARLEZTNDER

2R (ROBHEIZIFEELAEWNI &)

(GhEEHE)

21 HERNITFEEOH HHEE [9.3.1 2]

2.2 VSRR NRGUAEME 2 &5 o B [10.1 2]

23 RFBYVA VIVEEIEDORE [HERET VE=TIENHLDONDZ 0B D, ]
(FEERRFEDRAENNH])

2.4 1 SUTAER U CW D RTREMED & 5 otk [9.5.1 ]

(fiL)

2.1 KRF| DGR FERRC[F — R TH D v Falp) b 7 LOEBMERAI O LokE x2S
ZLLTRELE,

LT a ERIFNC K DB & & O - FREOBEN RS SN TWATeoiciiz s L,

22 IVIL7. (1) PFHZESE 20l OHESMR

2.32002 479 A 20 HHEA T8 R 3K Rt R g o o5 <,

ST aBERANC K D@ T ST MIEORBANRE SN TND Z L LD IREBY A 7 VRS
DHHBEEFETIIET VBT IMERBLY A7 N@EED, EERIERICORND I ENEZILN
DI, RFEVA 7 NVBEREDOBE~ORE|OF G IIEER & Lz, 55595758

242019 4£ 3 A 28 HHEASEE EEK - ATRHRA R ERZ 2R @ KA 0328F 1 &
IHES<L,

[ FH 2 5880 D YN SCEAF D REHEESHOKE (2019424 A 1 HEH) ok, TRRAIZER ) DI
AABEIESND Z &b, AFIO TFEAZERZ ) ORERAICOW T, 2018 4RSS 12 IR H - e dn
HAEFRSEROB S ERLFLZENRB LB RPES T TEREDTONLIMER, e
5 Z L) &l s nio, (TVILG. (5) 4w DOEZM)

3. MEEXIIHRICEET HER L TDEH
[V2ZNRESUTRRICBE T 218 22035 2L,

4. RZERUVREICEET FELTNERA
VAEROHRICBEET 218 22035 2L,
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. 2t (FALOEES) Y HEE

. BEEGERIE L ZDERB

BEELGEANIEE
(BhEesk&E)

8.1 HEHESE (BEVIH 6 » HLNIZZ W) BNHLbNDHZ ENnHHDOT, HEHW 6 » A
ML EMINCITERERE AT O 2 &, BEOREZ +2ICBET 52 L, 2% bEATIEE
BT ITFRSEERE 21T O Z L E L, [11.1.1 BR]

82 W7 VE=STMIEZME) BilEENHOONDZ ERHHOT, EMMIZT =T %N
ET D7 EBEE 77O 2 8, [102, 11.1.2 ]

8.3 H M T EM I B REMR A, MEMEZIT> Z EREE LV, [11.1.3, 11.1.5 8]

84 o v alit ~ U v NBE A TR O BE IO THEASER 2 AKANCO) 0 B2 2856,
MARENEETLHZENHLHDOT, MHREZAET DI ENEE LV,

(BRETADMAVBEIUTANAVIZES ERITEIEZDARK)

85 IR&., WEJ - ) - KHEEERENEDORTREZ D2 XD 5, ABEOELRESLRE
0 BREREOBESIE, BEREORESEE 2 2o o b EMAEEICHE L, GR
B BREZ T ) BB IIT T+ R EENMNETH D Z L2 WU BREICRET L2 L, F
7o, IRKEDNH Db =8HE121E, BENHEOEIREGER A L) M OBEICEE L2 L 9,
BEIHRETHZ L,

8.6 HWHHICHBIT HHEEORMRBD N LEGOHILIZE D, TADLAEERER S bl
L2EMBLHOT, BEEPIET HHEITIE. RAICHET L2 EEHEICITD 2 &, [9.1.6,
9.8.2 2 R]

(FEBRRFAE D FAEHHI)

8.7 BEADHWAEIE~DXEN 2 leoTe b—HARKOE G 2 IE L, BGHEGEDO LB DU
THRFHT 2 2 &, IEROUGENRD DN WEGEEITIE, BAREBE M LW &,

(BRE LUV DRDRIRREDAE. FEEREEDREINF]D

88 K&, B - £ - KEERENEDRTHREZDZ ENHDHDOT, AKFIBRGHO-BE
(VX H B EOEIRFERZ M O R OBEICHEF S E R WL Y TEET DL 2 L,

(fiAEL)

8.1 KK DAGEHFERF A — R TH D v T afg) b U 7 A0 EERAI MR EorEE S
ZLLTREL,

SNV BEBOEGIZ L R THE S D EEREE OREFNHE ST\, BEERFEEIX
PGB 6 » ALINIZHAE L TODHINZ O T, F5HIH 6 » A LINIZFRRZ EHI 72 %
RBOE=F—F+ DR EEDLETH D,

8.2 LI F OIS

- VII2ZEZNAE L 2O H 2.3

- VIIL6. (1) BPHE - BHERESEO & 5 8% 9.1.3

8.3 AHNDAGEH BRI [A] — 3T v 7 a i b U o A0 RIFIOEF EoREEES
ZLLTHREL,

KENZEZOFTANAANL, BEEIRGSNDHEAITH D720, BEMEIZK LTI+ R ERENR
WETH D, Lino T, EmHPIERNROFHEEMRA (AST, ALT, Al-P %) 5%, EHMIIC
EHgEEm A (BUN, g2 V77 =%)  Eied (RifnEk, BifEk, i) 4 580 LT,
ToRBEOL IR ETHZENEE LY,

8.4 ARFI DRI R ERA CH DL Z LICL 2 EFHEHTH D,

8.5 2026 43 A 17 HAHEA T EAE EHBIEIRL S RERRIEM  ERLH 0317 8 1 51255 <,

8.6 AKIDFEI— I TH L VT afgpt MU U LOBEBERMAOMER EoFEICEKSE, ZE
T THE - HEICBEET MM EoEE) ICi#E L CWenE L2, [HERRIEORIEMS] ] o
GHRESI R RO THVER OV & OBMAGBIZEE, 2011 4 6 Al TEE /AR
ELCRiE L7,

8.7 THEHRIIEDFIEMSKIL O TSR] KO THIELKOHE] OBIAGRIZ VY, 2011
6 AITKET LT,

8.8 AH DGR BRI [A]— 3T H v 7 afig S b U o AOBEKERFIOE ] EoREEES
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. 2t (FALOEES) Y HEE

ZLLTRELE,
FRARRAMEE R RS BMERR B 2B LI-EEFEHTH D,

6. RENEREZRI HEEICHT IR
(1) &HHE - BERFOHLEE

IBENEREZATHIEEICEHT HIE
9.1 AHHE - IERZEDHLHEH
(GhRed @ B E)
011 EYBHEOBREROHHEE
912 BRECHOBEFRVERSENDH S RFERVES DFEDOBIKEDES
HAEMSCHZRSENELL T BENAH D, [15.1.1 ]
NI RFVAM IV ILEBENFEONDIEE
UTD L) REBHFICBONTIL, AFEERNCT IV BONTSEORELZETSH L L b, AH
BHERIX, T UoR=THEOEIIEE L, HaRBlEia T 2L, EERET =T MAEN
bobhisrBEhnd s, [11.1.2 5]
- JRIR AR OBGES L < IXRRARHOFEDOREED & 2% B3
c JRFEYV A 7 NVEEE X TRR AR ORI OFERED & % B
IAEELTHRDHLEE
AFNTAFLRN SV T afg ) U U AOBEHZHIE L TiRdb 7260 TH 0 | IRA%K—
EFREFTHALENICIEE T2 0B8R H 50T, MHRENHIIC EA L2V AREER H 5,
(heed@E L =H REE)
D15 HEEHEDHLEBEEXIIFEMDHLEE
BERIOBIEMBT Hav, BHAECEBERE X -T2 0355,
(B TANMVB LU TANAIZES ERITEIES D AE.HE|I L&)

9.16 E35&
B ZPIET 2581003, haIEETHIRERKHICEETDHIZ L, (8.6 B3]
(fifEa)

9.1.1 AFNIOAGRHFERHCFE o TH D 7 afigt v U v Ao BERE oM H EoEE 4%
2EZ L L TRELE,

W)U B CIRERAR G LV BBUEZ S S TR H D7D, RE LT,

9.1.2 [Hi s L Ot 5 SR OBERRBE DIRIE | ~OF 52 BT 2 bt & B U 7= BRIKR E O iRfE SGE
DOFEHFHAESET, 2002 4> 10 AIZFE#E L2, BREEILH 2 FOEMAER OB CThHh 50
%< TR HIEROBBARD 6D ETHEET 2B 2o TW\WD, £ 2 CHEDMER
WEETHEEIIEERICKGZITHOLER D S, (TVILI2. (1) EERME IS < FHR 15.1.1)
DIEZHR)

9.1.32002 /= 9 A 20 HFEA T8 3R e ek R F g Ic RS <,

ST RBRIEIET CESTMIEARE I T ENMONTWS, £, JREYA 7 NVICEEGT D
FEROIEMENME T L, 7V E=T ORISR T L TCWDIRFEY A 7 VREIED & 5 BE T
X, ST aBRICEDET CESTIIERBE Y A NEED . mEERIERICORND Z ENE
ZHNDHT0, REVA I NVEEIEDBRES~DAF DR GIIEETHY . TORWESH L BE
WCIEE L TR EZITHOMLERD D,
9.1.4 ARFID AR ERAI TH D Z L ICL 2 EFETH S,
9152023 47 H B FkETICHES<L,
o ST afgF b U U LREPESER T O ENENEH#E OEBICE S ZBRL LT,

9.1.6 AFNIDFE 3L ThH L VT aig) MY U AO@EBERAIOFEH EoFEREICESE, £h
£ THE - ARCEET 26 EOEE] ICEHRL QO ERNEE, TR BIEOIIEMH)
O eI E T KON THER O &) OBIMAGRIZHE, 2011 4 6 Bz TEE 2 FEARME
Bl L CE#ELL,
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. 2t (FALOEES) Y HEE

(2) BHpelEEEE

9.2 BT RE

921 BHaelEERE
EAMEGRORTEOERIZ LY | FRFRESEMREN ER T80 H 5,

922 MKRBEHESE
MIEHEHTIC & D AR OFRERCE AR S HED I L 0 TR MR T+ 2 B8 Th i d 5,

(fiRe)

9.2.1,9222023 47 A H E&GETICE S L,
BRI > CMDh (Coordination Group for Mutual Recognition and Decentralised Procedures - Human) 73
SOV T P A B O WRIN AT SCE A R, B REFE T B K OB T B~ v 7 g
EAMAZ R G T OBICITBEFEORELZE 2 TREBEAAET ILERN DL EXIBERLT DL
I LT Z LI EOEIBR L,

(3) HHREEEESE

9.3 fFiaEfE = RE

931 EELHEEZTDHLEE

BhH LWz &, FFEENELS HLbNBEM R BZRRH 5, [2.1 5]
932 FHEEREEXRIIZDOBRERDH L 8E (EELHEEDOHLBEXRC)
FrHgREREEN R H o b s BZENH 5, [11.1.1 ]

(fi#0)

9.3.1 AFIDOAGRREERFICHE KO TH L LT afigr MY o AOBHERF of H EoRE s
BELLTREL,

AT a BRIFNC XA 2 S DI TR EOMENRE SN TWHediciz L Lz,

9.3.2 AAIDAGRHFERFHCE RO TH L7 af@r b U o7 AOEBPERIF O A EodE 4
2EZ L L TRELE,

2L a AR R CAFREEN A U D Z BN Z2 GO TEL BESNTWD, FD7=H
FFHERERE =P Z DERER D H 5 BEIZITEE L TR G 21T O BERH D,

(4) £IERRZRT SE

94 KFEREE BT HFE

RS D AREME D & 2 eI 9 2 A 121, AN L DI W Tzt L,
AFN O EY] T H0METEIHIWTT 25 2 &, KEITRTEENRD 5T 5, [9.54,
9.5.8 & 1]

(fig7n)

CR BRI EORIEST L O TEhRE IThR ) KO THIEAR OVH ] 23 2011 4F 6 A IZENIEE
e Z LT, MR T 2 ATREMED & 2 RIS KT A ARAIOE SN+ B2 o b c
O, SOICHEBMEZRTZEEZEME LTHELE,

fFEC TVIIL6. (5) I DIESR

(5) bEsm

9.5 115

(R EBREHAE D RIEINF])

9.5.1 flhF IR L CWA RIREMED & D e MEizix, &5 LienwZ &, [24 B ]

(BFRETANAVB LU TANAIZES RITEIRESDAE. BRS &LV DROBRIKEDAR)

9.5.2 T ITIENR L TV D A[REME D & 2 I I2id, 1BIFE LT 2800 S S 2 56 2 bk
O BEELRNWZ L,

953 IERHFICRTL 2G5 T AR 2 53 256, AlRERIRD BAE 535 Z LN E LU, ot
TADAHE FRZONAN=EBE YY) EOFHRRC, FEEZA T 5 W& HPE U7 Bl 3 A K B 5
& LB L CE D & OFEZHRERE N H D,
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. 2t (FALOEES) Y HEE

(Zhaed@)

954 “FFHEN 2 HPE L= RER O KEIORKS ZIEEOIICHR S SN =B cBEE L v £
W& DEFIRERE DDV . Flo, RFNORG % B 5 S RIS, DEPIRKIESE D LA
ERLIRIE, NHA, Kl THEOHNEFE, TOMOETEE T L WA HE LT & ofEN
b5, £o, FAOBEG (AIEEHZEH ., MR, SREF, K<EWLARRE, BOHDES)
ZHETAHRAHELEZEOWRERH S, (9.4 B8]

9.55 iR O HGIZ X 0 | FrARRICIEREEE | RS, K7 ¢ 7V =S U iE, AR, B
JEME (FhRGEEL, WEGE, . E) XL LD EOWMENRH D,

9.5.6 AN CHENE S N BIERICB N T, RERFPICH TANPAREEZ TG SN TANABED
O O MANE 224 & %51 6 mRF O FREFEEL (1IQ) [EIME (95%FHHIX[H]) ] % ik U 725 2R
AN G SN TANABENSLDOHAERD 1Q [98 (95-102)] X, TF VU X [108 (105-
D], Zx==hrA > [109 (105-113)]. HAR=EE L [106 (103-109)] Z##E =T
MAUBENSOHARD 1Q LHEL TR L OWMERH 5, B, AFOHKGEN
1,000mg/ B (ARWFFEIZI1T 5 HIRE) REDLGA 1L [104 (99-109) ], 1,000mg/ H # i % 5555
X [94 (90-99)] TH -7,

9.5.7 YA THEME S N7 B RIZIB W T, IRFICAR &2 5 S /BB & o HZE R 508 3]
1. AA 2GS SN TORWEER DS O AR 655,107 il & bl U<, BEERIEYD 27 3 E
Moo DHGENH D AT — RE 0 2.9 (95%(EHEIXH : 1.7-4.9)] °V,

958 MW ER (v R) T, AFINERRH 2 MLE L, IR O REFICE 57 5 Alfett s
HoHLEDOWENRDHD P, [9.4 5]

(fiAEL)

9.5.1 2019 4= 3 H 28 AfHEAEAE EIE - AIGREJRIEIRL SRR EE  3EA L% 0328 &5 1
FIZEESL, (IVIL2EAZGNE L ZOBH 24) OHZH)

9.5.2, 953 AN DAFRHFERCE —ROETH L 07 alip) b U o Lo R o Eo
HEE5E L L CERE LItk 2019 43 A 28 AFEAS @ K - A4 R EERZ 2R
Rl AR 0328 3 1 SlESEKET Lz, ([VIN2EAZHNRE L ZDOHH 24 OESH)

954 "MV A HPE « RANOAKBHRFERECFE —RoETH L T alp)t b v Ao HER
KlOFEH EOEEEZSE L L THRE LT,
DEHFRRIBED.LEIE £ 1996 4F 5 A 10 AfEAE KB R SREBRRE K258 53 Blci5<,
ZIE, DHHNEONRAGE., Frf O RIEHZEH, mIREERE, SR, & <EW AT,
OB @ 1997 4F 12 A 12 B RAR ERL SRy Z e RIRREEN  EIZE 51 512HK5<,
JRIE T2 2010 4 10 A A kTS, &

9.55 JIFfEE, (K7 4 7V 2 — 7 U MIESE « KAIOEKBHRFERFZFE a3 ThH L 7 ali) b
U AOMEBERIFI O Lo EEASE L L THRE LT,

PRI R 2002 4= 6 H H FGETIZES <,
B, SRERIERE © 2001 45 6 A H EekiTic ko<, @

95620144 1 H B FSGETICESL,

MEAMZB W T, IEEPIC VT o BRI 2 B G SN R O A LT RO mEER T A b
AT N, MOPLTANAEEZRG SNT-RE D HA LRI TEL o7z & ) 815
W52 (NEAD study) OfEHFENRE 0 Shiz/=oiBit Lz,

95720144 1 A B FSGETICESL,

AN CFEfE SN BERFRIC BT ERETIC L7 o BRI 4 B H S - /B S A LT
BiE, AR TG SN TORWEENSHA LIRS LT, TARERIEY A7 ] BNEhro
TmE VA O IS EIER LT,

9581994 4F 6 A 15 HAHEAE K R LR 3R 43 5ok, 2

34



. 2t (FALOEES) Y HEE

(6) 1239B

9.6 RELIF
160 OB MR O RARBEOF ML ZE L, AL I LA REtd 22 &, v M
HP~BATT L2 LD D,

(fiF#n)
1995 49 A 1 HHEABIEE RLZ SR FEEEIZE S,

(1 IMNRF

9.7 /MR

(Zheed &)

9.7 AR AEMRE IR ST AR AR R & UTo A RME R OV et 2 45 1E & U TR RERBRI 58 L <
U2V o

(FrERFE RAE D RIEHIF]D
972 /NRFZXGR & LIAMER OVZ 22 FRiE & L72RARRERIT 520 L Tuheun,

(fiF3n)

9.7.1 AFIDOAEBHFERFICE —KOETH L LT afETd N 7 LAOEBERKI O H FoEE%s
HELLTRELT,

9.7.2 THEREBIEORIEMS] O HhRESUIRE) KO THER OHE] OBMARIZf L, 2011
E‘E 6 H LceﬁgT Lf:o fci%\ % 5 EETEL@%‘E‘I\i@%V\*%wui %ﬁﬂi*ﬁnfzr\n% TLNE
THOMLENHDHEEZONTHFEETHD (2010 4F 10 A 29 B AHEA S EE EHRA N REAE P
MR« ZAKMEIEMA AR 1029 45 8 B - ALK 1029 452 B, 20104510 H 29 H
fHEAE GBS R R AR Rl RIEF 1029 55 4 &),

981 HEICHEE L CTHEEICERG T2 &, KA, MIET7 L7 I 0 L OREAMERTROD, FEliE
TIXMIET LT S U L TND Z ENRE W= EREO R Ol EENEL b BN
N5,
(BFRETADABEIUTADAICES ERITHIREDAE)
982 ¥ HZHIETHHEEITIE, RAICHET IR EFICERT DL &, [8.6 3]
(R EBRFEAE D RIEINF])
9.8.3 EilinE AR & Lie Ao R Ok & et b U 7= iR R BRI L 9206 L T U Ry,

(fi#Esn)

9.8.1 1993 4£ 9 A H TGS,

9.8.2 AFIDOAGEHFERFIZF—K3TH D v 7 afig) MY o Ao EERA O EoRE%
&L L TRE LT,

amfﬁﬁﬁ%ﬁ@%ﬁmﬁjmfﬁA 3R KO THIELXOHE] OBIAFRIZAEV, 2011
6 AICWET LT, 7ods, 3 5 BIEE EOEMEO SO ARKGRIE - SIS/ ERET I GERL
THULENDDHEEZONTFETHS (2010 4£ 10 A 29 B AHEA S EE E3HRA 5 5 A e #
R RARTFEIRE M EKARET 1029 55 8 5 - AL 1029 2 B, 2010410 ] 29 H
FHEAE G )8 RIS R R R m e RIEFE 1029 25 4 5)

35



. 2t (FALOEES) Y HEE

7. HHEER
(1) BtRZES EZTDER
101 BfHHEZZE (BtRALAGWLI &)
HRAI 4 % BaREAR - H B 7R FEFE « fakRiN 1

H VIR LR E
A= VN Y v =

ThADPAPDOREIENRBRET D
ZENH D,

2L | RO i A RE N
T+ 5,

(InR=y)
A TR LK)
(Aay)
A IRXRLKF - T
(F=F2)
L LT X AKF - A
e I AET
(LANT Y )
O SN
(AT )
R U AR LKFIWY)
(7 4=y T R)
TFENRRXLA ERFIL
(AT xR L)
[2.2 &HR]

AEBF

IR LK

(fEwt)

VL2 A AR L ZDOBH 2.2) OEBMH
R« R_REI Ty AR LK 0 1996 4E 5 H 10 HAHEAE 72 iR m s

L 53 FIT S, @

AR LIKF - T AR F L 11996 4E 12 H 16 B AHEAR K R SRR ERIC S, 60
LU ZEKF) « A4 SRR KFW « T AXF 2 2021 4 11 A B EkEGZTICE <,
BT AR A 2002 4R 10 A { ESETICHES L, 67

R U AR LIKFIH 2005 4

11 A BHEUETICESL, ¥

Y FEER (YL, Ty F) IZBWT, ST afigd R ASRAKYEDOGFHIZE Y ST g
OERPMERE L, v 7 a@BofErREE - Re i FimfE (AUC) ZEME T3 2 Em235380 5

noLt#ESNTVD,

FERRL EARF I 2009 4F 7 A HEUETICHESL, ©

(2) ftRFE L ZDEH

102 fHREE (BFRICEEYT S L)

AN

B AREIR - FEE D71

P - fabRIA T

2L B — L ER A
7 x )NV EH — LA

QA=Y LMD NN CENIAGE S
HIOIER RS D Z D D,

FEFIRAI RN AL 7 v o A
L. 2L 7 g o g A T4
b £, AR oM FRE LY A
é’@_‘é 46) .

TJxz=h AV
VA Sl a4

ST e BEOERN T, Eiid
FI O AEFH A3 B 58 S X945 2
EMBH D,

FEFLERA A 7 v i o A
L. 2L 7 o o i me A3 K R4
5, T, EREROMPIRELY EA
KIHE T EED 9,

Tz=hA v
RAT7z= bV
7 ) N)LEH—)L
(8.2, 11.12 &H]

Ny TaBliclsrsm7 vE=T
MAIED YV 27 BN 5 & DR
ENnd D,

PEFFIIAIATH 2,

T hRAZ IR
TIMNITFU
SN TFFY

FERLEAIDO RN RS 5 2 &
WD,

FERRHA O M PR E 2 ERSE D,

36




. 2t (FALOEES) Y HEE

LZENDD,

VACRAVISN AN T aBROERPIEREND [BEFIEAHATH D25, 77 aico
ZENDD, R EHT 5,

7EMIF FERRERAN ORI DRI 2 FEIE | I ISR T 5 7 v 7 v U IRIAE DS
RT2L0HENRDH D, ERAR

17BN FERLEEAN O I N E R T | fFICB T 5 707 v A B HA

ERCE

T a RS BT
ERAY el
D Nl %
=)< hrLAENL T
rFENL
=i iyl il R Nl ol
IV A S

NV aBEOERNEHET 5 Z
ENRH D,

JRCEBIT DKFO 7V 7 v ias
UNITS Y

N OT R L FHHA

FERLEANIDO RN RS 5 2 &

WERER D 7 FEARAN D 1 i BE A B

TAEY A

ZENDHD,

T EBRAE DD, S¥D,
N7y s
7 aFe s FERFEANDOBIER (DHRBLV|NEFEIAATH D,
AP ERIE) 23 HE5R T 5 RIREME
WD,
U F LR IEH ST alEOVE RIS D | ERER L S o RS FRT 5, F

7. ST aBORBPEESNS,

Ty An~v AT

ST aBOERNERIND

EEIKIDNTF 72— A P-450 1 &

VAF ZENBH D, BEBH A AHEI L, v T e fRo i
RN FH 5,
7 a¥on T AEM (REEEER) |[BFITIRHATH S,
NHLbZEORERD 5,
(fiFa)

SV EY— R, T o= hA v IANTPEL . T N RZ U R ARKIO TR SR [E— Rk
DETHLAANVT Ol ) U LAOEBMERFAIOMEH FoFEEEASE L L TRELE,
T by RAT 2= kA Y, T /)L EX— L 2024 4E 8 A B EkETICHESL,

TIMUTFY L A R)TFY IO

7 v XY A 2002 4 6 H H BUGTICHESL, P

FE R XY 2009 FE2 AHELETICE-SL, VT 70 7D
17 B N4 02020 4R 2 A KON 2023 427 H B EUWGETICES <

7V a A BT B A 2023 4E 7 A B BMGETICESL,

R OTREVRER, UAT 7 Uy YU TR, ATV 1994 4E 6 [ 15 AR
B R AR L 43 SIS,
7P 202545 10 H B FekGETICHES L,

TYRBVA Ty 1996 42 HHESGETICHESL, 7

<BESRHIT VT TR

e G52 5RTF

ZuaFE AN 2002 410 A B EWETICHESL,

ISNNT O 7 )T T A ECHEAEZ )T T A METIERASROEELZIT D,

78) 80)

4oz L,

PV T a g O EREFEEI S B 2 5 2 5 WTREVE D & 5 A 2 fF 4 2 5618, HEICK

PNAEY = VBRRE] T == bV ROIANAT BB T mBORBEFET DL

Z6N5 O OTHIITEENLETH D, BAMGEIMET LIZGE,
MARTREITET T2 L BEZONL05, FHEHRREET L2V E ShTns,

Bl{ER

TE HIRAE TIT A

80) 81)

11.814EH

WORWER RS 5 bbb 2 ENHDHDT, BEEHDIITV., BENED ON-HEITES
ik 52 YR AE AT 2k,

37




. 2t (FALOEES) Y HEE

(1) EXGEMER & OHERK

1.1 EXGENMER
NI BIEFRFEOEEGHES. &EE. BHFE (Wb BEER)
FrfEss & L b lIcAMeEREENL DD Z b D, [8.1, 932 5]
NI2BT7 VEZT7IEZEES EHES HERH)
[8.2. 9.1.3, 102 &H4]
M3 AMMERAMm, FRIFERAE., AMBRFELD. EREGTM/NMRED. BERBRED (O30 S 4EERH)
(8.3 &[]
1114 2R (FHEAT)
WUWER, BE B, EHZOERA D Sbhiz v | WEERMEO LA NRD b=8HAIC
X, B EPFIEL, BEERLEERITO Z L,
MASHEEMHEX, 77 a3 =—ERE (W TN LEEREH)
(8.3 M)
11.1.6 hEMRKIZEFERARAE (Toxic Epidermal Necrolysis : TEN) (BEERI) . K IEFEIRREZEE
(Stevens—Johnson SE{&EE) (0.1%AE™ED)
1.7 BBUEREIERE (A
WIHER & UTHIB, BN LI, S BIT U L HilENE, IFHReREE . Bk, skl
%, B L OSERHBVEORER DN S b - HA x5 2 ik L, @yl E 2175 2 &, 72
B. 5. BE FEREREESOIERNHRS 2 WVITEBIE LT 5 Z L RNHLOTHEETHZ L,
1118 BMDEME. BRUESER. /S—F 2V UHER (O b HEEARR)
PEEAEIR & LTS, 4T, SEEkEE. B8, MR T, BEMRENH bbb
ZEMRBDH, N—F Y UARIER & UCHIERFR R, MR, BB MTREERS O DILDS Z
ERBHDH, B, ZHUHOIERNPEE LB TIEHIEIZ LD 1ZEAER 1~2 5 ATEIEL
Tb\%) 82). 83)O
11.1.9 AR ARE (B AH)
PP, DA, CK L&, MR OURT I A7 v o ERENRD b -RaIcIik 5%
ik L, @YRAEEIT) 2 &,
MA10 AFIRBILE DR EE 7 W EIZEE (SIADH) (BHEEAHH)
57 U o AIME, REEMAE, JRET Y 7 AEOEN, SEREND L b -HE121T,
KRB OHIRSE OMU) 2B 21T H Z &,
1101 B SR 2, FERERMERRR (W3 & BEEARB)
Nk, RO IR EE, FEEVEEDERD DA T, NI X B, B CT okt % 52
T5H &, MUEMMZ, HFERERIEIR NN B A TR G 21k L, BIBRE R Al
DO GEOEY) B ETTH 2 &
1) BB 36 A & B e,

(fiF7n)

1111 A OKBHAFERCFE o Th D 3v 7 alfigt U oL O@ B ERIFI O EoEE
BEHEL UTHRE LT, (IVILS.EEREANER EZOMHE 8.1 OIHARR)

1112 LN OIES R
- VII2ZAZNAE L 2O H 2.3
- VIIL6. (1) APHE - BHERESEO & 5 8% 9.1.3

A MR ML - 1992 4 6 A 25 H AT EAE KR i F55Eis 1 ko<,

IREFEREE © 1995 4F 9 A 1 AHEAE KB R L e FHEKIZE S,

PLIMERISD « 1996 45 12 A 16 A fHEAR KR i F 5 g IS <,

M/ BERIER D« AREIOAGEHGERFICFE — Ry TH L v 7 gt N U o LDk
HRFNOFEH EOEBEESE L L TRE LT,

11.1.4 SRR - AR ORFEHRFERFICFE a3 Th o v 7 afiEgr U v AO@EERF o6
FoEEESEZ L LT R 25%E L TW=23, 2000 4= 8 A 23 H A EAL EIRE 2Rkt
RIS X TRMEER) 2% E L,

11151994 42 6 H 15 A EAAEG /L SREEmM  KLE 43 5125,

38



. 2t (FALOEES) Y HEE

11.1.6 1995 4 9 A | B EARIEERZ SR FHEEICESZRE L, £D1% 2010 4 10 HIZH
FLETIC L 0 G E LT,

11.1.7 2005 4= 7 A 20 B HEAZEE EIEE L RZEIRRE SN EKAZH 0720001 525 <,
11.1.8 fDZEME, FRAEVE @ 1996 42 5 A 10 HEAEEE RL SR R@A  ELH 53 5lcko%
REL,

PAHVERRAESR (R, RYEkMETE, SeEkEE. 58, R T., GRS . N—F Y U8k
SRR (B IR PRENR . MHEL, 8 - HTREEE) £ 1997 4E 12 H 12 A fHEAER E IR A Ry 2 Ak
AREIEE IR 51 BlokE oL, W

11.1.92002 4= 6 A 5 AAHEA@E ERRLERRERB  ERLHEE 0605001 1285 <,

11.1.102005 427 A 20 H R4S @R ERE MR 2 RGRREEm 3% 0720001 S1285<,
11.1.112014 41 A 7 B AEATEE EIR AL RR SRR @M KAZR 01075 1 512i3<,

(2) ZDHDEI{EH

112 ZDthDEI1ER

0.1~5%AEE D 0.1%Ay5E D AN A
B & Es
" o |DFE, IR E . NIR, HRER P, ARG, R RE . R
RHHEER 2L, 155
Mk D - R, FECRIRE | DN, BECRIE, 8. R | ER. RAOTHE
AST 5. ALT L5, Al-
Tl P L5
i 2, A iR K7 47V = MIE, i | M/ MEEEREIR T
FaEk 1 2
WEIE | F89B
WRER | R - BEIR MR, pRIEE
AR (ARAIE, %A
HEFH R B . IR, K
WDED |- EE PR T2
% RERIE A5
D%Ew o1} g@ygﬁk\ H@7k (ﬁ%gﬁﬂzl\ééﬁ
2ot 7 ST ME, RE (R, TE S, 178, e RARE, FEEL,
#hn TN =F D

T 1) B I R A 2 e,
1 2) AROFRGHIERIC, WESNILDRERDH D,

(f#0)

e, OFV, IR, 58, AR, K, AR R ERE | R b, B - g, HEA TR,
ONS, BECRIE, (BFL, &, m/IEERIS T, 2. Rk, &7 V=T ME, R, %

f, B AFIOAGRRERICE RO TH D07 afg) U o A o@EBrERIF o Eo
HEABEL L THREL, F0%, AHIOKZRIO KB K OGS TIE O B2 B E 2
THHED AW,

ARREE (ARANA, AR : 1992 4F 6 A 25 AfHEAE KGR L EREEEKICE S,

IFERERIEZL « 1992 4F 9 A H FkETIcHkS<,

REE, JEyR. T, AP BH. K7 47U = Ui, R, DY 199549 A 1 HAEAS
W L R R EAR IS <,

AST E&H-. ALT E&H, AifEkED : 1997 4 12 A B E&GETICHES L,

HEAAEE 2002 4F 6 H H EdGETICE <,

o2 2002410 A A FEHKETICHES L,

RATUHE, BEIR, REEHM, JRZEE : 2009 452 H A ESGTIZESL,

FEEN 2010 A2 10 A B EGTITHES <,

ZENPEINE HL=F i 2012 4 8 H B FekETICE S,

39



. 2t (FALOEES) Y HEE

FEFEGAD . K FEEMMERT 2023 427 H B ESGTIZHES <,

FRaRER |

Mok (GFREERM: 22 Te) : 2025 4F 10 A H FE&ETICE S <,

5 B BIBI AR BUEE R U R B ERE— 5

OFBTANAB LU TANAUICHE S ERITEIES

+ L =5 R E8HI 40%

B A i FH A A D A G
AR E TORE (1991 49 A 28 H
PO ~19944£9 H 27 H)
AR it 5% £ 34 558
FHAIE B (A) 219 5,147
Bl VE 58 BUE B %5%(B) 19 301
BIVEH R B 23 391
B VE 8 BUE (1] 2 8.68 5.85
(B,/AX100) (%)
S SO R 22
Ep—— LLLESST | R R 3
BITERZ B (%)
RIE - BEMEHRESE 1 (0.46) 13 (0.25)
B2 — 3 (0.06)
Rz — 2 (0.04)
»95 — 4 (0.08)
E RSS2 — 1 (0.02)
F2JE % O FEIE — 1 (0.02)
NS — 2 (0.04)
AT =T R Vg R — 1 (0.02)
WiE (E) 1 (0.46) 2 (0.04)
fn - BRREE — 1 (0.02)
Bt (HE58) — 1 (0.02)
i - RIEHRERES 3 (1.37) 21 (0.41)
O LU — 1 (0.02)
SAYH 2 (0.91) 2 (0.04)
HFE — 1 (0.02)
SHox () — 6 (0.12)
TR — 1 (0.02)
fRERIK T — 1 (0.02)
T R — 1 (0.02)
ISEME T — 1 (0.02)
TR — 1 (0.02)
i BR IR T — 1 (0.02)
TR PRAE 1 (0.46) 6 (0.12)
BEHERES — 1 (0.02)
Vit THE — 1 (0.02)

40




. 2t (FALOEES) Y HEE

ERLE O (AR BE
P — KIS ORI | AR Rt
BITERZ B (%)
FEEE 2 (0.91) 52 (1.01)
IR& 2 (0.91) 45 (0.87)
Ry 3% — (0.02)
MR G ] — 1 (0.02)
FARY — 1 (0.02)
FE AR R — 2 (0.04)
H DS — 1 (0.02)
e — 1 (0.02)
e — 1 (0.02)
Bl — 1 (0.02)
HILSREE 5 (2.28) 31 (0.60)
% — 1 (0.02)
CLVN 1 (0.46) 2 (0.04)
A — 6 (0.12)
A — 5 (0.10)
oAbl — 1 (0.02)
B 3 (1.37) 1 (0.02)
RN IR — 6 (0.12)
& — 4 (0.08)
LN — 1 (0.02)
#RAE — 1 (0.02)
T 1 (0.46) 1 (0.02)
BRI — 5 (0.10)
FEREMEA LD R - 1 (0.02)
FFiE - BERES 2 (091) 55 (1.07)
ZTT & 5 2 (0.91) —
TTT & _E5- 1 (0.46) —
AST 5 — 27 (0.52)
ALT |5 - 26 (0.51)
y-GTP -5 — 5 (0.10)
JiRg Y= - 10 (0.19)
Fwkae B s — 5 (0.10)
vl ) —4 Btk — 1 (0.02)
EULE ME R — 1 (0.02)
R - XBEE 3 (1.37) 94 (1.83)
=il — 1 (0.02)
BT V=T ME 2 (091) 73 (1.42)
KA v v AfgE — 1 (0.02)
miE7 I 5—% k5 — 2 (0.04)
Al-P |5 1 (0.46) 18 (0.35)
LDH L5 - 1 (0.02)
FRIMEKRPEE 1 (0.46) 7 (0.14)
E=qiin 1 (0.46) 7 (0.14)
~NFE S u B — 1 (0.02)
B - MRRES 1 (0.46) 17 (0.33)
A ImERRD ) 1 (0.46) 16 (0.31)
HiinEkE % (E) — 1 (0.02)
/iR - Mg mEE 2 (091) 39 (0.76)
/A (iE) 2 (0.91) 37 (0.72)
miE7 4 7V ) —27 L R/b — 3 (0.06)

41




. 2t (FALOEES) Y HEE

E . AKREETOME | MUREEED Rt
AIFRORER AIVERBES (%)
WRBRES 1 (0.46) 11 (0.21)
EHIR 1 (0.46) 4 (0.08)
P ATV — 1 (0.02)
BUN L5 - 5 (0.10)
PREA - 1 (0.02)
— R EEE 1 (0.46) 15 (0.29)
e (&) — 2 (0.04)
T — 2 (0.04)
Jii. 7 — 1 (0.02)
PR A — 4 (0.08)
{REEH N 1 (0.46) 2 (0.04)
BN CiE) — 4 (0.08)
+ L=} R ££ 200mg
o @ S KA E TOME
FRAEGIE (A) 66
BIVEMFBUERF S (B)
AR Bl S
BITEMRBUERSE (B/AX100) (%) 3.0
_ . TR £ T O
AIFRORER ANERIRHEE (%)
Rt T =T N 1 (1.5%)
G 1 (1.5%)
Kt R I 2% 1 (1.5%)
PRk 1 (1.5%)

9. BBERBRERKERICR
BRE I N TR,

ESlZ

42




. 2t (FALOEES) Y HEE

10. BEES

1BERS
13.1 fEk

A AR L 2 EERAIC X0 Bk (BIR, SR, 58, MFEURmEl, &7 v E=
T IAE, BAKIE A 2 L7 BN EE S TW D, AMETIFFECHIA A STV D, AFIER
HHERAITH D720, IEIRDERLTH LN Z ENH D,
132 &

TAL EERBEG 2TV, RPE A (R S5, £, MBS U CESZMEER. MENT
T, TuaXx/ OREREHThHoT-ETHMERH D,

1. BRLOIE

14 BRALEDEE
141 EFREBFOEE
(EL=Hh R

AFNT—ELRA 2R T 5 2 &, [202 2]
142 ERIRFEFDEE
(B @)
1421 RENIHREERAITH Y . BARIOWITIZ X D IEEHS RIS Z ENH D DT, WiE L7
WEIITRFEESED Z &, [20.1, 202 2]
14.2.2 RANIHRFERAICTH O . "B Z DAL Z LIV ERPINRIND Z ERNHHDT,
FRHN e NIRRT N TR S5 2 &,
14.2.3 KA 54 BRORLF XIFE N FTAE R YR S 528, ZHUTIER O—H Th 5,
(EL=ZHRE)
1424 PTP WHEDIKANL PTP > — OBV L TIRATS X HfE T 52 &, PTP v — FOéd
I L0 OSSN TE R A~ A L, 5L A2 B 2 U CHERRI R % 0 B E 22 & OHE
EHRETDLZEND D,

(fig7n)

141 WRIZ X 0 ARBIOHEEN B2 b BZENRH 5, (ITIV.6.HAIORFEEM FICBIT 5% E
P IX A B EOEE 202 OESR)

14.2.1 WESSRAME T2 DL EMRBRIC W T, AF1Z @i Eie FICBaECRAT 5 & iR
LVBEHENEED Z ENBOONTZT2DRTE LTz, (TTV.6.BA DTS TR 2L ENE]
(X AR EOER 20.1) TX 45 FOEE 202 OHEBH)

1422 KFNF V7 afg) N U o AOVEH &G U7 AR EEREICH v | IRFRFIZSA] Z DAk <
ZEIZXY, EEMIEESNDSZENREZOND I ENLRE LT,

1424 1996 4 3 H 27 Af} HIEHE 240 525 <, (AARBEHA#ESGSOH FEH LEbE
HIH)

43



. 2t (FALOEES) Y HEE

12. ZDMDEFE
(1) BEERERIZE D CIER

15.ZDHMDFE

151 BRERERICE D < 1Bk

15.1.1 ¥iEsh TS SN AR 2 G B OTT TADAIKIZEBIT D, TAM A, KRR 2 %5
& L72 199 O 7 7 AR RHREERRBR ORI W T, AZRSE L OEZEROFEH DO Y A
I IS PLCAMNAEDOIRARETT 7 2R L Bl LR 2 (58 < L TAD AR FRE: 0.43%,
7T B REE 024%) . PLCADAEROIRMBETIX., 77 BAREEL 1,000 AH7-0 1.9 A%

ERPRE SN (95%EHEIXM : 0.6-3.9), £7-, TANABREOY 7 7 L—7Tix, 7784
BEL LR 1,000 AHT-0 24 AB W EEHE SN TS, [9.1.2 2]

15.1.2 AF & OREERIZIH S 2> TIL 22y, ALK T3l S =B 5RIc BW T, ZRETO 3
B HRBNCARBNRE LI-REDOIRIL, 7RV XU ILR_RF T X AIRE LIZRBEOR L
LEHE U CL MR EEIE Y A 7 OHEMEZ RBT 5 WENH 5 GRE A — R 1.50 [95%(5#E X
[#1:1.09-2.07]) 39, — 5T, TAPAEZATHRE LS L LTI TEM S - BEsEic
BT, ;H ATD 120 A MHICAFNCEEEE L7280 I, ARANTIRE L T W BLO IR &
i LC, AR BARMRISEE Y R 7 OIS bW T 53 G 8 5 80,

(figan)
15.1.12009 4= 7 H 3 B AHEAEITBAE =38 5 R 225 SRR F B g (2 -5 <

2008 4= 1 H 31 AfICRERMEKMF (FDA) 2350 TANAIKIRA BHE 2B\ C B R&RE T
BOV AT PHEICHMNTDEDALZT U ADORRENT LTZ, ZONFEEZIT, 2008 4
2 A 1 B OBREAZBEEREELRLZENRROERICLY , KEIZEHHTANAZIZON
T FDA OARNKR = EFEBEMEZE LTz, L L, Z ORI TIIRA SCEUGTHOHE IOV

TIEBl &R Whasgtd 5 & LTz,

2008 4E 12 A 16 HfF T FDA IZICAR L CW B EREROMIT 255 T L, D THCTANA
I XD BRSE L OCARERO Y 27 HINCBET 2 A X TV S AORREANFK Lz, [FIFEC
FDA [3K[EWNTIRIE STV D P TAMNAIRDIRA SCEDOKET LT Medication Guide (& W)V
EIMATA R) OIERZERRR L, A7 aigzahit CANASEO U STENUET ST,

72, 2008 4 12 A 18 AFF TRMERK ST (EMA) T%, EU THARINIZHCALAHEKIC
DONWTHZERSRIELPARZREKO U A7 IZEAT A ATFAHERZET U AIZOWTEREM L, 15
B OREICH LA GEL AR EKIZOWTOBEET A 2T 5L 585 LT,

INOOYRERSE X T, 2009 4F 7 A 3 HFORAG@E EIEELRZENREORER (F
) 12X, AR EESHH TADPAIRICZOWTHHA FOFEEICHRAE L OAREXIZEE
T 5B EIT o7,

15.1.22024 -8 A 27 H AR G718 IR R EIRZ AR R R WmA  [EIRZHE 0827 55 1 HltH5<,

BN EE ST (EMA) @ PRAC (Pharmacovigilance Risk Assessment Committee) J 0 /3L 7 1 i@
AN X ADIREEZ T - BHREZR & T2 RICBIT DR EED Y A 7 1T L TS N H &
Tc, TR TMSIATBOEN R3S A R ’“f/flviftjﬁﬁﬁiﬁﬂéfifﬁﬁéil/Tfﬁﬁfﬁ
L OEBUGTOLEMEDN TR IR, SV a il e kb L?L_ﬁlﬁ@ BT DRI 2
JEDFIE ) A 7 2T 2 FHMIIMESL L TR0 b 00, RBIREIZ L DRI fé@%%ir@
FIEDFREMN R ETE 722, i EOFEZSETT 25 2 L 23mE0) & |l <7,

(2) JEBREREABRICE D < 1H%R
ARIE STV,

44



X. FEERAREAERICEET 21EE

X. JFERAREERICEEY 51EE
1. FERER

(1) ZENFEIBAER
(VISR B A THE ] DOESM

(2) REMEERER
PNV EY = ERSREEY. B X2 A UREEW LD B OSEERHER 2R, (KRBT O/
NHEAEHETIE, BREEDIIS T HERITRED bk,

(3) ZOMOEEHR
ek L

2. HHEHER

(1) BEEzS5HEEHER
ST aEl b U AL LTUTO LS elEnb s, 2

NILTAEEF R D LD LDy

B i JEEN
~ A 1,700 1,060
7 v h 1,530 790

(mg/kg)

(2) REBSHEHR
BB L

(3) EEHEMERR
BB L

(4) BRARIERER
BB L

(5) tEREREBILHER
BB L

(6) BRI
BB L

(1) ZOMOEHSHE
BB L

45



X. EHEMEEICET SIER

X. BEHMNEIEICEHY HIEHE

1. REIRS
B L= R AR 40%, &L =% R §E 200mg - 5 400mg
VilyoE Y SR
) EE-EAHFOLGZEIZLVENTHZ L
| a7 =1. 5l N Ry N
Y LR

2. AREME

+ L =5 R BG4I 40%
HhWIM « 3 4F

+ L=} R ££ 200mg - £ 400mg
BHENHEAR : 34

3. BERETOIA
ERIRAT

4. BFEWLWEDIEE

20 EUR WV EDER

(L =% RERHD

201 AFNIWIRT 2 2 L WHDHOT, BHERITRKZBT TRET 52 &, [142.1 B3]
(EL=H R

202 AFNIRIRIED IR DT, TV B e — BB R IR 2 T TR L IRAERTE T
PTP ¥ — hipBID HE RN L, F7o, SRAFICERL T PTP > — PR L2V X S RS
5k, [141, 1421 /]

(fiFsn)

20.1 WiRIZ L 0 AR OERIER B2 bn s BT nNH 5, ([IV.6.BF|ORFESM T HEE
M TVIILILGEH FEoEE 14.2.1) OESMH)

20.2 WiRIZ L 0 AR ORIERN B2 bn s BTN R H 5, ([IV.6.BF|ORFESME TFICBIT A ZE
PE] TVIOLILER FoFEE 14.1) VILILEAR FoFEE 142.1] OEBER)

5. BEMITEH

BEMEELTA RN 5D

<THVDOLEBY : HY

Z Ot BE T ER

BEOFEFEREI— K
[XIL2.% Ol o BHEE kL OISR

L =h RPERL - B8 CTAMA - BRI XD SR OBRREDIRE 21 B b D 5~
[XIL2.Z O OBEE R OIS

L =7 REERL - 88 H B EECME IR 2 1 O SR EA AT X 0 FF ] S e TAD AR RRA~
[XIIL2.% O o BHHE R OIS I

6. F—m% - ABE
F— R

T3 BE 100mg + BE 200mg + T 5% + AlRL 20% + ABRL 40%, 7237 R §E 100mg - R £
200mg %

46



X. EHEMEEICET SIER

7. EfEEFAA
R
8. HERFTARBFABRUVARES. XMELENHEAR. RThBERAH

+ L =5 R EBHI 40%
- BN AR . S FEHE AR Wi kA
A R H R S R H R H
IRIRIES 1991 4E£9 A 4 H (03AM) 673 1991 4E 12 A6 B | 1991412 A 6 H
L =% R kI
R 200549 A 15 H
L R BB 40%| (LA AR) 21700AMX00085000| 2005 4E 12 H 16 B | 2005 4E 12 A 16 H
HIE AR 5T A R A " " N 200747 H1H
+ L =75 R ££ 200mg
, WL 5 R . SR AL B A Bl
R ER A AR ER A ER A
& L =% R 4 200mg| 2004 452 F 27 H [21600AMZ00426000] 2004 457 A 9 [ | 2004 47 H 28 A
BT i 55 A SR A " " ,, 200747 A 1 B
+ L=} R ££ 400mg
—— AR 7T KGR B SRAM AL HE B 7 BR iR
A R H RS R H R H
L =% R §E400mg| 2006452 A 3 A [21800AMZ10040000] 2006 457 A 7 A | 2006 47 H 19 A
HIE AR TE A R A N " N 200747 H1H

NRER(IZNREM. RERUVAELEENFNEABRVEZOAE

9. ¥EE
+ L =5 R BG4I 40%
200249 H 20 H
MB35 KO 5 D OBRIRIE DRI | ORhEE ST #hEENN
- £F 200mg - £E 400mg

+ L =5 R E5HI 40%
TR HAB NN OV E K OV &8 5800

2011456 A 16 H
[ SR S AE D FIEI ) D%

10. BEERR. BMEERAKRFARRVUZIONE
2% 3%

CKRRIEAFH) OWVT il

+ L =5 R E5HI 40%
HBEAMEREAFFEAR 1996 4 12 A 12 A
WY - 3EHE (RN 35 4105 145 5) 3 14 555 2 A&

LR,

1. BEEHRM

t L =7 R A 40%
1991 429 A 4 H~1994 429 A 27 H

12. HREHMFHRICET H1FH
AN, BEIRNRE 9 2 HIRITE D BTV

47



X. EHEMEEICET SIER

13. &EJI—F
L2 5 B Al 4 \ N
e o | TEBIEE = — R . L7 bR
o # = 2K 5
W %ES%E%DD (Y] 22— R) HOT (O #7) &+ VAT A a— R
L= £y SvA
t 4?)30/R BEL | 1130004D1052 1139004D1052 100649003 620003156
(|
EL=HREE 1139004G2039 1139004G2039 116356803 620002054
200mg
szZ;;iigaﬁz 1139004G3027 1139004G3027 117446503 620003976

14. RIE#RHFHLEDE

M L

=
=]
=

48




. XK

XI. 3k

1. BIRAXE
Meunier H, et al.: Therapie. 1963; 18: 435-8. (PMID : 13935231)

AR TADAEE: CADEE DBEITIRL - BEI7 IR REE - . #5489 ft 1985, p92-5.
Bowden CL, et al.: JAMA. 1994; 271: 918-24. (PMID : 8120960)

Pope HG U, et al.: Arch Gen Psychiatry. 1991; 48: 62-8. (PMID : 1984763)

A BE—fih.: HFH1%2. 1994; 54: 55-60.

R F5HEfh.: TDM #F5E. 1991; 8: 35-44,

1)

2)

3)

4)

5)

6)

7)

8)

9)
10)
11)
12)
13)
14)
15)
16)
17)
18)
19)
20)
21)
22)
23)
24)
25)
26)
27)
28)
29)
30)
31)
32)
33)
34)
35)
36)
37)
38)
39)
40)
41)
42)
43)
44)
45)
46)

IR KA.
UN /NS S
HL PN 22 .
Ui G
LR
Py EA

/INERHER.
/NERHERIR.
/N R
FRIR & AIFE.
FRIR & AIFFE.
/NERHERIR.
FRIR & AFTE.

1991; 44:
1990; 43:
1991; 44:
1991; 68:
1991; 68:
1991; 44:
1991; 68:

183-201.
2977-87.
417-29.
1873-8.
892-6.
621-30.
1209-16.

FRE B /NERHEEER. 1991; 44: 408-10.

PP —fth.: /NFERHERER. 1991; 44: 411-6.

BN (BK) FENEEL : SEMENRE (BUE & G-35R)

AR A /NERHERIR. 2004; 57: 1729-38.

P15 FE . SHrHE & BRIR. 2004; 53: 378-86.

Klapper J.: Cephalalgia. 1997; 17: 103-8. (PMID : 9137847)

Mathew NT, et al.: Arch Neurol. 1995; 52: 281-6. (PMID : 7872882)

Freitag FG, et al.: Neurology. 2002; 58: 1652-9. (PMID : 12058094)

FHHEEAM.: BRAAEHEEEL 2008; 11: 1909-20.

Loscher W, et al.: Naunyn Schmiedebergs Arch Pharmacol. 1977; 296: 263-9. (PMID : 840320)
Simler S, et al.: Biochem Pharmacol. 1973; 22: 1701-8. (PMID : 4351900)
Anlezark G, et al.: Biochem Pharmacol. 1976; 25: 413-7. (PMID : 779794)
Godin Y, et al.: ] Neurochem. 1969; 16: 869-73. (PMID : 5822629)

Sawaya MC, et al.: Epilepsia. 1975; 16: 649-55. (PMID : 9890792)

Emrich HM, et al.: Arch Psychiatr Nervenkr (1970). 1980; 229: 1-16. (PMID : 6778456)
Cutrer FM, et al.: Br J Pharmacol. 1995; 116: 3199-204. (PMID : 8719796)

Frey HH, et al.: Arzneimittelforschung. 1976; 26: 299-301. (PMID : 779804)
Leviel V, et al.: Epilepsia. 1977; 18: 229-34. (PMID : 326547)

Patry G, et al.: Can J Physiol Pharmacol. 1971; 49: 568-72. (PMID : 4996709)

Cao BJ, et al.: Eur J Pharmacol. 1993; 237: 177-81. (PMID : 8103460)

BFn (BR) #ENEEL . FEmERE (B L =% RYERLE O 7 1 24—/ —3llR)
RN (BK) fENEEL . SEMENRE  (HLE e G5-3X5R)

Levy RH, et al.: Antiepileptic Drugs. 4th ed. New York: Raven Press; 1995. p605-19.
Perucca E, et al.: Br J Clin Pharmacol. 1984; 17: 665-9. (PMID : 6430313)
Zaccara G, et al.: Clin Pharmacokinet. 1988; 15: 367-89. (PMID : 3149565)
Perucca E, et al.: Br J Clin Pharmacol. 1978; 5: 313-8.

Vajda FJ, et al.: Neurology. 1981; 31: 486-7. (PMID : 6783980)

Ishizaki T, et al.: Pediatr Pharmacol (New York). 1981; 1: 291-303. (PMID : 6810293)
AT L. JUNFEE . 1986; 5 40 75 27-30.

T H B At b & FE . 1976; 8: 401-8.

Gomez Bellver MJ, et al.: J Clin Pharm Ther. 1993; 18: 191-7. (PMID : 8345004)
Kochen W, et al.: J Clin Chem Clin Biochem. 1984; 22: 309-17. (PMID : 6429268)
Riva R, et al.: Clin Pharmacokinet. 1996; 31: 470-93. (PMID : 8968658)

49



X1 . Xk

47)
48)
49)
50)
51)
52)
53)
54)
55)
56)
57)
58)
59)

60)
61)
62)
63)
64)
65)
66)
67)
68)
69)
70)
71)
72)
73)
74)
75)
76)
77)
78)
79)
80)
81)
82)
83)
84)
85)

86)

Anari MR, et al.: J Chromatogr B Biomed Sci Appl. 2000; 742: 217-27. (PMID : 10901126)

Jin C, et al.: J Pharmacol Exp Ther. 1993; 264: 475-9. (PMID : 8423545)

Loscher W, et al.: Neuropharmacology. 1985; 24: 427-35. (PMID : 3927183)

Eadie MJ.: Clin Pharmacokinet. 1991; 21: 27-41. (PMID : 1914340)

Rettie AE, et al.: Science. 1987; 235: 890-3. (PMID : 3101178)

Pinder RM, et al.: Drugs. 1977; 13: 81-123. (PMID : 402258)

Gugler R. et al.: Eur J Clin Pharmacol. 1977; 12: 125-32. (PMID : 336377)

BN /NERHEIR. 19865 39: 987-90.

= /NERERIR. 1998; 51: 454-8.

JIBAEARA.: RPCEEIRPLE FHERE. 1992; 16: 169-74.

/B —Ath.: T 2000; 41: 555-60.

Horiuchi M, et al.: J Inherit Metab Dis. 1993; 16: 39-45. (PMID : 8487502)

HARTADAVTFE  FICADARIEIREZIRA L TS TANADH H NIZEBWT, HE)HE

HR SR 2 O BRI E 21T O BROB B (2026 423 J]1 17 H)

Meador KJ, et al.: Lancet Neurol. 2013; 12: 244-52. (PMID : 23352199)

Christensen J, et al.: JAMA. 2013; 309: 1696-703. (PMID : 23613074)

Delgado-Escueta AV, et al.: Neurology. 1992; 42: 149-60. (PMID : 1574171)

Jentink J, et al.: N Engl J Med. 2010; 362: 2185-93. (PMID : 20558369)

Ebbesen F, et al.: Arch Dis Child Fetal Neonatal Ed. 2000; 83. F124-9. (PMID : 10952707)

Rttt 55 43 [0l B A LSIRIET R 79 HASHBIR . 1995: 74.

WHZFERAM.: AAV/NRRESMERE. 1997, 101: 116.

Noguchi H, et al.: Jpn J Pharmacol. 1999; 79: 294.

Nakajima Y, et al.: Drug Metab Dispos. 2004; 32: 1383-91. (PMID : 15345660)

JEAEEHS R . EEMEERER. 1996; No.137: 2-4.

Vandel S, et al.: Ther Drug Monit. 1988; 10: 386-9. (PMID : 3144066)

Wong SL, et al.: Clin Pharmacol Ther. 1996; 60: 48-53. (PMID : 8689811)

Jeavons PM, et al.: Dev Med Child Neurol. 1977; 19: 9-25. (PMID : 403104)

—HEEEA.: TDM HFJE. 1993; 10: 237-9.

Wolf P.: J Epilepsy. 1992; 5: 73-9.

Jawad S, et al.: Epilepsy Res. 1987; 1: 194-201. (PMID : 3504397)

Anderson GD, et al.: Clin Pharmacol Ther. 1996; 60: 145-56. (PMID : 8823232)

Morris RG, et al.: Br J Clin Pharmacol. 1998; 46: 547-51. (PMID : 9862243)

Redington K, et al.: Ann Intern Med. 1992; 116: 877-8. (PMID : 1567109)

Sanchez Romero A, et al.: An Esp Pediatr. 1990; 32: 78-9. (PMID : 2109560)

T T 25, BRPREAENREY: - TR O IEL D720 - . B FuEkkalatt; 2000. p125-8.

Scheyer RD, et al.: Antiepileptic Drugs. 4th ed. New York: Raven Press; 1995. p621-31.

Papazian O, et al.: Ann Neurol. 1995; 38: 687-91. (PMID : 7574471)

Armon C, et al.: Neurology. 1996; 47: 626-35. (PMID : 8797455)

IR IR AR IR MR 1997; 10: 3-5.

PASS -Paternal exposure to valproate -Updated Abstract Following Reanalysis of Norway Data
of Corrigendum to Final Study Report Version 1.1 and Addendum Version 2 Valproate EU c

onsortium Stand Alone Abstract V2.0 : https://catalogues.ema.curopa.eu/system/files/2024-02/Valp

roate PASS Abstract V2.0 _0.pdf

Christensen J, et al.: JAMA Netw Open. 2024; 7: €2414709. (PMID : 38833248)

50



. XK

2. ZDnSE

EMBEICEET 55FE XM
Perucca E, et al.: Br J Clin Pharmacol. 1978; 5: 495-9. (PMID : 350251)
Klotz U, et al.: Clin Pharmacol Ther. 1977; 21: 736-43. (PMID : 324695)
Schobben F, et al.: Eur J Clin Pharmacol. 1975; 8: 97-105. (PMID : 786678)
i o, BEMEZE 7. 1983; 60: 17-30.
Bruni J, et al.: Clin Pharmacol Ther. 1978; 24: 324-32. (PMID : 357068)
Bryson SM, et al.: Br J Clin Pharmacol. 1983; 16: 104-5. (PMID : 6411107)

51



Xi. 2EZ&H

1. FLENETORTIKR
AR TIEIETE S LTV ey (2026 4 3 H BE5)

2. BB T DERRZIEFR

ERIZEET BBMEHR (FDA. A—X M5 U 7HEE)
HADOWRAMN CED (94 4AFERE2 A3 5. 195116 . [9.6 135 OEOZHKIZLIFTO LB
DTHYD., KFDA, —A T U THEEITELRD,

AFNZI T DM EoER
94 £iEREEET 5F

RS 2 FIREME O & 2 I 3 2 551213, AANC K D EEIC OWLTHaIc#B L,
AFN OB EY) CTH 2 0MEEIHMT 5 2 &, ABITHEFEERRO ST d, [9.54,
9.5.8 2 11]
9.5 ithm

(REERFAE D FAEINF])
951 {8 XITATLIR L TWA RIREMED & D &Iz ix, &5 Lianwz &, [24 ]
(BETADAB LU TADAUICES ERITEIEEDEE. BREKL VRS DROBRIKEDE
)
9.5.2 {F SUTAENE L TV D ATREME D & 5 MR, TR ERTe 25720 LI S 5856 2 B
T, BEHELRWZ &,

953 fEEHICRL A ST AR Z & 5T 556, AR Bl 5325 Z L nEE L, o
PLCTADARK FRZH NV AR=EBE YY) EOFRRRC, 28T 5 W02 HPE L 725153 A B
P HEE &l L TE & OEFITHE RSN D 5,

(Zhaek@)

954 “AHFHER A HPE LT- R oI, KFIDORS Z RGN 5 S - B3 s BEE L » £
WEDEFHREREN SV . iz, KEIORS &G SRS, DEFRBREBEZEDOL
LR IIE, DHR, JRiE FHEOHKRTE, TOMOFEELAT L2 WA HEL L OH
END DL, £, FrA OB RIS, MR, SREF, L EWAHRE, BODE
M) AATARAHELZLEOREND D, [9.4 5]

955 IR O GIT XY | HAERICERES, TEE, K7 ¢ 70 2 —F UifE, R, &
M (MPREE, WER, K R SEXRB bbb EOWMENRD D,

9.5.6 WA CTHME S BRI W T, RPICH CADNARE B S e TAMAVBE D
b DA 224 F] 2 X5IZ 6 RFORNRERRE (1IQ) [HIME (95%(EHEIXH) | % b L 725
B, RAN G-IV TADABENSOHARD 1Q [98 (95-102) 1 1X, ZFE R VU X [108
(105-111)], 7 == kA > [109 (105-113)], B R<~Er > [106 (103-109)] #&KEH Shi-
TANAVBENLOHERDIQ LIl L TR -7 L OMERH D, B, AFIOK 5N
1,000mg/ B (ARWFIEIZIIT 2 i) R O%A 1% [104 (99-109) ], 1,000mg/H 2 2 5556
X [94 (90-99)] TH -7,

9.5.7 Ak THENE S VT BEMIIZ BV T, IERPICAR 2 $ 5 S - BB & o AR 508
1T AFN 2 S TWOZRWRER NS O AR 655,107 5] & Heig U, BEERIEY 27 235
Mol= L DWENRH D (A — R ;2.9 (95%EHEX M : 1.7-4.9)] Y,

958 B FEER (T R) T, AAIDEBRGHZHEL, HrAR oMk R E3 5 rlaerk
NdDEDRENDHD P, [9.4 BH]

9.6 IZFLIF
BRELEOFRRER ORI REBEOR S EZ BB L, RHLOMKE TP iE2mitd o2&, B b
BAF~BITT 2 E0nb D,

52



FDA  CKERAT S D)

8.1 Pregnancy

Risk Summary

For use in prophylaxis of migraine headaches, valproate is contraindicated in women who are pregnant and
in women of childbearing potential who are not using effective contraception.

For use in epilepsy or bipolar disorder, valproate should not be used to treat women who are pregnant or who
plan to become pregnant unless other medications have failed to provide adequate symptom control or are
otherwise unacceptable. Women with epilepsy who become pregnant while taking valproate should not dis-
continue valproate abruptly, as this can precipitate status epilepticus with resulting maternal and fetal hypoxia
and threat to life.

Maternal valproate use during pregnancy for any indication increases the risk of congenital malformations,
particularly neural tube defects including spina bifida, but also malformations involving other body systems
(e.g., craniofacial defects including oral clefts, cardiovascular malformations, hypospadias, limb malfor-
mations). This risk is dose-dependent; however, a threshold dose below which no risk exists cannot be estab-
lished. In utero exposure to valproate may also result in hearing impairment or hearing loss. Valproate poly-
therapy with other AEDs has been associated with an increased frequency of congenital malformations com-
pared with AED monotherapy. The risk of major structural abnormalities is greatest during the first trimester;
however, other serious developmental effects can occur with valproate use throughout pregnancy. The rate
of congenital malformations among babies born to epileptic mothers who used valproate during pregnancy
has been shown to be about four times higher than the rate among babies born to epileptic mothers who used
other anti-seizure monotherapies.

Epidemiological studies have indicated that children exposed to valproate in utero have lower 1Q scores and
a higher risk of neurodevelopmental disorders compared to children exposed to either another AED in utero
or to no AEDs in utero.

An observational study has suggested that exposure to valproate products during pregnancy increases the risk
of autism spectrum disorders.

In animal studies, valproate administration during pregnancy resulted in fetal structural malformations similar
to those seen in humans and neurobehavioral deficits in the offspring at clinically relevant doses.

There have been reports of hypoglycemia in neonates and fatal cases of hepatic failure in infants following
maternal use of valproate during pregnancy.

Pregnant women taking valproate may develop hepatic failure or clotting abnormalities including thrombo-
cytopenia, hypofibrinogenemia, and/or decrease in other coagulation factors, which may result in hemor-
rhagic complications in the neonate including death.

Available prenatal diagnostic testing to detect neural tube and other defects should be offered to pregnant
women using valproate.

Evidence suggests that folic acid supplementation prior to conception and during the first trimester of preg-
nancy decreases the risk for congenital neural tube defects in the general population. It is not known whether
the risk of neural tube defects or decreased IQ in the offspring of women receiving valproate is reduced by
folic acid supplementation. Dietary folic acid supplementation both prior to conception and during pregnancy
should be routinely recommended for patients using valproate.

All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the U.S. general
population, the estimated background risk of major birth defects and miscarriage in clinically recognized
pregnancies is 2 to 4% and 15 to 20%, respectively.

Clinical Considerations

Disease-associated maternal and/or embryo/fetal risk

To prevent major seizures, women with epilepsy should not discontinue valproate abruptly, as this can pre-
cipitate status epilepticus with resulting maternal and fetal hypoxia and threat to life. Even minor seizures
may pose some hazard to the developing embryo or fetus.However, discontinuation of the drug may be con-
sidered prior to and during pregnancy in individual cases if the seizure disorder severity and frequency do not
pose a serious threat to the patient.
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Maternal adverse reactions

Pregnant women taking valproate may develop clotting abnormalities including thrombocytopenia, hypofi-
brinogenemia, and/or decrease in other coagulation factors, which may result in hemorrhagic complications
in the neonate including death. If valproate is used in pregnancy, the clotting parameters should be monitored
carefully in the mother. If abnormal in the mother, then these parameters should also be monitored in the
neonate.

Patients taking valproate may develop hepatic failure. Fatal cases of hepatic failure in infants exposed to
valproate in utero have also been reported following maternal use of valproate during pregnancy.

Hypoglycemia has been reported in neonates whose mothers have taken valproate during pregnancy.

Data

Human

Neural tube defects and other structural abnormalities

There is an extensive body of evidence demonstrating that exposure to valproate in utero increases the risk
of neural tube defects and other structural abnormalities. Based on published data from the CDC’s National
Birth Defects Prevention Network, the risk of spina bifida in the general population is about 0.06 to 0.07%
(6 to 7 in 10,000 births) compared to the risk following in utero valproate exposure estimated to be approxi-
mately 1 to 2% (100 to 200 in 10,000 births).

The NAAED Pregnancy Registry has reported a major malformation rate of 9-11% in the offspring of women
exposed to an average of 1,000 mg/day of valproate monotherapy during pregnancy. These data show an up
to a five-fold increased risk for any major malformation following valproate exposure in utero compared to
the risk following exposure in utero to other AEDs taken as monotherapy. The major congenital malfor-
mations included cases of neural tube defects, cardiovascular malformations, craniofacial defects (e.g., oral
clefts, craniosynostosis), hypospadias, limb malformations (e.g., clubfoot, polydactyly), and other malfor-
mations of varying severity involving other body systems.

Effect on IQ and neurodevelopmental effects

Published epidemiological studies have indicated that children exposed to valproate in utero have lower 1Q
scores than children exposed to either another AED in utero or to no AEDs in utero. The largest of these
studies is a prospective cohort study conducted in the United States and United Kingdom that found that
children with prenatal exposure to valproate (n=62) had lower IQ scores at age 6 (97 [95% C.1. 94-101]) than
children with prenatal exposure to the other anti-epileptic drug monotherapy treatments evaluated: lamotrig-
ine (108 [95% C.I. 105-110]), carbamazepine (105 [95% C.1. 102-108]) and phenytoin (108 [95% C.1. 104—
112]). It is not known when during pregnancy cognitive effects in valproate-exposed children occur. Because
the women in this study were exposed to AEDs throughout pregnancy, whether the risk for decreased 1Q was
related to a particular time period during pregnancy could not be assessed.

Although the available studies have methodological limitations, the weight of the evidence supports a causal
association between valproate exposure in utero and subsequent adverse effects on neurodevelopment, in-
cluding increases in autism spectrum disorders and attention deficit/hyperactivity disorder (ADHD). An ob-
servational study has suggested that exposure to valproate products during pregnancy increases the risk of
autism spectrum disorders. In this study, children born to mothers who had used valproate products during
pregnancy had 2.9 times the risk (95% confidence interval [CI]: 1.7-4.9) of developing autism spectrum dis-
orders compared to children born to mothers not exposed to valproate products during pregnancy. The abso-
lute risks for autism spectrum disorders were 4.4% (95% CI: 2.6%-7.5%) in valproate-exposed children and
1.5% (95% CI: 1.5%-1.6%) in children not exposed to valproate products. Another observational study found
that children who were exposed to valproate in utero had an increased risk of ADHD (adjusted HR 1.48; 95%
CI, 1.09-2.00) compared with the unexposed children. Because these studies were observational in nature,
conclusions regarding a causal association between in utero valproate exposure and an increased risk of au-
tism spectrum disorder and ADHD cannot be considered definitive.

Other
There are published case reports of fatal hepatic failure in offspring of women who used valproate during
pregnancy.

8.2 Lactation

Risk Summary
Valproate is excreted in human milk. Data in the published literature describe the presence of valproate in

human milk (range: 0.4 mcg/mL to 3.9 mcg/mL), corresponding to 1% to 10% of maternal serum levels.
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Valproate serum concentrations collected from breastfed infants aged 3 days postnatal to 12 weeks following
delivery ranged from 0.7 mcg/mL to 4 mcg/mL, which were 1% to 6% of maternal serum valproate levels. A
published study in children up to six years of age did not report adverse developmental or cognitive effects
following exposure to valproate via breast milk.

There are no data to assess the effects of Depakote on milk production or excretion.

Clinical Considerations

The developmental and health benefits of breastfeeding should be considered along with the mother’s clinical
need for Depakote and any potential adverse effects on the breastfed infant from Depakote or from the un-
derlying maternal condition.

Monitor the breastfed infant for signs of liver damage including jaundice and unusual bruising or bleeding.
There have been reports of hepatic failure and clotting abnormalities in offspring of women who used
valproate during pregnancy.

Data

Human

In a published study, breast milk and maternal blood samples were obtained from 11 epilepsy patients taking
valproate at doses ranging from 300 mg/day to 2,400 mg/day on postnatal days 3 to 6. In 4 patients who were
taking valproate only, breast milk contained an average valproate concentration of 1.8 mcg/mL (range: 1.1
mcg/mL to 2.2 mcg/mL), which corresponded to 4.8% of the maternal plasma concentration (range: 2.7% to
7.4%). Across all patients (7 of whom were taking other AEDs concomitantly), similar results were obtained
for breast milk concentration (1.8 meg/mL, range: 0.4 mcg/mL to 3.9 mcg/mL) and maternal plasma ratio
(5.1%, range: 1.3% to 9.6%)).

A published study of 6 breastfeeding mother-infant pairs measured serum valproate levels during maternal
treatment for bipolar disorder (750 mg/day or 1,000 mg/day). None of the mothers received valproate during
pregnancy, and infants were aged from 4 weeks to 19 weeks at the time of evaluation. Infant serum levels
ranged from 0.7 mcg/mL to 1.5 mcg/mL. With maternal serum valproate levels near or within the therapeutic
range, infant exposure was 0.9% to 2.3% of maternal levels. Similarly, in 2 published case reports with ma-
ternal doses of 500 mg/day or 750 mg/day during breastfeeding of infants aged 3 months and 1 month, infant
exposure was 1.5% and 6% that of the mother, respectively.

A prospective observational multicenter study evaluated the long-term neurodevelopmental effects of AED
use on children. Pregnant women receiving monotherapy for epilepsy were enrolled with assessments of their
children at ages 3 years and 6 years. Mothers continued AED therapy during the breastfeeding period. Ad-
justed 1Qs measured at 3 years for breastfed and non-breastfed children were 93 (n=11) and 90 (n=24), re-
spectively. At 6 years, the scores for breastfed and non-breastfed children were 106 (n=11) and 94 (n=25),
respectively (p=0.04). For other cognitive domains evaluated at 6 years, no adverse cognitive effects of con-
tinued exposure to an AED (including valproate) via breast milk were observed.

8.3 Females and Males of Reproductive Potential

Contraception
Women of childbearing potential should use effective contraception while taking valproate. This is especially

important when valproate use is considered for a condition not usually associated with permanent injury or
death such as prophylaxis of migraine headaches.

Infertility

There have been reports of male infertility coincident with valproate therapy.

In animal studies, oral administration of valproate at clinically relevant doses resulted in adverse reproduc-
tive effects in males.
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8.4 Pediatric Use

Experience has indicated that pediatric patients under the age of two years are at a considerably increased risk
of developing fatal hepatotoxicity, especially those with the aforementioned conditions. When Depakote ER
is used in this patient group, it should be used with extreme caution and as a sole agent. The benefits of
therapy should be weighed against the risks. Above the age of 2 years, experience in epilepsy has indicated
that the incidence of fatal hepatotoxicity decreases considerably in progressively older patient groups.

Younger children, especially those receiving enzyme inducing drugs, will require larger maintenance doses
to attain targeted total and unbound valproate concentrations. Pediatric patients (i.e., between 3 months and
10 years) have 50% higher clearances expressed on weight (i.e., mL/min/kg) than do adults. Over the age of
10 years, children have pharmacokinetic parameters that approximate those of adults.

The variability in free fraction limits the clinical usefulness of monitoring total serum valproic acid concen-
trations. Interpretation of valproic acid concentrations in children should include consideration of factors that
affect hepatic metabolism and protein binding.

Pediatric Clinical Trials

Depakote was studied in seven pediatric clinical trials.

Two of the pediatric studies were double-blinded placebo-controlled trials to evaluate the efficacy of De-
pakote ER for the indications of mania (150 patients aged 10 to 17 years, 76 of whom were on Depakote ER)
and migraine (304 patients aged 12 to 17 years, 231 of whom were on Depakote ER). Efficacy was not es-
tablished for either the treatment of migraine or the treatment of mania. The most common drug-related ad-
verse reactions (reported >5% and twice the rate of placebo) reported in the controlled pediatric mania study
were nausea, upper abdominal pain, somnolence, increased ammonia, gastritis and rash.

The remaining five trials were long term safety studies. Two six-month pediatric studies were conducted to
evaluate the long-term safety of Depakote ER for the indication of mania (292 patients aged 10 to 17 years).
Two twelve-month pediatric studies were conducted to evaluate the long-term safety of Depakote ER for the
indication of migraine (353 patients aged 12 to 17 years). One twelve-month study was conducted to evaluate
the safety of Depakote Sprinkle Capsules in the indication of partial seizures (169 patients aged 3 to 10 years).

In these seven clinical trials, the safety and tolerability of Depakote in pediatric patients were shown to be
comparable to those in adults.
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