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1. BROERE

2L algt v Y v AL, 1963 4512 HMeunier? |2 X - THURSMEH MR S, FFETAA
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PNZONT (B 4 &« IR 104 ) | ([ZHESWT, TR L ORE 5 SR OBRRIED IR )
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DOHERF NI HIFFCE 5, (5.23 HZ W)
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(1) #4&
£ L = H®R FERL 40%
£ L= ®R §E 200mg / & L = ®R £ 400mg

(2) *4
SELENICA-R Granules 40%
SELENICA-R Tablets 200mg-400mg

(3) BMDHEX
4 Cerebrum (BL 77 L) OFRFIZHET DL L =% & Retard (fRftE) O THD R
WCHIE R V& &AL,

2. —iB4&

(1) % (&4iE)
SNv7afgt hY oA (JAN)

(2) #4 (4%
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+ L =5 R EBHI 40%

e t L =74 R EK 40%
PR HtaDOFERIA] (Rt —7 4 > 7R Th B,
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[E7N HEaD 7 4V Aa—F 4 v ThE (%*)%Zfi) T“é?)é
* m Eom Il 7 A3
w | @ () = Q
[EXES JEx o [EXES HiE
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T L =% REE200mg | &owd 603 (BEFIFEICEHIM, PTP o — MZ b #m)
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(ZBE 2 HE ] )

Ii’fé’;’ v

HAya< N5 7 4 —D)
b) ANEEEER, WrEERRER T oA EN LT,
BEhEEIX3ETH D,

(IX A EEAYHIH



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,

{RAFSAE: {RIFFRE {RAF IR SERAE SR
25°C PTP 4%
= 60%RH +7 L Edk 6 A
22 ENE =R PTP 4%
(R | arrms | 07 Rt
InE 40°C PTP A3 .
A 6 VSRR T EER
i JSURH | 47 L < Akt # A VSO T /ER (S N)
60°C PTP 34 34 A 1 % HETIEHHEEA, 2 » HTHEHEORK
60%RH +7 L X Ak T
55 Bk N
SO%RH PTP /a4 6 » H SEWEE B T b 2 IR ORI 7
° BANNNER BT,

12 W TR N, 24 R CIAHED
55 BANI. 48 R TR O 2 b (BEAIFE L A
SO%RH RS 48 R | KA ZRDT)

B ° BEPEEH T b 5 8RR 0 28 72
KR AR BT,

1 » A ETIHBEN, 2 5 A ThRoZqk
20°C (RBERFEH A, AVBLARBIESH
75%RH PTP %% 6 % H 72) . 3 » A IR

’ BEPEE B T b b AR R ORI 7
iﬁ"f'jJDiJ)mh p) %j/bf_o
25C 50 [ 1 JHFEN
35%RH BOE | 0 e |25 WEIE T b B R ER O B
10001X fmj]ﬂf)) Bic» &) %ﬂf_o
SERTEE « MR, MEREER Y. IHERER, ERWE. WA Y, GR. BENTEE  GERE )
a) WEEEER (25°C. 60%RH, PTP A, 6 » A) TITFEMET,
b) TERER (25°C. 60%RH. PTP /. 6 5 ) oA L7,

L= R §E 200mg O EELRE TORHATERRAF, AHMIE3ETH D,
ZBT2HA] Z])

o) INEEER, WimEERER TOAEM L7z,

(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 DEMETIZHBNT 2 5 A TEERRD S THE Y  RERHIERC LRI 5 S
NULETH D,

TRAF 4 TR1FIRE {RAE R B R
£ Etla) PTP A3
36 S

M | (AREER) | 4TS A A e

o 40°C PTP [

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

25 B PN

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

° () 72 BEIN 23388 B AL 7=
B 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 BN ASER B AL T=,

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

L =7 R $E 400mg D@ ZEIRHE CORHEITIRMRAE, AWIMIX3FEThH D,

a) wlERER TSR,

b) RHIZLE

) JsEER K OV Rk © o0 2 32 L7,

(2B 2 HE ] )

ARERVBRROREN
BN

ftuFl & DESEL (HMEIEFRZEIL)
ZALRBE R SR

X% : &=L =75 R Yk 40% D&

i darkicd
B H AR

=%

& L =71 R FBRL 40%1%, HARIERHFHMEI LB 3 5ICE

R Z8HI 40%

TR DT R A LT,

PR DSl akBR C D A 5t L 72,

(IX & B G

ooV alE) b AR

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

(%)
100

B

E
80

60

40

20

AR RS LR (/IR
ElEH:&H 4508 &
HEipH1.2.4.0.6.8. K
AFIOTT 57—

a“/-

TR

0 T

0 15 30 60 90120 3 4 5

T T T T

(min) BERS



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=,
- S LR AT 351 5 BE 400mg OO & DOVEHIERIE, $E 400mg O IR D +15% D fFH % B 2 5 b 0137

Mol
pH4.0 pH7.5 K
(%) (%) (%)
100" o 4L =fR§200me (n=12) 100" o HL=hRE200mg (n=12) 100" —o- 4L=#Rg200me (n=12)
—=— L ZHR§400mg (n=12) 1 —=— #LZHREE4A00mE (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 L S Sk A S (ke 1 200 ... EA L A [ ) Che ) o 200 ... EA L A [ ) Che 1 o
REE BE R RBEE2E (FIVE) HEE AR A RABRAE2E (1 NFIVE) e AR A ABRAE2E (NFIVE)
ElEHE 2508 B8 2500% Bl %85 500%

HBRA:pH4.0 900mL B pH7.5 900mL HBRRK  900mL
E_ERHEFEI/OYN TT714— . T EHEFEIOYNI5T74— . T EHEE/OYNI5T74—
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) ax

(L =% REEHI 40%)
NZ 1 100g, 500g (7T AF v 7K FL)
4340 1g X100 40, (243X 10X5), 1gX500 4 (243X 10X25), 1.5gX100 4 (241X 10X5) .,

1.5 X500 73 (2 X 10X25)

(L =% R & 200mg)
PTP : 100 £ (10 ££X10), 1000 & (10 £ X< 100)

(£ L=5 R £& 400mg)
PTP : 100 # (10 #Ex10). 1000 & (10 && < 100)

() FlREE
A L7

10



V. RFICEY HEE

(4) REBOME

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

537
AT 4V kN RYZF L, TII=7 A

O

t+ L=} R ££ 200mg - £ 400mg
PTP > — bk : AUk =, KUk =VF KAI=FL>, TILI{HE
TNAIE—:TAI=gL AT L

1. Blgirft S5 EMEE
AR L

12. ZDih
ML

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. BhEEXI(IHMRICEHET HEE

5.B8ERIESRICERET HiFE
(FEEBFE D REIMF])

51 AFNL., FEERBIEORMEIIEEO A TIEH HATRICKEE2 & 72 L TV D BFICOLEEE T
HE,

5.2 AFNIFEE U 7= B8R SN E BT 5 A TIX RV D T, AFI G P CEER IS EN I L3
AT S IS U CHR R B EAZEA S8 5 2 &, HERNICZ 0 2 & 2 HBE 52N
LT Z &,

(fi#0)

TR SRR B AEDOFIEMH] ) O [#hFe TR E) ROt THIEROH & OBIAGRIZEE, 2011 4

6 HIZkET L=,

BHIEE OZIEN A RT A4 > (AARIRESS 2013, E¥ER) T, [AMHEEO L TILAEE

BRI L D AEATROXEN S 556 | SICHERBIEDO PHERIEZIT O Z E RS Ty

Do

3. RERUVAE

(1) RERUVREDMER

(BIETADA UDRE - ERRF - BHESRELZSTITEARE) BLUTADAITHES K
THEE (THE - Z28H4%E) OBE. BRALUES DROBKEDAE)

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

(FEER D RENF])

WL 2L aEF R U AL LT 400~800meg & 1 0 1 EfRRAFKET 5, Aok, i, fEkIC
i Ul IR 5728, 1 HEE LT 1000mg #8272\ 2 &,

(i)
NLTOBFT M) OLBREE L L =h REEH 40% - £ 200mg - £ 400mg HE &K
A”TEEQQUWA ¥ L =% REK 40% | &L= REE200mg | & L=% R & 400mg
400mg lg 2 BE 1 %
500mg 1.25¢
600mg 1.5¢ 388
700mg 1.75¢g
800mg 2g 4 5 2 BE
900mg 2.25¢
1000mg 2.5¢ 5 B
1100mg 2.75¢g
1200mg 3g 6 HE 3 8E

RT3 T XA DB,

WEOIEETDH I L,

sOVTalE N U A EE ' L= R R 40%% 582 D E X 7




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)

SRENC IS 1T 2 AGRIRIL, AAIZI T D FERR . L RMEOBLE NG | R M O 5 DR O BEuREE
RS DARFN O AEL OHEE @, v 7afiEr- Y 7as LT400~1200mg % 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 HATDEAZGBEEI - AlEfARE @ AR 0608 5 1 5 & WNEAE S #E
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 D A R 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#e 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) .

BRI
FEAEEIEL DS B G717 & LREE L C 50% LA B U728 0BG 1R, SV 7 e REET 48%
THY., 77RO 14% L LA EICE D> T2 (p<0.01, Cochran-
Mantel-Haenszel f# i) .

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 D 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 RBRHCEE S SLVT a @i 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, BWERFRBLRIT 15.63% (30/192 #), EIREHIEIZIES < SR GEEIC 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[al4~34 BRI OEE L=, SfREE T, Bl B2 1720 5] (85.0%) T
bHot-, BHWERITERD SN 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 R SGE LT LA B2 56/75 4l (74.7%) T -7z,

21



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 RUKBEBERIEEZRET 22 12X, 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 — n=10 (2B A B8
E=3 I T .[ mean=S.D.
M 10} | i |
- t— 1
5 _/ b f ) %77""""""'L,,,,,nwr T
[ s L .
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

% 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 Ll

- A7k

£ HUHTTN
o JITH 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 2 1 B 1 B O#&S5-45, 72720, Fill, 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 9 ©
S © ©
T T T

N
o
T

— HRRE
— RS
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
' ol
&
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 )

<AV TafEl LTONMNEANDOT—4F >

BT TR0

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

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

(EEETIX, 2827 V7 I U ZIRA EEITR WD, HEEHRLO 7 V7 50 ZIERTT5 & DO
Hnd D, 37)
*IR IR A 100% & ARE

(5) HMBIE

+ 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 U U ANIEHEE A AR & LT REERA L L TO AN T RS T Y T OIR T
Wb oL Ebns,
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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 RIS 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 Awfm@@ﬁwamyﬁﬁé
KDARIZIZ UGT2B7 4 %@ﬁ%ﬁ#é ERHEINTND,

(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
TEREHTDEOMERDH D, ) £, d-en RIITFEMER OWEIREN (EAEM) (25151
DEEZLNTNG, 05D

7 . HEitt

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

(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-.
FRH DR SR T2 5% 56hr £ TT 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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. 2t (FALOEES) Y HEE

I. 22 (EFRLODFEES) AT SHIEHE

1.

ZELENREFDHES
REZIIN TR,

. ERRBLEENEH

2EE (ROBHIZIIEBELEZWNI &)

(Zhiekd@)

21 EERITFEEOH HHBHE [93.1 2]

2.2 ISR L RGUEME 2 R G5 Ro B [10.1 B

23 RFBYA I NEEIEORE [(BEELRS T VE=THERS LD ENH 5, ]
(FEERRFAE D RAEHNF])

2.4 Gl SO TR L CW D ATREMED & 5 etk [9.5.1 & /]

(fiL)

2.1 KE| DGR FERRC[F — R TH D VT alp) b 7 LKA O LokE x2S
ZLLTRELE,

LT a ERIFNC KD H &2 B O - FREOBEN GRS SN TWA itttz s Lz,

22 IVIL7. (1) PFHZESE 20l OHESR

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 LV IREY A 7 VRS
DHHBEETIIET VE=TIMERBLY A7 N@EED, EERIERICORND I ENEZILN
Do, RFEVA 7 NVBEREDOBE~ORENOF G I3 & Lz, 5559 5758

242019 4£ 3 A 28 HHEA B EEK - ATRHA R ERZ 2R KA 03285 1 &

IS,

[ FH 2 5880 DY SCEAF D REHEESHOSE (2019424 A 1 HEH) ok, TRRAIZER) DI
AABEIESND Z &b, AFIO TFEAFERZ ) OERERANITOW T, 2018 4RSS 12 IR E - fdn
HAEFRS RSB ERLFLZENRB LB RPES T TEEDTONLIMER, e
5 Z L) &l sz, (TVILG. (5) 4w DOEZM)

. REX (IR RICEEY HIFE L TDER

[VIBRICET 2B 22752 L,

. RERUVRAEICHEY IR L TDER

[VIBRICET 2B 22752 L,

. BEELREAREEEZTDER

SEEREARNEE

(Zhaeka@)

8.1 EEZNTIEE (BHAM 6 » ALUNICZ W) BbHobhbdZ EndbsDT, HE59M 6 » H
X EHIIC IR EERE 1T O 70 &, BEOIREZ + 0B85 2 L, 20k bEATIEE
RIS RER AR 21T 9 Z B E LV, [11.1.1 ]

82 M7 VESTMIEZME ) BEFMEENHOOND Z ERHHDOT, EMMIZT o E =T fE%H
ETHREBEEHITITO 2 &, [11.1.2 ]

8.3 H A HIIEMANCEHEEMR A, MEMmEEITY 2 ENEE LV, [11.1.3, 11.1.5 &]

84 IR&., HEJ) - £y - KEHEBRENNEOIK TREZ D Z ENBH DD T, KA FHOEE
(21T H B O ERR S G R & F ) B OB EICE R SR WL Y EETDH 2 L,

85 i v T afg) Y v AE| 2 O BF B TERIER 2 AFNCE 0 B2 555,

I PERENEE S D 2 ENHHOT, MPREEZREST D Z ENEELL,
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. 2t (FALOEES) Y HEE

(BRTAMAVB LU TANAIZES ERITEIREEDAE)

8.6 MHATIZHB T HHEEEORAWBRBAD IV LEGOHIIZE Y, TALABERRE S Hbil
H2ENHLOT, BHEEPILTHGAEICIE, BREAICBET 272 SEEICTY 2 &, [9.15,
9.8.2 &|]

(R EBRRFEAE D FRIEINH)

87 BEDHWAEIFE~DODXEN 2L o= b—HARBIOEG 21k L, Bk OBz
THRFT 2 Z &, IEROUGENRRD DI WGEITIE, ARG ZM L7V &,

(fiE)

8.1 KK DAGE A FEIFIC[F — R TH D v Faf) b U 7 A0 EERKI MR EorE S
ZLLTREL,

SNV BEBOEGIZ L R THE G EEREE OREFNHE SN TnD, BEERFEEIX
PGB 6 » ALINIZRAE L TO D BN N0 T, F5HH 6 » A LINIZFRZ &1 72 %
RROE=F —F+ DR EEDLETH D,

8.2 LI F OIS
- VII2ZESNAE L 2O H 2.3
- VIIL6. (1) B PHE - BHERESEO & 5 E# 9.1.3

8.3 AHN DAGEH FEIFIC[F — R TH D v Falig) b U v LAOEKERAIOER EotE4 25

ZLLTHREL,
KENZEZOFTANAANL, BEEIRGSNDHEAITH D720, BEMEZH LTI+ R ERENR
WETHDH, Lo T, EmHPIERNROFHEEMRA (AST, ALT, AL-P %) 5%, EHHIC
EHgsEm A (BUN, g2 L7 =%)  Eised (RifnEk, BifEk, i) 4 %80 L <,
ToRBEOL IR ETHZENEE LY,

8.4 KK DAGERHFERF A — Ry TH D v Fulp) b U 7 A0 EMERAI oM EorEE S
ZLLTHEL,

AR RANENER IS BWERARBLZ S LI EEFHETH 5,

8.5 KN DRI AR ERA T D Z L IC L A EEFHEHTH D,

8.6 AKIDFI— A TH L T alfgt U U LOEMERFAOMER EoFEICEKSE, ZE
T T - HEICBEET MM EoFEE) ICi# L CWaRE L, [HEERIEORIEMmS] o
FZhRe X3 zh ) KON THIELOHE] OBIATIZEE, 2011 4 6 HiZ TEE R FEARNEE
L LCRtHi L7z,

8.7 THEHRABIEDFIEMH © TRhRESUIRE) KO THIELKOHE] OBIAGRIZHEV, 2011
6 HIZHET LT,

6. RENEREZRI HEEICHT IR
(1) &6HE - BEERFOHLEE

IBENEREEIT HEEICEHT HEE
9.1 EHHE - BEEZEOHLEE
911 EMEBEDRETREOHLEE
9.12 BERTLHOBEFERVERSEDHIBRERVIES DRDEKEDES
HEABKSCHESENEBLLT 2B8EZNRH S, [15.1 ]
U3 RFYVAVILEBEINTEONDEE
UTFD XS BEICB O, AFEERNCT 2V BONMEOREEEETH L L HIc, AFH
BHHRIL, TR EOEBICER L, FoRBlEEiTo 2L, EERET VE=T MAEN
bobhsrBENRH D, [11.1.2 BH]
- JRIRARBORES L < IZREARHOFEOBEIED & 5 B
< JRFYA 7 NEFE TR AR O OFHERED & 5 BE
GAEELTHOHLEE
AFNTAFNC LT a g B U AOEHEZGIE L TR E2bD0THY | IRA%—
ERFFTHALENICIHEE T 208N H 50T, MHRENHIIC ER LRWATREER S 5,
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. 2t (FALOEES) Y HEE

915 E5E
(BRETANAVBEUTADNAITHES HMRITEIREED AE)
BHZPIET2EAI0E., A ICBETAHRERFICEET S L, [8.6 B3]

(fig7n)

9.1.1 AFIDOAGRHERCE— O TH LD L afigF MY o Ao HERF oM H oz
2EZ L L TREL,

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

9.1.2 MB35 L O 5 SR OBERRBE DIRIE | ~OF 52 BT 2 bt & B U 7= BRI KR E O iRfE SCGE
DOFEHFHAESEZ, 2002 4> 10 AIZFE#E L7z, BREEILH 2 FOEMAER OB CTh 50
%< . FIUTRBAER OBENTED 5D E Tt T 2 & E 2 b T0 b, £ THRDOMER
WE2AETHEBEIFERICEGEZITOLENH S, (IVILI2. (1) ERMERICES R OHE
Z )

9.1.32002 /= 9 A 20 HFEA T8 3R e ek R R g Ic -5 <,

PNV aBIIET ST MJEARE T E NN TWS, £2, REVA 7 NVICEET S
BEROIEENME T L, 7o E=T ORBENDMET LTV D IRFEY AV VEEIEOH HBHET
L, VT RBRICEAET BT MIERBY A7 NEE Y, EERERICORNBD ZERE
ZoNDHTD, REVA 7 IVEREIEOBE~OERFNOBEEIIESTHY, TORWNHLHEE
WITHEBE L CRGEITOVLERD D,

9.1.4 AR IEHIER G BMERIFI TH D Z L IC L IR ERHRETH 5,

915 AFNDF—m3ThH L3 v 7 aig) MY U AO@EBERAIOFEH EoFEREICESE, £h
£ THE - AEICEET 26 EOER] B L COWERNEE, TR BIEOIIEMH)
O TZHRESUIZN R KO THIER OHE] OBMAGIZE, 2011 4 6 Al [HEE /AR FARMNE
Bl L CE#EL,

(2) BHpEfEERE
BRIE ST TUVRUY,

(3) FrikrefEEEE

9.3 FTHEEEE BE

93 EELHEEDOHIEH

BehH LpnZ &, FFEENMRS HObNESMIC R BEZnAH 5, [2.1 58]
932 FFrfaEEERIE T OHRERDHHEE (EELHEEOHIEFER)
JFHRERE E N H O b s BENAH D, [11.1.1 2]

(fiL)

9.3.1 AAIDAEHFEHFCE RO TH D7 af@r b U o7 AOEBPERIF O A EodE 4
HEL L TRELR,
PV O BB K D EHE G O T FEEOHENRE SN TWA DItz L L,

9.3.2 AFIDAKRBERFICHE KO TH L L7 afipr MY o AOBHERK of H EoRE s
BFELLTHREL,
VT a AR R IR ENE T D Z E N2 ED TELRESINTWVWD, FD2H
FFRERERE EoZ DEERERR D H 2 BEIITEE L TR G 21T O LERH 5,

(4) XhEee=HTHE

94 4ANEREE R T 5 E

TR 5 ATREME D & 2 et 4 2 A 12iE. AFNC X DA B OV CTH4SEE L,
AFNOME N EY)TH HMERICHMT 2 Z &, AR TEFEERRD LT\ 5, [9.5.4,
9.5.8 ]

(fiAEL)

(R BRI AR DO RIERH] | @ TZhEESFZ A KO THELR OV &) 23 2011 4F 6 A IZBAEAR
N2 Z EIZED, ERT D RIREMED & 2 MEIC )T D AKOE SR ENT 5B 2 onb i
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. 2t (FALOEES) Y HEE

O, IHICEEMEZ T ZLEEZENE LTRE L
fFC TVIIL6. (5) WEid] DOIESHR

(5) bEiF

9.5 117

(R EBRRFEAE D FRIEINH)

9.5.1 {8 IR L CW A RIREMED & D e PEIziE, BE LenwZ &, [24 2]

(BFRBTANABLUTADAICES HRITEIEEZEDAE. BRES L VRS DR OEBKED AR

9.5.2 IR TR L TV D ATREMED & 2 LeVEICiE, 1B BT 2 S0 L SN D568 2
T, BELARNWZ L,

953 IERFIZRTL 2 ST AR Z B H5T 556, AlReRfR 0 & 5425 Z EREE LW, ot
TADAH BN EBE YY) EOFHRRC, B EA T 5 W& HPE L7 B 23 A K B 5
B & LRl L CTE W & OEPTHERE NS 5,

(Zhaea@)

954 “/FHENR A2 HPE L= RO, KBRSy Z RN G SN FIR BEE L D %
W& DEFITRERSE N DV . Flo, AFIORKG &G S RBUC . DEWRRRKIESE O LA
oL, DHEAH, JRiE THEOHNEAGE., TOMOFEEE T 2 1% HE Lz L oSN
bD, o, FrAoOEI (RIS, mIREER . SR, K<EWAPE, BO0ES)
EETHRAHE LT L OWRENH D, [9.4 5]

9.55 iR O HIZ X 0 | FrAVICIERREE | FEE, K7 0 7Y 2 — S Ui, (RiipE, REK
JEME (FpRE, EERIR, . g EZRH LI L ORENRH D,

9.5.6 MEFNCINE S NT-BIEMTRICB N T, MHEFICH CANAEEZ RS ST TANABE DN
O DA 224 5] 2 %51 6 kRF O FREFR S (1Q) [EAME (95%(EHEX M) | A thiik L 7o f5 5.
AFN e PE SN TANABRENLOHAEIRO IQ [98 (95-102)] 1%, T%F U x> [108 (105-
D], Z==rA> [109 (105-113)]. BA<=E 2 [106 (103-109)] ##ESN7-TA
MABENLOHEARD 1Q L L TR -T2t OHENH D, . KA OG5 &N
1,000mg/H (ABFFEICIS 1T D Fofil) KOS5 [104 (99-109) 1, 1,000mg/ A &8 2 % 56
1% [94 (90-99)] TH 7=,

9.5.7 WA TN S N BB IV T, IEIRFICAFIZ B 5 SR B O A 508 3]
I, AR B S TORWEEER DS O AR 655,107 il & bl L C, BEASERAEY 27 M3 E
Mol OWENRD D [N — R 2.9 (95%EFEXM : 1.7-4.9)] 0,

9.58 B IR (~ v R) T, ARFINERRGHZILE L, FrA RO RIERFICES5-3 2 araetkss
HDHLEOWENDHD Y, [9.4 5]

(fiAEL)

9.5.1 2019 4= 3 H 28 AfHEAEA EIE - AIGREJRIEIRL SRR R EE  JEA L% 0328 &5 1
FIZEESL, (VIR L ZO8H 24) OHZH)

9.5.2, 953 AN DAZRHFERCE —ROETH D07 alip) b U o Lo R o Eo
HEE5E L L CERIE LIk, 2019 43 A 28 AFEAS@E EEK - A4 R EERZ 2R
Rl AR 0328 35 1 SlESEKET Lz, ([VIN2EAZNRE L ZDOHH 24 OESH)

954 "MV A HPE « RANOAKRBHRFERECFE —RoETH L T alE)t b v Ao RER
KlOFEH EOEEEZSE L L THRE LT,
DEHRRBEOLAF 0 1996 45 A 10 HAHEAR B RL SRR 3KLH 53 510D
< (RFEHRE),

ZHIE, NBHEONRITE, Fea OFEF RIEAHZE M, mARBER ., SR, # < BV AHTE,
O OESE) - 1997 45 12 A 12 B EAR ERZ2RRZENRE RN EIRLE 51 512D
< (BERE).

JRIE T4 - 2010 4F 10 H B FekGTicE—S<, @

9.55 JFkEE, (K7 4 7V /2 — 7 U MIESE « KAIOEKBHRFERZFE a3 Th o 7 ali) b
U o OB FERFI O EOREEBE L LTHRE L.

FERFEE 2002 4F 6 B FHGETICHE S (BERE),
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. 2t (FALOEES) Y HEE

il SRERIERE : 2001 45 6 A H EkiTicikoS<, @
9562014 4F 1 A H FGETIciES<,

WAMZ BN T, RIS ANV T o BRI 2 B G SR b A L RO meef s A b
=N m®#1hmhi%%5éﬂt!ﬁ#%m$Ltﬁﬁ%&Tﬁ<ﬁot&wﬁﬁé
#F42 (NEAD study) O B2V 9 Sh-7-0iBit Lz,
9572014 4F 1 A H EdETICE S,

WEANC M SN BEMRICB W T, RIS SV e A 2 & 5 S -/ b HAE L
P, ARG SN TRV SHAELZIR S LT, TERERIEY 27 ] BEho
Tm V) A O IS EIBRE LT,
9.5.8 1994 4F 6 A 15 HHNEAR G RLZERREE  3ALH 43 Blciko5<, o

(6) E&?Lﬁ%

(Af§L®7ﬁ* PER OVREFLRBE DA MEEZ B L, RALOHK TR 2 HRETT 252 &, v MRE
?LEP/\@TT‘j—é — k 75)&)%)0

)
1995 42 9 A 1 HANEAE IS AL S St S5 < (RERE),

(1 IMNRF

9.7 /MR

(Zheesk@)

9.7.10 MRHARER LA ZXR L Lo AR R M2 IR L Uz BRI FE m L <
VY 73? A

(F R RAE D FAEFD
9.7.2 /NRFEAZWGR & LA VM 2 iR & UTZRRARRRBRIT520 L TVh7Zn,

(fiF3n)

9.7.1 AFIDOAEKBHFERICE —KOETHL LT afETd N 7 LAOEBIERF O H FoEE%s
SELLTRELE,

9.7.2 THEFIRFBIEDOFIEIS] ] O BT E ] KO THIER O HE] OBIAFTIUIE, 2011
6 HIZHGET Lz, 7ed, 5 MIER EOMEMED EWOARARIE - @IS/ R FaSE#Ic CGER
THOMLENHDHEEZONTFEETHD (2010 4F 10 A 29 B AHEA S5 @A EHRA N REA S P
ME « RAOKHEIEMA AR 1029 45 8 B - ALK 1029 452 B, 2010410 H 29 H
fHEAE GBS RIR R AR Rl RIEF 1029 55 4 &),

(8) EWE

9.8 E#E

(Zheka@)

981 AHEICHE L CHEICRGT D2 &, AFNL, MIET LT 2 0 L OFEGTERTRV, Eilig
TIRMIET L7 2 N L TWND Z RSN, RO O hEENEL RHBEN

N5,

(%ET&#&&&UT&#AI#DE% TENEE DA

9.8.2 Bt &M IET DA %ﬁ_ﬂiﬁéﬁE%mﬁﬁﬁé:&omﬁﬁﬁl

(FEERREEDRIEIF])
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kL, WUREEITH 2L,
11110 JAFIRBIVE DR EE 7 W EIREE (SIADH) (BAEEASEH)
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HifERIE % (JE) — 1 (0.02)
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B L= R AR 40%, &L =% R §E 200mg - 5 400mg
VilyoE Y SR
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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 1Q 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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A —A N7 U7 D438 . (An Australian categorisation of risk of drug use in pregnancy)

D : Drugs which have caused, are suspected to have caused or may be expected to cause, an increased inci-
dence of human fetal malformations or irreversible damage. These drugs may also have adverse pharma-
cological effects. Accompanying texts should be consulted for further details.
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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 twelvemonth 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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