2024 4 8 AET (55 6 WD)

H AR HE B i

EELAAEA—T+—LA

B A AR O TF Fedi3eE 2013 ([CHERL L CERR [ 2018 (2019 45 Hhk)

BAERA NLFOBFT U D LR

FI\TLEE100mg
FIVroiE 200mg

BAERA NLVTO8F~UOLYOY S

MCTADAEL BR - BIRESEAL

REEROERA]

FIVT B 20%
VIS H140%

BAEFA NILTOBFT U D LREEEA

FIVT IR 100mg

LS IRES - 871189, 871179

— ~®= N . 0/ T/
FINT 20:75% FIVTIREE 200mg
Depakene Tablets, Syiup 5%, FireGranuies, R Tablets

ST 4N Aa—T 4 U ThE
s HIRLA

7 /3% BE 100mg - 200mg
T U HIRE 20% - 40%
FRrva w7 5% vy A
7237 ~ R §E 100mg - 200mg : FEASE (FRJiksE)

TR 1) R EMSE OIS

-1 i

HENDRFX 5 FOEMTL L

T3 VBE100mg - 7287 2 REE 100mg @ 188 B R v 7 mfig) b Y oA 100mg &4
T VBE 200mg - T /37 2 REE200mg ¢ 1 SEHH H RV alE) R Y T A 200mg HA

H K& B T8 R 20% g FHFBAVT BEET N Y U A 200mg FH
T U HIRL 40% g PRB/YV T aEES R U U A 400mg EA
For a7 5% s ImL HH B SV a g R Y T A 50mg G
- % 2 4 . oov7afp)r U v A ¥4 Sodium Valproate
HERFTARERR
7 /37 VBE 100mg 120124E8 A3 H (T8 4E100 L LC 198141/ 14 H)
7 37 U BE 200mg (201248 A3 H (F/87r v 8EL LT197T44E5 4 24 H)
F R KL 20% 12005411 A 30 B (57347 ARZ 200 & LC 1986 4 4 H 17 H)
T L HIRE 40% 2005411 A 30 A (77347 Ak 400 & LC 198442 A 7 H)
FRrrva v 5% D20074E8 A 2T H (F A rmy L LT 197445 /1 24 H)
7% R $E 100mg + 200mg : 2012 4E 8 /1 3 H (77347 R $i 100 » 200 & LT 1990 4 9 J] 28 H)
RiEEERBEAR )
MR EREAE - 773 6 100mg 120124212 A 14 A (7737 6E100 & LC 1981 428 A 31 H)
;‘?Zﬁﬁgiﬁuﬁiﬁiﬁ g. | 778 200mg 120124F12 A 14 B (T8 7 8L LT 19744212 4 17 H)
opepuipape TR KL 20% £ 2006 4 6 J1 9 1 (773 iz 200 & LT 1987 4£ 10 J1 1 H)
F R KL 40% 1200646 H 9 H (T3 ki 400 & LC 198446 A 2 H)

12007412 A 21 H (587 vvmy e LT19T44E 12 A 17 H)
20134E6 H 21 H (534> REE100 + 200 & LT 1990 4F 11 A 22 H)

FRyvn 7 5%
77347 > R §E 100mg - 200mg :
HTERH

T U BE 100mg
T3 B 200mg
T80 AR 20%

2198149 A 1 H (F/%%7 88100 & LT)
219753 H 5 R (TN v EEE LTO)
21987410 A 1 H (T3 ki 200 & LTC)

TR R 40% 2198446 A 4 B (T /%7 kL 400 & LTC)
Fohr a7 5% C1975 3 A5 R (T vvry e L)
737~ R §E 100mg + 200mg : 1991 4E1 H 21 H (57347~ REE100 - 200 & L Q)

F% - SUEMRST(EA) -

i ey A BUERETE © I U SRR

ERFERIESEOERSE

U kAt <90 MEBERN

#ih 0120-850-150

ZARER 9:00~17: 80 (f+ A - BLH L OWAER A 25 <)
B ) AR —AX—  httpsi/medical. kyowakirin.co.jp/

ATIF 132024 4 8 HUGTOBE TR B4 : T/37 V88, T3 UMk, 737 vvmy
7. TN U REE) OREICEE S EER LTz,

BT O CEREHIL, PMDA R — A~ — [EHKLIZEET 55
http://www.pmda.go.jp/safety/info-services/drugs/0001.html (2 T ZHER < 72 &\,

SIAY=Y phcy:qm|
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1.

2.

IF FIBDFSIZDOHME —arrmssme—

EESAVAE1—T7+r—LIERORE

B T = 36 0 D SRR 2 BRI o & L C IR 3R A S30E (ELW<, NI GEE
W&9) 2385, EHFEBG CEEAD - SERIM%E O EBIEFEFE ) i EBICLEREIRELO
R IS ATE T 2 BRI, IR SCEICREE S NG A AT 2 EICER 2
WA MBERGEND D,

[:ﬁ?iﬁ%%Tfki MELE I ST DV THREE R o [ JEAE o 24 22 25 (2 F OB NG
REEEE L TCTHEREMTS L T L TETWD, ZOBICHLERFREMERENICAT
THEOOERY ARE LT U ZX Ea—T 5+ — 20 0E LT,

BAFD 63 12 H AP E3EAIRT2 (BAF, BWIELBET) FIleE 2 /hNEESD TE3K
A A Ea—T4—2A5] (LLF, IF EBT) ONERTIFONT IF Gedkk A% K E L
Too EO%, EFIEFHRTINCTEF AT ERLIEFR=—ADE{LE =TT, ¥k
10’ﬁ59/ﬂ HIREFTE 3 /NEERITB W T IF st#l EEOSGET B ThivT,

10 EARE L, EELEROAY FTh HRIELE, FNFTH D EHRIS
@%ﬁ% MHFNZ L o> THFE - [BIFREIIRES L LI L2520 T, k20 4
T REEEIEE R E BRIV TC IF GRHEEE 2008 233K E STz,

1F£ﬁ£62m&fiIF%ﬁﬁmwﬁ%kbfﬁﬁﬁéﬁﬁﬁ% PDF % 0&
W7 —42 & LTRMET 52 & (erIF) BREAIEeoTc, ZOERICEDLET, ﬁﬁ
SCEIZBWT [56E - R oBIn ), s - 225 - EEREREROWET] 2ED
UGTD B - T25ANT, WRTORILT — & 2380 L7l e IF Deflkains Z & &
Roin,

BH D eIF X, PMDA R — A2 — TERBHICHET S2EH ) (http//
www.pmda.go.jp/safety/info-services/drugs/0001.html) 7>5 —H5 L CAFA[RE & 72
S>TW5, BARBFEREEAMS T, eIF 2B T 5 EHEMIFRIEME — LX—T DA
YA FTHDHZ LIEE L T, AN H DO T e-IF OIF A 7 ok
ZaxiE LC, fHx O IF PO SCE LT T o EMA GRS Ll B4 - MR
THZELELT,

2008 LV AEDA o Z a2 —T — LIS LBl L7 TR L CEcH
HA2mah L, MEAZEICE > TH, Ehl - FBHMEIZE >TH, RO B WIFHRIR
ETHI e EB R, £ THK, TF LREHO —HKET 2170 IF L 26 2013
ELTARTHENRE T2,

IF &%

IF i3 T SCEEOE R AT L, ERMEOERNEFEEICE > CRHEEBICLE
@,E%%@%Eﬁﬁ@k@@%ﬁ,ﬂﬁmﬁ®tw®M%,ﬁ%@t@@%% =
OB EMEH DD DGR, HENREBET T O DOFEREDEN S NIZRED
AR OER SR ES LT, BRENTEHEEZKE L, EAIEED DI Y i%E
A DRI 3E|T WW&U%1%@ﬁbfwé%m%ﬂjEQ%HT%hé

727120, L - SRR c D B b o, BRSO RIFIS ) A BT 5
H O KL OEAEE O 257F0 - HIWr - BT _REFEE I IF Ol EFHHE 1372680
Sz H L, SRS NSIRMEI N TF 1L, SEFIETE S ASEEAMN - I - BRGNS
T5ELEHIT, BRERHTEETILOLEVWIBHEHEF O L EAELE LTS,

[IF D#=]

OHIRIT A4 /R, BiEx L L, FHRAIE LTINS v ML EOFTIR (KFIZRL) T
L L, —@RlY L5, R, USHCETHRE - REEAWESEIZE, &
TR TIZ ZCHEY D LT 5,

OIF FeHiEEICESEER L, FHEBELAIXI Y v 7K TR T 5,

o
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@FMOFTCHITFHE — L, FHIC
XEGHEHTAHAIbDOEL, 2H

[IF DERK]

OIF 13 E U CRIFI OB (WRA, EHEAL SARFD ERksn s,

@IF (25087 2T B K OEEANIE HIRSEA K E LTz IF edi I R 5,

ORI LEBONEEZMTZETHEDIF OFEFITH » THRERFERIDHIND,

OB ZEOBR LI 5 b 0, BRSO RFISE ) 2 8501235 b 0 M OFEHA
[l 213 COEBEIEEE B O 2SR - fllr - $R R & TR W CIERiE S e
AN

® MEHKSA X Ea—7 5 — LGC#EHE 2013) (LLF, [1F o# 25 2013 & B
T) ICKVIER SN IF 1L, BAEATORMZIAL L, MEIDG U TEA
MR E A (PDF) 225HIBIL CHEMAT 2, B2 TORAITIMVNAETIEZRY,

[IF DT

O [TF Fo#ZE5E 2013 1%, Wk 25 4F 10 A LABRIC AR S - BrE SR S S i &
5,

@ _EFLPANDEIR T OV TIE, TTF G266 2013) 12 L A 1ERL - 2R 358E] <4
DHHDTIERV,

OFF A EOREEDOWET, FHFAME IHETME R (BRI 2SAE Sz
A N SEDPERFEN 72 S, Ll T _RENERRKE L BTG AT IF
NEETEN D,

IFOFIAIZH=>T

MF FeHEE 2013) 128\ TIX, PDF 7 7 A MIZ K D E A TORM 2 A L
LTW5, tESEFHT AL, BEFBAEPSHIBIL CRHET 2 Z EAFAITH
%,

BAABARD IF 22\ T, 3R 5 R 1 B o [ 35 5 2 SR 2 T R i s
— A= VIR E STV D,

SR YT ERLA VX Ea—T 3 —AMEROFT5 & | 12HE-> TER - #2863 2%
2, IF O S ZEE 2, ERBGICRE L TW AR IF (BRI GOHE LU EE VE
N OWTITRER D MR E~DA VX B a—|0 L) EHIMEE O RNAE T FES
H, IF OFAMA SO L0 N B 5, £, MRFSRETEN A0 EoRESICET 5
FIHIZE L TIE, IF NSGETEND ETOMIE, Y% GO BSR4t 2 U
LESLEH O CES, H 2D WIIEMNEFESE RSV — & AT L0 A%
AOREET 2L L b1, IF OFERICH T > TE, Bl ST5E % 2 38 5 ks
FEIR AR — A ~— Y TR 5,

7P, WIEM L EMOMRO SN LEREEISNTWD THRARE < T3sMNE
TORFERI (BT 2EASIIERFHEICEDL Z 0835V, TOEHFHWIZIE 4
METRETHD,

FAIZCKBLTOBES

IF Z3EHKIE5E D 0 E 2B ICB VTR T Z ENTEARWER BRI E L TEH L
THEX7ZV, L, BEECEREAERL Ve —r g ra— RECL DG X
0, RURSSENEIKGERE L CRECEX 2RAIIZAE T ERAND 5, IF ZHRHK
DOFRHEEEZ T T, YZERLORERMSENER - #MtT2b0THD Z &b,
FhE - BTN 22T 525002 2R L TR RITIERe B0,
FREERHE, IFRHL T THLRMCEEZMHET DHEREMTHY, f ¥ —x
v FTTOABSE LB E 2, FHEEEORSERENCEAR L2 v X 5 E LIER ST
52 R CIERAITEHAT OV ERND D,

el CHIFEIERD TIF FAHO TS5 & O] o4
ZFE DD,

(2013 4= 4 H 4G
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I. MEICEA9 HIER

1. FFEDERE
SNV aERIE, 1882 T A U M THME I, BHNFEE E L CTEHA STV,
1963 4E H.Meunier 2NV U FIZFHER ST -0 T b7V — V&2 L 7 a3 yifl+ 2 =
EERRHLUTEEE, BuCANAIE LTOMENED HiL, 1967 FIZ7 7 A TH TAD
AFEE L TR INT,
AFNC BN TIT YLD 1967 FE0 BT 37 U OBFICET L, HLTADAIRO K KIS
2 ) == TR 5 TRIEWHICANAARY ML ERT Z & DR S L- LRI, B
RENZ BB CT AN (BRCERTADA) IZEWAEIMENTED i, 1974 4 _7/\/7/
BE. TN vay TOEKRERTZ, 0%, BRIV ENEZ B R LA S B - K FEA
TEOBMEFT 72, s, »Sv7afgth b U v AoMEE GEmRE) BANToOBTANA
SR & bRl Ui H R I A 8~ 15 B[ &8 < R R OB RN E T T, T8
7 REE 100 - 200 (Y 1L Z D X 9 RERKRELSG D =— KTt 2 5~ Y ik fFH Al 2
BAE L CRAR Lo~ MU v 7 2 Z A TORBMERAITH Y | 1990 FIKRBE ST,
sV a O MREHER . FRICEYERIR ISR 2 A 20T 1966 EI2 T T o A TR E
Sh, 20% b IVT aBEofa AMEZ R T REDSHR O, 1990 FRICITKE T EEM
%@ﬁ%ﬁ%ﬁém,1%5$’wam@ﬁﬂ@ﬁ%%(ﬁ50%)®@%%Kﬂ#6%
JEH L LT FDA [Z I, BIETIZY F UL LT ATE BRI E LTA HWS
nTuns, Az wfi%ﬁﬁ%i%%éhfw@wﬂ 2V 1 i O BRI o OV 5 95
DOERIREEIZ 6 5 A AMEITBEC TESRERSE BN OFEFE LR LI, 2002 (2B NE S
S,
F72 2010 4, T3 UBE 100 - 200 (4EF), T3 v a7 B%ICHOWN T, AR AR
IR I STz,
2L a D FrEEIR AR DO FIEIMHENC BT A ZMEIL, 1988 I S, 1992 4FI2i%
TEARKBO —HEMRZ v A —_—HEBRICB W THHER RSN, £0%, KET E
B R ERER 23 FERE S, 1996 4 Hﬁf%ﬁ®%f%%%&be®Aki@mTéﬂ
720 BUETITREZIZ U O, BOMAEIZIBW TS FEER IS ERIEIH O RN L LA
<HOwHRTWS, iﬁﬁ:%mfuﬁmﬁﬁi%%ﬁﬂvfw&umx20mﬂ5mﬁﬂcH@?L
D ENED EOVARAATRIE - WIS/ ERFISHE] (TR W Tl S AL/ R, v 7 afgo g
TREAERIEMHN I 28 APEIIBLIC TEFHEY: LRm] OFETH AMHPFEICEET 5
EFE S, 2010 4510 A 29 HIZ TEH - i AFSRS ERLE ] OFFTRHEA
T L, RBAMCHREGEANED b, TO%, AMBGEEZITV, 2011 4 6 HIZ5@EG0
BnEn,
2019 4EIiX, T /3% R $E 100mg » 200mg (2T, HHIAS B A H 7 120G S vz,



2B R OARBEEN - HEIFEF

(D) & TAMAZEE L, A G T 87.7%(128/146 ) D H M EE R LT, (I'V.3. AL
i) DHEBH)

(2) B 18 L OB 5 SIR OBRREDIEFR I3 L, FHMERSHRE STV 5D, (TV. .3 KR
T’ DESM)

(3) EESRIZxE L, FAVERBLRNE GAI L i LT 50%LL FICE L BEOESIX, 7€
REE21% 2% LT, N7 m iRt C 44% & & (p<0.05, p<0.0lvs 7 7 & &R
Cochran-Mantel-Haenszel i @2 im0 > 7= (HENT—4), (I'V 3RS OESH)

(4) 7 /37 > R EEE, i AR (EHIRER) 0 H NEB A 7e 0,

T, 1 HOEGREN 1~2[ETHY, ar7I7A4T7 200 EAMEcE 5, (VL
1.(3) 5) HINZHE)) DOHEHR)

(5)BIVER (TVIL Ze4&tE (FEH EoEE) ([CBd5HEHE 8. OHEBM)
ROBERRH oD Z N DD T, BlEL 01TV, BEPEO N HEITIT
Behaibd 57 SR B AT L,

- EXLEIERA

BUERFRXZFOEELIFES. &E. BHFE (WIThLEERY), 87 vE=7M0IE
RS EHEET (WEAY), BIMAM., RIFERE. NOEKED. FEEGD/MMRED.
FHEEY (T LBEARD) 2MEEL HEARD), MEMEX. 27>a0=—
B (VTN OHEEARY), PEMRKIREMAELE (Toxic Epidermal Necrolysis :
TEN)., RIEFERRAEIZEE (Stevens-Johnson fEI&REE) (Wb ML), BEUERE
1EEE GHEEEAH) ., BOZEM. SBAERER. N—F 2V UBER (OWT b EEAR)
ERARERE EEAY) ., \MARRILVESCTEE S WEEE (SIADH) (BEEARH) .
FIE M2, SFERBRIER S (W90 b B RB)

- TOMDEMER BG%RLIE) <F 7 REZFRLS >

G



0. &#ICEA3HIER

1.8R554

(1) ¥4 :
T X B 100mg, T /37 U OE 200mg
TN UORIRL 20%, TN U OHIRL 40%
T Yn T 5%
T3 PR $E 100mg, 7 237 VR $E 200mg

(2) *4 :
Depakene® Tablets 100mg. Depakene® Tablets 200mg
Depakene® Fine Granules 20%., Depakene® Fine Granules 40%
Depakene® Syrup 5%
Depakene®R Tablets 100mg, Depakene®R Tablets 200mg

(3) BFFDHXE :
TN %, AbF4 D—>Toh D Sodium dipropyl acetate DS, DPA IZHKT 5,
£7-. T3 R EE 100mg * 200mg D R 1% Retard (#RfhE) 1265 <,

2.— %%
(1) & (&%)
S Falpg by A (JAN)

(2) % (MmaE) -
Sodium Valproate (JAN, INN)

(3) RT L
NH]

3HEEXNILTIER
COgNa

HsC CHs

tl\

T FRRUADFE
»¥3X : C;H ;NaO,
F= :166.19

4.

&



54F% (a%ik)

Monosodium 2-propylpentanoate ( IUPAC. JP XIV)
Sodium 2-propylpentanoate

Sodium dipropyl acetate
Sodium propyl valerate

6ERA%. B4, S, 3

&5 : : VPA, DPA, SV

7.CAS &55&S
1069—66—5



M. A7 ICET HIER

1.9 LS

(1) 4487 - MK -
HEDOFESEDOHR T, BRAAICBWLWAH Y . BRI TIc®E N,
AR TH D (WD TRIEMENTR < . 28R TR & ICHlfEdT5),

(2) B
KITHRD TEIFRF <, =& 7 —)/v (99.5) XIFHEEE (100) (ZEITRT 0,

(3) RIEPE :
oD TR TR < | 225 TR & (IR 5,

(4)BhE (RS, A, BRES
% 360°C  (45fi#)

(5) BRIEE BT -
pKa' =4.6

(6) HERI%REN -
logPoer = 0.26
(el 79 A3y e X095, A7 % 7 —)VIpHT.4 $EIRIR)

(7) ZDHD E 1 RMENE -
Kisik (1—20) @ pH L : 7.0~8.5

2EPEA DEBERTICH T BREM
RIS ROBIGIE FEO & 350 Th 0 . BIHCRIE CIRMIARIC X 0 ik 2 2 L2, WP ho
ST T b A RITIRD LN T,

" 17 F OB OE R
BB - - 25°C - 24 H H AMBZEALIX 72 < RITERD Do Tz,
BH %+ 80%RH + 40°C - 4 H AR X R LR 2 B LT SRR D Do 7,

3B DHERAERE
HASR G 7 afgth U o ao THEERE] 12X 5

A BMED DEES
AAIER T ~vraigrh N vao TEEE] I2XD

i5i



V. BHIIZB§d HIEH

1.5

(1) FIRDEA . HERR TR

ERE | JES

=

BB

e (mm) | (mm)| () i il e Gl A
7 U BE100mg | 82 | 4.2 | 0.19 Q - 74/%?5;%4 v 75
F8 48 200mg | 9.2 | 4.9 | 0.26 Q D 74/uAf;%4 v
77 VR EE100mg | 8.3 | 5.4 | 0.26 Q Q ﬁtfazg%

7347 R §200mg | 10.6 | 6.6 | 0.52 Q O *%Ez?ﬁ

TINT HBRL 20%. T /N7 HEAL 40% ¢

SMEL : BEABRL, B AV P UERDRRE IR 1TV L R

FNRFroay 7T 5%
N IRV, BE R

T /34 > R & 100mg. 200mg :

AKENF~ U v 7 2&E L, TOLEeRBMEPIRTa—T 0 795 2 LIZH DR

HBAL LT 8AITh 5,

(2) HAIDWIE -
BB L

(3) #AIa— k-
T/ U8 100mg  : KH102

TN UKL 40%  : KH111
TNy 7 5% : KH110
T84 > R # 100mg : KH113
T84 > R #E 200mg : KH114

(PTP > — MZFER)

TN U8 200mg : KH103 (PTP o — R IC#ER)

(ZEy— MZETR)

(120mL DI T <L FKR)
(BEFIAM, PTP v — MCFTR)
(BEHIAM, PTP v — MCFR)




(4)pH. ZEEXL. #E. LE. BEOERURER pH HF

TNy 7 5%

K% pH ik : 7.0~7.8

ke o 1.235
=% £ o 12.3

¥ (CPE) =19.54

2 WD

() B CEERD) DEE:

T /N4 8 100mg
T /N7 88 200mg
T N7 UKL 20%
T\ R 40%

TNy T 5% :

T /N7 > R & 100mg
T /347 > R #% 200mg

(2) &

c1EEFHRB AV BEET NY U A% 100mg EA
C1EEFR RV vl R U A% 200meg EH
clgHHRB AV B RY U A% 200mg 5 A
clg PHBE SV 0l Y U A% 400mg S

ImL #H RNV i@ b o A% 50mg &4
18RRIV o) FY 7 A% 100mg &4
18 R VT alig) N U v A% 200mg & H

T /N g 100mg

TF e —R HEE @bk, At ousng o An—R
Iy s, 7V VBT AT IV, B{bFX . ATT U U

~ R LA, B Rud o rklo—2R b o An—R (&

TN UEE200mg | s 7 2910), D= b
TN 2 Rk 20% BHEEAKT AW, NvAvaTr7y R E=ATva—L (@5
380 4R 40% FAAE) . A2 T AT IV U~ TR T L

TRy ooay 5%

MR 102 B, EREY . NI FFUEREEFR TS a L RNTFF UL
g A F v

TR ELTER, =2/ —v, VDY TavL sy a—
IVER

T34 > R & 100mg

HF Ry eFEy . ATT Y U IR T L, BIT
kR Vo A KEHREE Fedv7eelkrn—2, A

T34 > R £ 200mg

Iy /. Ak, B Raxr o rtrn—2 B FFL T L
YA0B) RV AF T u LB a—, AXTAET IV Vi~
TR L FOM 4 RSy

7E) AA 1mL I FFF 600mg 2567 5,

(3) Z it -

vy FE 1mL 770 ORI 2.4keal TH 5.




3EAEF. AKDOABMEIIHT HEE
L 7g0

ARFDEBFHBTICE T IREN

REMRBREROME
RIS
Hz 7244 PRAFH R PRAFIEZRE R
BE 1B
TQQQﬁ 95:2°C | 60+5%RH | 36 %A PTP @3/ 7 L3 i — R
T%&éﬁ 95:2°C | 60+5%RH | 36 & A PTP &4/ 7 L3 Br— BN
T KL o . INT A
20% 925+2°C 60+5%RH 36 f# A - HIEEN
F 0 AL . . " Tk
40% 95+2°C 60+5%RH 36 & A B Rtk w7 HIEEN
TR o o o N
Sy 5% 25°C 60%RH 36 & H 120mL & kv JREEN
TATCREE | on 00 | 60e5%RH | 24 PTP /1% AN
100mg
7’;30; ? 5 | 9509C | 60:5%RH | 36 IR A RREH A Y HURR PN

WEER - sMEL () . B EA

RO T—4 Grlisft F o) *

¥ YT D BIEDIGES TREEL
B 37 88 100mg + 7 /37 VU BE 200mg
LM PRAFERA: FRAFH ] R
kS 25°C, 54%RH 6, 12, 18f#HA 6 & H X VR X THMBIASH & /s & b Lz
je =z N NN
e A0C. 50%RH | 0.5, 1, 2. 3% ?ﬁ@ﬂi@%ﬁ&iof%ﬁﬁ%%ﬁ& b
K[ mikn ENWOE? 1, 2, 3fH i L
HERIAEH - ML, ERES

1BV ARNEE LT

*2 : 300~6001x

(£%) HHOMBREOREHRICONT (MBRERADOASE) :
FEEOWARMEA RS . PTP @25 9 L@ E DR T H YGRS T DT, By
T RATRETH D,



W7 L

AR5 4 RAFIE RAE4E fRAEIm @ om
gg;é (ﬁé%;éi%ﬁi) 40°C, T5%RH | 1, 2, 3, 6 H b7 L
e (TO/gg\ 7@1.@(;3 40C, 75%RH | 1, 2, 3, 64/ |23
T

KL 40% ﬁiiz%éif% 40C, T5%RH | 1, 2, 3, 6/ B L

AR E - AMBL, SRS
1) BRI B 2 O TS L2 ZERBRERE I OV TIEEREZ RO 2 &,

W vay 7 5% (HT 2K

RAF S PR AR fE R
40C, 50%RH 05, 1, 2, 3fN 2 n A BIChPhc BRI
ENHOL! 0.5, 1, 2, 3f&AH Eibie L

AEREE - s, p H, RS
*1 : 300~6001x
(T AL 7T AT v 7 B OURAFLEEMEIZ BT 2 FE 5t b el
PRIESAE © 40+2°C /T5+5%RH., 1RFHM : 3 % A
PEIR (OB . pH. fERERRER, UEMIREER, EEEOWTUZEBN TS, T T A
., 77 ATF v IR E bHMITHES LTz,

B> <7 > R§E 100mg + 7% > R b 200mg

PRAF 41 {RAFIERE PRI BB
40°C PTP fk 1, 3, 61%H 7z L
T

30 H BT

o P
60°C PTP & 7, 15, 30 H P

DS 6 » A BIZEE R

i | 25°C,7T5%RH | #ataj, Bk | 1, 3, 6fEA IRyt

AT , -
NR /1% I 7
R (1.0001x) PTP f4& 1, 2, 3t&AH k7 L
PTP a4 1, 3, 6f&H 27 L
AR EEGRER | 40°C, 75%RH
INT 1, 3, 6f&AH ik L

REBEE AL SR, BEI e~ MO T T REEBRE

E)WTHhoRBRS ., S, R, B a~v N7 Tk EHERBRK ORI E A REBRE A & LT MR -
AL L 720

*1: wrlEERERIE T 3 > R BE 200mg D A



(BE) FFOVREDREMRIZOVT (BREADHSE) :
THDOPARVEDR TR ORERZ i L, NTEHEGAREIC L Th D, Wi 2 LHEK
(Z EDBHBANRE R, Flo, AFORBIERE LK S O T, BT ETH D,

S5RSERUVBREROREN
A L7

6.4h%F & DEREZEIL WMEBILEMEL)

W7/ UKL 20%. T/ U HBRL 40%
T D2BITIRIC L D b D Th o THEBEEDOEE, BN BE I, 2 O/MEZE
{bi% 25°C, T5%RH ##1F XV 30°C, 90%RH REFEDOLKMECRIICHIE Lz, 7ok, T3
Thor,ov7alpEt ) v AOERKTIL, Bobiirolz,
FEMZOWTIZBRREZROZ &,

W77y 7 5%
i vy TR EREGHF LG, HEERICX - TiE, A%, B ERRD LN
5o 27 afEr bV 7 AOKRIKIL, pH6.8 LA T—ERAREE L L7 o RN EERES 5 7=
D, AANKRDE (ST afg) NMERESNIHEAERD D,
2B, FEMIZOWTITEEREZROZ &,

7.RHM%
B 5/84 U8 100mg. T/84 V8t 200mg
(B &) BREHRBE 5275 (NRLEE)
% 4 [Al#EEL 100rpm
A B K
VPA £ : HPLC JIE

100- R #
_ /,U'
80-] g
4 o
,/
. ol -
@ %0 /" === 7% L3100
= ] s —— 0 L3200
(%6) a0+ /
- ’I,
’I
20 ff
- "
T T T T T T T T T 1
0 5 10 15 20 25 30

AR (min)



BT /N7 VR 20%. T /N U HRL 40%
%11 (BT v ME)

(A &) : BHREHRERE
% 2 [FlfiE4 100rpm
AR K
VPA £ : HPLC JIE
100
80
% 60
s
)
(%6) 40
20

B —————————— ¢

X

—x— TS R 20%
—_—— A R A094

0 25 5 1‘0
AFRE (min)

T
15

T
20

BT/84 > RE 100mg - T/8%4 > R £ 200mg (R 1#%8%)
HALEN O pH A28, A4 MELEE L, Bk e LTpHL.2 (H/EE 1), pH4.0,
pH6.8 (HREFENIR) KUVKZEIR LE LI-EHRBROERII T EBY THY, Wi

NORBIIH LT HEBO MR &SR STz,

B AANL b R T 50%IR T & 9 IZBFIRGEE L T\ D,

100, F /4 REE 100

%

tH

50}

%

S Y o I3 (pH 6.8)
= pH 4.0
e—— [FEPH1.2)

0 2 4 & & A10hr

AR BRI <HBRik - A >
3.5 BEEAH & : 20~40%

5 IR  40~60%
9 IFfElIA &+ T0~90%

100

F i LRI 200

—
,,,,,, < L7 {pH 6.8)
e pH 4.0

e—— [ 78 {pH 1.2)

2 4 8 8 10 hr

KEREBRIEE L, HRE/S RVECHEEREE 50, 100, 200rpm O 3 SECTRER L7223, Wi
OB N T HIEHMHEICEBITED bR o T,
* 72, REiEMEH Tween80 @ 0.1%, 0.25%D#ERIE THIXHMEIZZILITERD b ho 7=,



8. £ YRR A
AR

9.WEIP DA DRERHERE

W7 /37 U8 100mg. T/84 U8 200mg. T/87 >0y F 5%, T/37 2 R §E 100mg.
T /X4 > R #& 200mg
AASER G A7 aipd N ULagE, BAERL Sv7aigr ) ovivnyr BX
OHAERS 7 aligt b o ARiEE A o gk 12X 5

W7 /37 DR 20%. T /N DR 40%
SAKR, WEI7a~ NTT 7 14—

10.HEIPDOEMKSDEE
W7 /37 U8 100mg. T/84 U8 200mg. T/87 >0y F 5%, T/387 2 R 100mg.
T /347 > R #& 200mg
AARIERG ~vrafg) ) o agE, BARERG v 7aiglh ) vavey 7 BX
OHAERT A7 alid M) U LMREEA O EEE] 1285
W7/ UKL 20%. T/ D HERL 40%
ks o~ s777 14—

1. 11
RN

12BAT DATREE D & 5 W
A

13 FENADELRR - NIRRT ERRICET 215K
FrlioZa L
(BBHOMEIZCELTT I X.7. BREBEOME] #5H)

14. % Dfth
Y L



V. JAEICEAT HIER

1.30RER (TR

OFRBTAMNA (MR - EREE - BHEFRFEL O VICEERE) BLXUTADAITH
SHBITEREE (TR - ZBMEE) OBR

OIRRE & VIR D DIRDEBIKREDAE

O Freadfa F 45 0 R HI

5. $MBEXIIHHRICERET ZFE

(FEEfRFAE D FRAEHF])

5.1 AANX., FEERBIEOLMEMIERO A CTIIH HATFRICKEEZ E - L TWHEFICO
PG5 b,

5.2 ARHFNIFEBL L 7SR RAE 2 FB M3 2 3K Tl VT, AR G- HIZ SRR R ED 5
BLL725 BT B0 U TR B FRREELEH S5 2 &, HEGRNICZDZ &
ZBEITHAICE L TR 2 &,

(fZE%]

5.1 FEERICRITAAAOERIL, B L TWDFEBEZFEMRT 57200 b0 TidiL,
BIEII ORI T AR ATRIC SIS A2 X 72 LTV SER O [ BEIE R AE O FAE
ﬁjﬂﬁ%f%é EERETH-OICFEEH L,

5.2 AENT R R BIEE R T DA TIT AN 2 & 2 FENCBREICHAT ILERD D,

2RZERUVAE
W7 /N7 V8 100mg. T/37 V8 200mg. T /X7 ikl 20%. T /N7 ik 40%
MEEX (R RERUVAR

HQAW7D&TF)¢AkLT4m~1%m@
2~3 [EZ T TR A&ET D,
. AP . rﬁuﬁbﬁﬂﬁﬁTé

BIEEDER. BRE & VRS DROBRKE

(BETANVB LT TADAITHE S ERT | @
z 1
OP=t;-Y 77z

W1 HEAVT i MY U AL LT 400~800mg &
1 H2~3[ENZ3T TRAKET 5,

7e¥s. AR - ERIOS CE T A8, 1 AE&E LT
1,000mg #2722 &,

(R ERERAE D RAEHNH)

BT\ >oay 7 5%

MHERIFFNER RiERURAE

(BRETADABEUVTADNAIZHES HHIT | @5 1 HE8~24mL (L7 afgt KU b LT 400
EfEE0ARE. BRS LU DREOBIKE | ~1,200mg) % 1 H 2~3 ENZ/3 T TROEE3 5,
B =7 L, Fl - BRI Dl T 5,

B 1 HH8~16mL (7 afig) U v Al LT 400
~800mg) % 1 H 2~3 ENZ/pF CRRO#E9 25,
(REBRFEAE D FIEINF]) ASSIRCE (I 7N r“u@ai%m“é A, 1HEELT
20mL (V7 ufg)l RY AL LT 1,000mg) ZHEZ 7R
WwWZ &,




BT /V7 > REE 100mg. T/V7 > R §& 200mg

EEXR [FXR BZERUVA=E
(BRETADABEUVTADNAIZTHESHRIT | @F 1 HEALT S U oA s LT 400~1,200mg
FEZDAE. BESIURI DFEOBIRE | 21 0 1~2 BT TRAOKZET 5,

DEE) 7272 L. 4FfG - Hj: W Ul T %,

WE 1 ARV i)t h U AL LT 400~800mg &
1 H 1~2 BN TRO&EET 5,

TRk R - RIS U E T A, 1 HEE LT
1,000mg #2722 &

(HERERAE D REHNH])

7THERVAZICEEYT 5FE
(BEH L VRS DHEDIRIREDEE)
PV a OB KOS S OBRIRIEIC K5, 3 ELL Lo EHfFEHIZ W T
X, ENA ORISR CHE =7 AIE LA TN B2,

3. ER R AUAR

M ERT—2 /1Ny 5—2
BEARRNA

(2) ERRBE -
1 BMERUVRLEICET HHER
(BRETAMAVBIUTADAIZES ERITHIEED AR
OENEGRAER (&, >OvFITkd) <T /7 ubE - Mk vy 7>
EWNIZIT 2 2 oo B iR 2 5 e KRR (2 3 T b e x84 1,301
B COERKRAGEDOMEIILL T D LB ThHho7 39,

Ny B %ZE@HWJ . - {mﬁﬂfffﬂw .
BN EZBIEFE) BRNECEZBIE G0
BTN 87.7% (128/146) 69.1% (414/599)
WA T AD N 75.7% (28/37) 65.4% (134/205)
2 DA 80.4% (37/46) 70.5% (189/268)

TE) IREFIE. MRS . TADAIHE S PER - 1TEIREE . B A RIE RS
3) HARIEHUE D M & R, 1969; 21: 1297-1300 (PMID:4982086)
4) BEARERNE D | [EFED H DI, 1972; 82: 470-488

OEHN—MREERRABR<T X7 REE>
EWN 36 Mz iCB W TT 37 UbE (FiEE) 1 H 1~3FORGICE > TRES LT
ZIEF] (413 ) Zxfgeb LT, HEEAEFE T2 L 7/ REE (BRlikse) 1
H 1~2 [A B 5 AVE A 255 LAk U 72 fG 5, GE Tl I dGE 42.5% (171/402
B) . & 45.0% (181/402 i) TokFELL LT 87.6% Th -7 7,



o, MRFIEOBSZ B LRI TO LB THY | FHEELITT T

R BENBED BN Lo T2,

TN REENMED

A% TH5

TV REENS D

Wi R MBS+ 5 % &

14 % (5.0%)

259 f5] (92.8%)

5% (1.8%)

PERSAT BY B 5 (254 2 2 R

341 (9.1%)

30 il (90.9%)

ol (—)

[IEQE S N S N R R S

47 5] (17.5%)

206 i (76.6%)

16 i (5.9%)

BB, TATUENST N REEA~D 1T HOREEROEF T 2 [H—1 [E 217
B TR B %< RWT 3 [E—2 ([ 80 ], 2 [[—2 [\] 52 4, 3 [E—1 [[] 44 ], Z Db
9 BIDIAETH > 7=,
BIVEF S HBEE 1S 4.6% (19/413 %) Th 7=, ERBWERIX. BHRE, B - &
- OVES 4 1.0%, IRZ OV - 56 25& £ 0.5% Th o7,
5) AR IEIE A T B2 & BTE. 1988; 25: 2037-2045
6) Ff R ELIE A - 320 & 973K, 1988; 25: 2073-2082
7) K EIED 229 & K. 1988; 25! 2111-2116
Q@) ORA—/N—LBEABR<T /7 REE>
[EN 30 ffigk DELFERFFEIC BN T, TADABRE 101 HIlc, T37 881 B 2 [HH#% 5
ET N REEL B LEIES (W Tvh 400~1,200mg/ H) D7 1 A4 — 3—iEIC
v, 12 8O 24 BRI KER DG Uiz, WSFIORSMEZ FHm L2 fE 5, 2k
UGEE, AHE L LRSS EEHESINTZLON 98.9% (94/95 f5) Th o729,
BIVE BB IL 6.0% (6/100 i) Toh-o7-, FERENWEMIL. HEIE 3.0% (3/100 #1) .
{REIN 2.0% (2/100 1)) TH -7,
8) K HIFLARHIE 2 : 9% & 3%, 1988; 25: 2013-2021

(RS L UVERS DFEDOBRIRED AL
QOEN_EFERLEHBR<T T U8E - MR- vy T - REE>
KET, B ERE 179 G2 xtZIic, Svrafig, VFUvLAIT TR % 3
FEHEET 5 " EEMRLEGRBRA S Sz, ZORE, EFUGE (BYREmRE T
Diel &b B0%LL EikE) EoR LTEBIE X, ST e iREE 48%. U T U ARE 49% T
HY ., SV T BN F U LAREE HIZT TR 26% I NEEICEN TV,
HEFERIZONWTALT o BECTEZ BB LEFERT, IRHEEKOEROATH -
7:: 1)O
1) Bowden CL, et al. : JAMA. 1994; 271: 918-924 (PMID:8120960)

O EN_EERLEBHBR<T N8 k- ey T - REE>

KET, UF U RIS LW D WX RRFTED 72uy 36 il D AR E B 12D
W, 7T RERRIZ VT a O AN &G M B MR ER I X0 G
ST, ORGSR, EEANMEFHMEE B Th o EmiHl RER A AP B ZE L DE|
ALV T O REEC 54%, 7T B AREET 5% LNV BB CAHBEILER TV,
TERBICHA_IAL T o B CHEICEBRBEEDO B WAERLIIRO b ho
f: 2>O

2) Pope HG Jr, et al. : Arch Gen Psychiatry. 1991; 48: 62-68 (PMID:1984763)



<HE>Y
ENIZR T DERMAHIIL TO LB Th o7z,

ki A%
B o P A 71.7% (43/60 #il)
9 Wit 33.9% (20759 )
IREH 59.1% (13/22 #i))

WP 3 DT AR O BBVERE S B 225 B0 5 B, FRAEEFS TV g kY
U LEILG ETWE 61 Bl GII L hue AT T TIRiA A S LT,
ST alpF BV v A0 R 400~2,000mg/ B, #5132 628 2 ELLE
496136 # AL ETH ST,

9) EiARIEIRIED RS EHEB . 20015 16 1077-1084

H) AR THEFEIN TV HIER O HE (Bl LU S S OBRRBOTEHE) -
WE1HEAA VT afEr FY 7 AL LT 400~1,200mg % 1 H 2~3 8] (R : 1~2[0) (Z53F
TRAKET 5, 722U, Flip - RIS ClEE T 5,

2 WERTRFAEF

O FEARERE<T 7 REE>
K% (1990.9.28~1994.9.27) (2T 7= HAGET A T OIER] (FRIEFIEL : 3,085
F) ofT, Fo 2 REEHHARNIHMO LT g b U o ABEI O AR
b - 1,013 B, 1981 D TANAFIEDE /I TRLH D & - T2 FEFNIT D
T, UFICBGEEZRT,

T3 2 R BED FEBIFE AR S

TANAFEEDOEE R (1981 4) B (B, BIE B AE 5 (%))

VI I I (& 119/125 (95.2)

I A v = — K E 20/ 27 (74.1)

WmooR % fE 29/36 (80.6)
?}E weoo| g E 98/109 (89.9)
G T= N I AV T (S 340/393 (86.5)

[ - (= 13/19 (68.4)

0 HOMoEo o % AR 55/ 71 (71.5)
il WO W H ® 1421174 (81.6)
fF )/ R S (N 135/181 (74.6)

ORERFEEDRENG<SE : BHT—5>10



AFREFE TICEMNICB W TR RERZ i L TR 53, AZDOCHkE 2 BB e L
THEZIT- T,
2E L LT, KEKGRHERFICEGE SN BRRBR O 2 id#kd 5,

kBT A v

CHE AT R PR
PAPSE

E¥H 2 BILLEDORENR S D 16 sl Lo ;i8R BHE 176 4
3) AR IT Ik

77 BRI 7 m R(VPA)500me/ H., 1,000mg/ H., 1,500mg/ H % 12 # M5
(Wi 2 4 W, MR 2 S M L L. 250mg/H 7 H #5284 L. 500mg/ B &
1% 250mg/8 H. 1,000mg/H & TN 1,500mg/ H BEiE 250mg/4 H THiE42)
4 FRER (FME)
SEIEICRE T 57 — 2 NG Do e bl &R < 171 I CREA
- 12 M ORI IT 5 4 HE 72 0 OFEERIER BRI
(4 B DOR—2F A NI D RMER BRI 5 O [E1%)
77 Rk (n=42) 0.5  VPA500mg #f(n=45) 1.7 [A]
VPA1,000mg #£(n=40)  2.0[@  VPA1,500mg #¥(n=44) 1.7 [A]
7T RAREE L R L, & VPA B CIIERER BRI A E (p<0.05)1 38 L7z,
« FEAEFEIRAPEE 50 & el LT 50%LL FIZEE LI BaE 0l s
7T R 21%
VPA ## 44%(p<0.05, p<0.01vs 77 &R
Cochran-Mantel-Haenszel 1 E)



b ik (&ath)

Bl (%)
75 & R(n=44) 500mg(n=45) 1,000mg(n=43) 1,500mg(n=44)

HEHGR 35(80%) 34(76%) 32(74%) 38(86%)
I RE 9(20%) 9(20%) 9(21%) 23(52%)
G 9(20%) 7(16%) 5(12%) 14(32%)
R g 18(41%) 18(40%) 16(37%) 20(45%)
L3N] 7(16%) 9(20%) 7(16%) 11(25%)
A 5(11%) 7(16%) 5(12%) 18(41%)
HIERR 9(20%) 7(16%) 19(44%) 16(36%)
oD 7(16%) 27°(60%) 9(21%) 34"(77%)
gk 2(5%) 4(9%) 5(12%) 11(25%)
FEED F 5(11%) 7(16%) 7(16%) 20°(45%)
B R 5(11%) 7(16%) 7(16%) 18(41%)
I’k 0 0 7(16%) 16°(36%)

% 1 p<0.05(vs 7T &R) %3k :p<0.0l(vs 77 & R)
BEHERGIIO T OB E 21 XP
10) Klapper J. : Cephalalgia. 1997; 17: 103-108 (PMID:9137847)

) ARHCHAGE STV D ER R (TEERFEEOIRIEIH)
WE 1 HEASA VT afEST M) AL LT 400~800mg % 1 H 2~3 8] (R&E : 1~2[]) 12715 T
ROBEGT 5, 7ok, Flp - JERITS CE BT 525, 1 HE L LT 1,000mg R 72\W2 &,
(3) BRPREEIEHER -
R L
iRl G, RAERGICE LT, [VIL1.3) BB TR S o) OEES R
(4) RERIEGER -
SRR L
(5) HRELRIERER -
1

~

EEALLITHAERIGRER
BRI L

2) LEEGERER -

P - L

REMRER

MMERR L

EE - RAERIGER
MMERR L

3

~

4

~



(6) ‘B BHIE A

1) FARERE - BEFERARBERAE GFHIRE) - &ERFTERERAER (HEREEK
HER) -
Pt

2) RREMHLE L TERFEDONBXIETER L I-HBROME
L



VI. ZEHERBICEYT HIER

1 EEZHICEESHSILEMRITILEYE

7L

[BFETAPAB IO TN D ERRATEIRS ) TER IS O D DIR O BRRIB ORI )
TR ERIEORIEMS ) & LT T a PSR LS I3 S v Ty,

2 FEEEH
(1) EREML - fERAME 17
1 FAR AL
HRRIR TAT R RN GRS L OVRIkEZ) 2ol E T EHESh D,
it 152

S TalEpt U AL IMNO GABAGY-T R BRERIRE . RN VREEY EHIE
HEbltblztr =220 Z2 LRESE D, AHO GABA BEO EHIX, GABA
—T O SSA—dh O NZ GAD DIEM kI L2 b D EHfEE I TS (TR,
SV agd b Uy AOERBETIXNETEHENL S IUTW WD MR R E ~D/EH
A LT OIHIZOIRIEIEAIC L D L OMMBE LI THY . /-, »vFafgr- Y
U LAOERIIRHEDC L D2 0TI, FELTATrBAKROIERIZES O
EEZ LTS,

PUEEA B L O 8RB E O RIEMHIER 122\ T GABA i m e EH 23 % 5
LCWDREEENEZ BN TWD,

7 S s — b
NPT TCAH - 7 = e
a-ir b JNE - b AN
#23L ZCoA
f#ESSA-dh
aNnGBEeEz FITFER -
FEEOQyF—+
GABA{I#E
TINEI M ANTEEITFATEFR
. AEXGAD , B GABA-T
et A — b7 DIk AR \
A : YPESTFL— -
["“"7 ® V-3 /ME FSLRFSF—4 m
(GABA) *u
& m
% il
AV w7
% 7




(2) BN HEA 1T HHERAAE 111820
1. ZRFRES(ITHT IR
Fi 2 DEBREAEOERNIKR D LB TH 5,

I DO FRAR i xR
BT R ED;OEgzallfg\(ﬁ?D; k345, U 325
e I e
ED,,mg/kg(IE1EP)

R 5o b 75~ 10002 ()

~ A

At VR~ i )
o oR oW 350mefkg % FIER O 500malkg L % 142 5 i)

ED;omg/kg(#% 1)

RUF T — LR )
b7 e ~ % 220, 7Y F 290

TUADNRRA T T A4 RETFHEICE D 50% ¥4 % Bl 7 (CDy) 1
NAT T A R 24.8mglkg THHH, VLT HEET R U U L 440mglkg it M-
HBDORRATZ A RO CDy, 1% 65mglkg
2. 2R TADNAETILIZHT 2R
b b ONFHFIERE, ~ U A ORERFEE I3 5,
3. A TADAETIVLIZHT BB
Fad @) MEAREE, 20 Kindling KA 2 06195,
4. BHEAABBIYXORRICRIZTEE
NEBEEEREICHT 52E
50mg/kg LA EDOFHE CUERS % iU O & B 22 B 3780 HAl, 100mg/kg LA FTldf
B DTE I U 228G 7 STz,
2) Rk DREMREBICRIFTHE
50~100mg/kg FiE CHRAERE D F M 72V LITTEERE kT2 LT,
3) ANHERRARIEIC & 5 IR EN C RIZ T EE
20mg/kg FiE CTHRIFE D RIEIBIC A NS & Z DMV R OWERPRD B,
50mg/kg #HI THIEN RIE TR G O RN RO R R S, 100mg/kg FHER I
(X, I SR O B R K O 6 L C ISR ORI R 2 78 LTz,
5 BROBMETIVICHT DR
BOROBMET L EEZ ONATIY L 722 na T ERE Y RO
BHIZL VAT 2 BRER TEFERZ, AEICIHT2, (U Ty 1)

(3) Y FISETRASR - FHERS
MR L



VI. EYEREICEIT HIER

1.MHREDHER - AIEX

() AELEAMGISRE

AshmehEE

(BFRETAMAVBIUTANAICES ERITHIEED AR

(MDA ZM AP 40~120pg/mL & HE SN TWER, FREOMENRH Y, TO TR
1% 50pg/mL Z /RIS 5 A EIRIX 150pg/mL &5 HE L H D,

(BRE EUVERS DRDBIRED AR

(2) BN PEE L 40~120pg/mL & HE STV DR, FHOBERH VY, TO TR
I% 50ng/mL % /R34 % H-e EIRIT 150pg/mL & 52856 H 5, AtEERE
HHJE LTWa 7o, FARICIAREE=4 U ZIXHEATITR WA, KAIOH
R ICEERR BB O ZAL N B o 12560, T LIIRESIR A G O R WIGA%E
i, BEDS UM RET =2 7 &7, HEHRE T ZE0NEZEE LU,

(FEERFAEDFRAEHIF)

() BN PEE DRI 72 > TR, FAIICI P REE =4V v I INHET
X720, ARFIO B CERARIREO BN & - 5B EF I, KBS Ui
HIREE=4Y 7 %iT\, HEHETLZENLEE LY,

<BE>RERBETCOMLELEELEE BN T—42)

[ B EER 222> O FEEIR a2 W SR HE C T EER & e S Uiz 45 Bl S v e R Y T A
300~1,200mg/ A ZIEFEMTHE G L, &5 6 » A MO FrEmBEIEREL & 9 B 3o i
15 PR B R A & R RIAENT (G PR 50pg/mL K vs. 50pg/mL LA L) #1772,
Z ORGSR, WREE R ERSEE A B S &, G+ v 7 o g 50pg/mL
KIHE T H AN HER I T,

N=23 9 ° oV
RS A M3 FR SV 7 o s i
(n=45) < 50pg/mL(n=24) =>50pg/mL1n=21)
EEPFRAERER (B1/F) 3.5+0.9 2.0+£0.9*7 2.8+ 1.0%
S H % (H/H) 6.4+3.5 4.6+2.9*7 6.1+24

* 1 p<0.005 (vs.X—RAFA ), T :p<0.05 (vs.IfLiFHEE=50pg/m &)
et ST afgdh N U o AR ALNEIERIE, BiE, (RESN, IR ER%ECcho
7D, WTNHRE Th 72, BIEH N RS NIER D% 2B 5 s EIL 35~
50pg/mL T, ERHITTOEITA LR o7, 6 5 H OB KO O ORRmE 22 ]

(6% A) IZBWT, HEHERBWERIIALNRN T,

W) AL TEABEN TN AELOCHE I FEIEOFIEDTK])
EE 1HEAS VT rEERF Y UL L LT 400~800mg & 1 H 2~3 [0 (REE : 1~2[[]) 12017
TRAKET 5, 7o, Fln - JERITE Ul a3 523, 1 & & LT 1,000mg #i#8 % 720
z&,



(2) Iz A RERZERR 2 -
BF/\T U8R

fEH RN B 2T 3 U 8E 600mgn=8) % Hiln ke 5 L7550 T, 1% 0.92+0.57 I
M(ZEig i 5.) . 8.46+0.66 FF(&% K 5)TH - 7=,

BT\ REE

A NB AT 37 > R §E 600mg(n=8) & Hi[u[#&% 5. L 7= 345D T, (¥ 10.26+1.51
P (22 5, 8.95+1.08 FEM (A% L) TH -7,

Q) BRI THRE SN -MFRE

1)

HERE 2 <77 REE, T/ 5>

fEH RN 8 BT /34 v R BEGRISEE : 200mg), M ONT 347 U E(E@EEE © 200mg)
2 18] 3 H2(600mg) HRIFE 0 5 U 7= 854 O Mg v 7 o iR OHER
TR EBY TH S,

WEEE & HEE L CT N7 > R BECIEHIE S - HIC KT 2 PR E O E LT
Frfoetk (IR¥E% 6, 12 K24 RO Z N E N OREIT A% G 28.0, 28.8 &
OV 16.3pg/mL, ZERERFE 58 : 22.9, 27.4 K TN16.8pg/mL) 2B b, 72, &
FHORBLZ T PICLE LRSS, (VILL.G) 85 - fFHAEOFE] o
HS M)

Fmo, 1= a3 =AY NEFAEZHAWTEH LW ERA T A —Z 13k
HEOLBY THD,

(pg/mL)
Ey B SREO /LT IR OREOH# S
50 ¢ v a FNTREE200 (B
o FIU REE200 (2RRERE)
45 —e 70T EE200 (BTE)

o—a 7N L EE200 (Z2RERE)
(BH/SEH n=8)

AEE ¢
HA7O% k
TZ2714—Il k5,

BT i =
@
o]

20




2)

IR FEFH) /X T A —4 (mean+S.D.,n=28)

T REE (BRJEE200mg)

TN g (EiEEE200mg)

INT A=K
2[RI - "ERES 2RI - BEEE
Ka (1/h) 0.241+0.059 0.333+0.109 16.613+18.212 0.885+0.225
Kel (1/h) | 0.0566+0.0142 | 0.0647+0.0289 | 0.0755+0.0155 | 0.0918+0.0221
vd (L) 14.00+2.03 12.84+1.35 9.67+1.17 9.09+0.42
Lag time (h) 2.08+0.32 2.45+0.35 0.20+0.07 0.51+0.25
B (h) 10.26+1.51 8.95+1.08 0.92+0.57 3.46+0.66
Chax  (ng/mL) 27.9+5.3 31.445.3 59.4+6.7 50.6+4.2
AUC,... (ug-h/mL) 863+271 843+262 964+236 868+195
s (h) 12.92+3.34 12.18+4.03 9.54+2.07 7.92+1.78
CL®  (L/h) 0.79 0.83 0.73 0.83

Ka : WIH B E 5K

Kel : {HAHE TS Vd : S04

Lag time : WINAF HIFHE] (B G- 10 P2 SM 3 miH S5 % TORFH)

by - FE L PR BNERRH] C,,,

) Vd, Kel kv &

REE‘RE 2 <537 REE>

b AUC @ i PREEdhAR FHERE  ty, o R0

a6 BT /37 > R BE 200mg. 1[0 600mg(3 £8)1 H 2 [A], 15 [AlD 18
Beh J 00 1,200mg(6 $8)1 B 1A, 7+ 8 BIOKERGE1T\ . 2L 7w o i
BREA M LT-GUERE : A7 u~ V57 4 —), FHLENOMIETEEDOHB
(ERfEE 2 I —va )T FROLEY TH D,
118 600mgl H 2 [0 K5 Tl 6~7 AT, 1,200mgl A 1 [00KERE T
1L 7 ARICERIRBICE LTz,
7. FNEHORBRGITB bR GHOEIBEE RN T A —F 1T F RO

LB THD,




T/N7 2 REE1[E 600mg1 B 2 [E., 15 BIRERSROMBPIRELTRE

pe/mb
200}

100

Ry g =S

10

T/ REE1,200mg1 B 1 [, 8 BIREHSEHOMPREHT

p#e/mL
200}

100

PRl =
T T

s
I

SAEBGATI T % BB - D HMd FE7RY /T A — % (mean+S.D., % #¥ n=6)

NTRA—H 1[5 600mgl H 2 [a]# 5 1,200mgl A 1 [m[# 5.
t i (h) 4.83+0.75 7.83+2.04
Ca (pg/mL) 103.8+10.9 103.9+25.9
Coin (ng/mL) 85.4+7.6 61.8+15.7
tys (h) 18.0+2.9 20.1+6.0
AUC;;, (png - h/mL) 1134+119 1954+466
AUC, .. (pg - h/mL) 3235+442 3515+802




3) TN USEETINT VRO LB < T X LR >
FEFERC N 14 BT X R XX T 7 V88 (FnEhosvr g ) v db
LT 400mg) #fHO&KELzE &, AUC KONC,,, & HITABEEITEOD LR -
f\_o

4) FIRTURETIRT Y REOLEK< T/ R bE>
RN T ™ VBEXIET 23 v REE (%% 600mg) Zfknfeh Lz & %, AUC
ICAEEITRD bR To D, RBGHIERZ R TRIGEE ER, thy L C Tl
AN A B EZDRD b,

5) BRZE O <F 7 fE, T8 REE>

BETE DT /37 U (CE i EE) CIRIRTP O CANABE 11 il L LT, T3
R §E@ D)1 BEAY 2 [HORE U< X 1 BE 1 [ERA L7256 o5y i i g
DAWNEEZ T 7 BE 1 AR 2 [0 5y iR & FLleat L7z,
FERIITHICRTZELTHY, T7 2 REEL H 2 B REFO HNEB) TR D
hE < T REEL A L EIRMREEBEFEDT S 881 B 2B RO BN
EENIIZIEREE ThH -7,

ﬂfmﬁutwaf“/aﬂﬁ%mﬂwﬁftt 7 REEL H 2 ESREE 1.17+0.16, 737
YREEL A 1EIARARE 1.53+0.13, 737 2 8E 1 A 2 [A143AREF 1.55+0.19 TH - 7=,

H A ZEEOD EEfR
T CREEIH 2 L 1 H 1R &
F U g H 20 IR o Mg
{28/mL)

150 -
meantS.D.

100 9541138

Py BE=

ge2+16.6
______ ﬁ 86.0+12.8

63.2+

147
501 561266

o— TR GERATEE) 1H2 SR
%_1} Frir CRiE 1 B2 2R
- Fovr CREE1E 1 EEA

|
RELTHRE TEJ'_ hiBE



1) - RIGUENL, TRIRBIMAEE DR E CRHAE LT 1 A& 20~30mg/kg Z HAEIC 11 » A ~34 8 » H
WO VB FEOT R U8R 1 HEY 2RISIRL TW2 11~18 F O TANABE TH D,
- BWBRIT 1 AOHEEEEEFICENw LT,
< ARBRHNITES 1B (16 ), 5 2 BiRE (161) TT X7 UEES LT X7 REEOWT L
NESMREE, 53 (24#) TT N REER 1 H 1 ERA ST,
- S-M i IR EE OWE L TDX A el e sa g s - 7,

(4) B -
MG R L
(200pg/mL VL EEHEE SN DBMEAELH D, WHWD, AEE, BUEZE DR HER
SRS RIT D, EbEEOEBIRREICRL Z &b H D)

(5) B=E - ftHAEDEE .

DEBEOEE

TR UEE « TNT URRL e TN vy T >

fEEERR A 8 BllCT /37 8 600mg (200mg % 1 [A] 3 §8) % ZZfEM; L OV 14 1 B AR
A#E Lok &, ZIERRE & R TRER G TIXRIGHEE EE L O Che DA ER
KT, ty, OHEREENRO SN2, (IVIL1.(3) 1) HE#E | OESM)

<FT N REE>

fa Rk A 8 i T /347 > R #E 600mg (200mg % 1 [E] 3 §E) % Z2JEHE K VA% ICH
ERRO#E Lz & &, EERNRE L BEREG TIIEWEREB T XA — 2 ICHEAITR
<, BFEOREZZTTICLE LIZWRINAE 722, (TVIL1.(3) 1) HElE ) o

ZM)
2)HrtRAEDZE

VIL7. FHEAEH ) OESHR

(6) BEH (KEa2L—33>) BHTICEYHELE-ENEABEEHER
LR L

2 BRMEERI/NS A —4

(1) BB A&
[VIL1.(3) BRPRARBR CRERR S 7o) DS

(2) RUVEEE R
[VIL1.(3) BPRARBR CRERR S 7o iR ) DIHSIR

BYNAFXTRASEY T4 :
OEWMEIE/INT A —2 (&5 W GRS E)
PIVTAFRONA FT XA ZE VT 4 13K DOENZ L ST 100% & OHE N H
5 31)O



(4) HEREEEH :
[VIL1.(3) BPRARBR CHERR S 7z iR DHEB M

BYVIUTTIVR:
OFEMENRE/NT A —F (ZE  EF U EH)
NTaEROWINEE 100% ERE Lz s &, @857 V7T 7 2 AT E R A
(16~60 %) T 6~8mL/h/kg, #E AN/NETALNALEE (3~165) T 13~
18mL/h/kg & DWMERH D 32,
SMENSERE TiX, 2527 VT 7 AT & IRV, o 7 ) 7 F v A%
KT 5EDHRENDH D 3,
AV a=1"10kx ﬁﬁ)?7/xi£ WZHFEAEZ V7 7 > R L AR AR AR OEE
ig% j—%) 32, 34
Oé%bU?%nyE%€516l¥
NANTafpoeg 7 V7 7 AT RIFEAZ VT 7 0 R & ERIERS RO EL
2T B 3230, LT a O EHRE IR A 5 2 D RO & 5 A LTS
A3, BEREICEGETHZE, NAEY—ARBEK T VRO AR P
NIV TaEORBEFET D EEZ LD P O THRICITEENSLETH 5 (VL
T.HAEEH) OEZR), EAMESENMET LA, EFRE IR mE iR
BT 2EEBZONDD, HER-EGRREITET LR & ST D 3439,

(AAATOF—4]

TN B

(Z2}gIF)  0.73L/hr (&) 0.83L/hr
T RGE

(ZElE/E)  0.79L/hr (&) 0.83L/hr

X772 F VA, Kel L EH LA

(6) P TETE :

OEMEFFE/N —43 (5 I kR )
VA= ﬁﬁ %ﬁm 12 0.1~0.4L/kg TH Y . I FITHPI/MEIZFA Y 35 & OGN
bl;) é 31)

(7) MBEBHKES :
OFEMENRE/NT A —2 (5 WA SRS E)
L7 a O MR EMEGERIT 0% E TH Y | RIjEHIEE N L% 100pg/mL LA
RS AT 5 L OWMENH B 3137,
EAMBAEMET LGS, EFRETITERMERREIMET T2 B2 615
23, EENERPREEITR T L & ST 5 34360,
BEAMKGHE (In vitro)

S
VIR B 20 50 100 150 200
(ng/mL)

faaR (%) 91.39+0.72 91.36+0.20 88.63+0.72 85.52+0.74 80.03+0.37

PHRBENTIEIC L D mean+S.D.




3.

4.

R 4R
IR R ER L

B D T OWLE TRINEND,
& 4R 2

90~100%

kil

(1) 1% — KX B P @@ 4 -
FATHTO/E AR BE 9 Bz L7 afig) U o (600~1,600mg/H) Z#5-L
7o bx . BMNEEE L, MAERRED 6.8~27.9% Th > 7= %9,

(2) Mm% — kR BEEAFS BB -
IERF DO TANAERE 4 Bl v 7 afigh R U 7 (600~1,200mg/H) ZREO# 5L
7L & E R, RMAMAETREE O 1.7 5 TH o 72 39,

(3) A~ DIBITHE
RAMOBEF 2 v T aliF B Y A (1,000~1,400mg/H) &5 Li-s &, &
FLPRE L, MARED 3~6%Th -7z 10,

(4) BERA~DBITHE -
Chih B BONCT /S B RN L & & | BT ISEIE, P o 12%
Thot W,

(5) Z D DIHBE~DFEITHE -
<BE Ty b (BHRBEETORE) >
Z v M UC- v 7 afig) b U s (100mgkg) ZfRAO#KELZE &, #5304
B O UK~ DAL E > /1N > T > I > Bl > fifi > i > Ol > 5254 > 5 OJIE T
8'?)0 7'—: 42)O

5458

(1) BB B UMHHRER )
AT aBEORFEIIE RIS, B FTIEREIC, 77 e gBiasg, b, o,
0, KN 0, BRIEZE32T 5 Z ERIE ST D 3,



CHz-CHz-CHp

CHp=CH-CH 2 CH-COOH
e rLTOMF R L Fo0LEas
(denth) 5 Bk / S
CH3-CHo-CH B4k CH3-CH,-CH. CHa-CH2-CH
CH3-CHz-CHz ¥Rk s Chztte > CH-COOH mt e 2/\ CO e T B >C-COOH
CH-COOH=—— CHz-CHz-CH, CH3-CHo-CH™ CH3-CHy-CH, ~ 1
CHg-CH=CH (LT OR) (2-enth) e raxsm M
(3-entk) w-BE I, w-1-B{E w-2-BE
CHg-CH2-CH; CHg-CHp-CH,
CHo- CH-COOH "
CH-CHg cn-ag) cicon)  CHoCHOH, ) sopen > CH-COOH
HO-CH,-CHa-CHg OH OH
(5-& FOX %) (4-& FO% ) (3-& FOX i)
i CHy-CH2-CH; CH3-CHy-CHz CHg3-CHz-CH;
5 CH-COOH CH-COOH -~ CH
CHg-CH-CH, CHa-C-CHz) CHg-CHz-C) CH3-CH -c> =
CH-COOH i 1 s
HOOC-CH,-CH; 0 o o
PGA - (4-4 1 iE) (3-4 M) (BAT s )
2n-FOELY L5 — LB Y
CH3-CHz-CH;
HO-E-CH2>CH_COOH (FOEHZCoA) (M8 /1 LCoh)

o _
(Fogransm l(?ff»com (FOE+=CoA)
(4 7 & ZILCoA)

(7 T -mESE)

COz

7+ 2-en {K, 3-en &, 4-en KITWVT G cis (K, trans (AD 2 FEENH V. Fiz, 77 MU a2k
15,
s 3-en i, 4—en KB ENZEN4-E R XU, 5- RRFUERERT D LDZZHH D0,
T TR LT aBr b EERIL SN T FafEmRERTsEE2x 51 T0n5,

(2) RBIBE5 T HEER (CYP450 %) D7 FiE -
RE5-4 2 REEEE OEIGIEF F 7 v —2a P-450 (CYP) 78 10%. Z/v7 o o fgiii
# (UGT) 28 40%., B-HE(b2S 30~35%FE TH D Z L AL STV D 32,
4-en KOERKIZIZEIZ CYP2A6, 2B6, 2C9 7 FHE, »v7afgd /s a ol
EROERKIZIT UGT2B7 73 FHENBE G35 Z E s ST s 4% (in vitro) ,

(3) NEBBHROEREUZDHE -
LR L

(4) REYDFEEDHER U LEER 647
SEANT— 5>
2-en &, 4-en (K13 VPA 1V 59V S EEEEMED B 5,
723, d—en KT D I G L TW A EHEES TV 5,

(5

~

EHERBMORER/ANSA—4
Mg R L



6.5kt

(1) BEAERL B UNERE 4

RN 6 & /52T 3 o R SEEREE200me)3 $E X7 /37 v EE (@ 200mg) 3
FECS LT gL LT 600me) HimIE G- L, #5.% 120 K £ T VPA L UMH O IR
HER 2R3 L7s, VPA L OMEE 2 oW C O HEBEE & OB B HEIER I F ISR
FTLEY T, BE5% 5 AUNICHESEEE B 60% VLT aERYE) MRS,

T v R 88(600mg) ST T 2347 L $E(600mg) B [R5 5-#% o JR e B D HER (n=6)
F0 LRI S B

(mg/hr)
15 -

HE10 |-
bl

i
B 5|

05412243548

FIN RS R
2 2
180 (emn 180 2
470 s 15y 470
160 F 80 *
150 %  gE10F 150 #&
a0 2 i 140 2
fao: B {30 &
Jog # 5r lso #
10 5 410 2
g% O¥iiie o 4 | g2
120 7 041224 36 48 72 96 120 - —

R (hr)

ke (hr)

F7o. HEREDORFPEMEOFIFITTRIORT LBV THY | WAGHE D EIC
3-keto A& L THEME S, AR VPA D7 V7 v &k, 3-OH {K, 2-propyl-
glutaric acid, 4-OH {&, 5-OH {&, 4-keto {K, cis—2-en 1K, trans-2-en {KDJAETH
0. RER, 3-en i, d-en KITIT L A PRSI L7272,

F bt 120 Kl £ TOSNHP OR PP EOEI &

R T v RS (%) TR EERGRE (%)
VPA-7 V7 v ERRA R 11.9 18.9
3-keto {£ 67.6 60.5
3-OH f& 10.0 8.5
4-OH 1K 2.8 3.1
5-OH f& 1.5 1.7
PGA 3.7 4.8
4-keto {£ 1.0 1.2
cis—2-en & 0.8 0.7
trans—2-en K 0.5 0.4

(VPA Y028 L CHE )



(2) HFitt s
OEMBE/NT A —42 (5 i SCREH S 1E)
P T aFROREACRD IR P PEIERIT 1~3% & OWE R H 5 9,

(3) Bt R
[VIL6.(1) HEMEENL K O ) IS

7. b5 o RR—E—IZH3 B1EH
MERR L

8. BEMEFIZL DBRERE
JERROEAT 50 AR L
(BB RS L C CAPDIRHt I E T IE] 2 3 A 7o R . VPA
M EFR B AR 2R L7y, R B3 Lin o 7o & OWEDR B 5)
AT DGR L
(& DREEBRA S 12 NEIEITRFE)
ECRIMAEHEDT « "% &R L



I ££% (ERLOIES) (CEJ SHEHE

AEEZNDER
I TV

2ERRNBEETNER

222 (ROBHIZIFBELAEWNI &)

(GhEEHE)

2.1 EERFEEOS 5 EHE [9.3.1 ]

2.2 H VSR LRGUEME A G o B [10.1 2]

2.3 REVA IV NVREEORE [BERET VE=TIERSLLDOND Z ERB D, ]
(FEERRHEAE D FAEF])

2.4 TR SOTAEIR L CW D aTREMED & 5 &t [9.5.1 2]

(AEER)

2.1

2.2

2.3

2.4

ARFNZ XD %2 F DI FFEEOHENRE I WL etttz e L, [IVIL6.
(3)) DIEHM]

TR ARG AEWE O 5 I AR O ML P ERME T L, F8 4 78 L7 fE 6l
BICHEDE NNV AR L RGVEWE L AR O Z LR L Uiz, [TVIL7.(1)) oS H]
AENZ L DET V=T MIEDORKEBRE SN TVWDLHEL Y REFA 7 VICEEOH
LERETIIET VBT IERRY A7 BNEE D, EERIERICORND Z ENE X
bIDL., REVA I NVBEIEDBREZE~ORK O G132 L LT,

<GEFD : 2019 A 4 H SETRE>

ok 31 4 3 H 28 AfF  JEAGHEVA EIE - NGRS ERZ SRR RS GEAE%E
W) [CEoSE, Mg, TRAZER) oHEA%ET L,

P H R T OWRM CESE OB EEOLE CER 31444 A 1 HEH) 20,
NRAIZE D) OEAREILSNDZ EnD, RAFO THRAZE ) OB TN T,
Rk 30 REEES 12 [FI3EH - &M HAR RS FORSERLFE L2 RS2 xR
AT THRENTONT,

ZOREHR, TRAZED ) LS TWd HEEXIIERE L CW A AgEEOH DA 12
BALT. eI D 5 b THERBIEORKIEMSI] ~DEHIL 15z & L7
[TVIl.6.(5)) DIFEZ ]

(2019 4F 3 A 28 HAY JEAEF @A EHE - AiGf A RER L 2 Rk kmm  $8E%05 0328 55 1 75)

SMEERIIHRICEET HFE L FDEH
(V. 1.2REX IR 2RI 52 L

ARERVAEICEET 5FE L TDER
V.2. A EROHE] 228+ 52 L



S5EELREARNIE L TDEH

BEELEARNIEER

(FhREFIE)

8.1 EHERNITREE (BEYH 6 » ALUNIZZ ) BNHLbbsZEnHbDT, #5Y)
6 » ARNIEMCIFHREMRELITO 2 8, BEOREZ FRICBE T2 &,
Z D% b EH T EMAN IR A21TO 2 LA E LUy, [11.1.1 BE]

8.2 BT VE=TIMIEZME ) BEREENSL LD Z EBHDHDOT, EHMIZT v E=
TEZRET 57 EBEE 0512475 2 & [10.2, 11.1.2 B3]

8.3 HWHHILEHIMIC B RERE, MKMREZITH> Z ENLEE LV, [11.1.8, 11.1.5 &
]

8.4 MR&, WE - ) - KETEBRENEORTAEZDZ ENH LD T, KAIKS
HFOBEITITH B EOEIREERE O M OBEICIEF I TR VWL EET L Z
it

(BRRETADLAVBEIUTANAICES ERITHEEDAR)

85 (534 REETIL 8.6
HARICBIT 25 EOAEED IV LEGEORIEIC LY TAMNABERIRRES
HobNDLZERHLOT, FHEPIETHEHAITIE, RaIlCBET 57 SEEIC
1oL, [9.1.4 (7 REETIZI.1.6), 9.8.2 %]

(REERREEDREINF])

8.6 [T/37 REETIL 8.7
BEORAEEES~OIEN R 2ol b—HRAIOR 52 R 1L L, & 5HkEDHE
PEIZDOWTHFETT 2 2 &, JERDBEEDFE D HILRWIGEITIT, B L &5 2 fitii
Lz &,

(fZE%]

8.1 L7 u R ARHCIFREENE LD Z ERNRETHEZEO THRE SN TND, TDH
P GATBS U CIINTs e 2 EMIIC RS 5 Z E N E LU, [[VIL8.(1)) DIES ]

8.2 [IVI.8.(1)) IVI.2) IVI.6.(1)) »IEZH]
<HBFC : 2024 4 8 HkGETHRY (B F&ET) >
Tz b, RAT 2= b VR ONT = ) 7SV E X — VO CE & OBREME X
L=z, HAEER © IJFAER)] oBIZBERL L,

[EFERFEARMER)] KO TRIER) OHEICBWT, ARIZERT L2 TOL 255 L
Lcm7 =7 MIEORBUCET DEBRRE LT TWDL 2 b, ZThHDHEE
FIHZME U Crodds Lz,
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BER - ZIR 0 2 (0.11) 2 (0.10)
w0 0 2 (0.11) 2 (0.10)
Loo< b 0 1 (0.05) 1 (0.05)
R 1 (0.7) 0 1 (0.05)
F RS 0 1 (0.05) 1 (0.05)




<2) ZH|GtRER>

RITER S A (%)

BIVER O AR LD T
SRR (1977 4£ 12 A 31 HiZ) :

Mm%

i BRI E 0 1 (0.01) 1 (0.01)
FEEER

] IR 59 (9.7) 476 (5.99) 535 (6.26)
Kl - b0 43 (7.1) 315 (3.97) 358 (4.19)
H 95 DK 5 (0.8 28 (0.35) 33 (0.39)
R 3 (0.5) 26 (0.33) 29 (0.34)
IR ] 4 (0.7 13 (0.16) 17 (0.20)
G112 0 17 (0.21) 17 (0.20)
SrnhEE 5 (0.8) 13 (0.16) 18 (0.21)
R 2 (0.3) 9 (0.11) 11 (0.13)
KIFAEHEAL 1 (0.2) 10 (0.13) 11 (0.13)
ITHEhLH 0 9 (0.11) 9 (0.11)
R 0 4 (0.05) 4 (0.05)
T B 0 3 (0.04) 3 (0.04)
E 0 1 (0.01) 1 (0.01)
JHIERR R

B - g 39 (6.4) 174 (2.19) 213 (2.49)
BHARIR 10 (1.6) 141 (1.77) 151 (1.77)
H RS 21 (3.5) 119 (1.50) 140 (1.64)
i 0 13 (0.16) 13 (0.15)
T 1 (0.2) 6 (0.08) 7 (0.08)
N % 0 3 (0.04) 3 (0.04)
WP ik 4 (0.7 3 (0.04) 7 (0.08)
Z D

R 4 (0.7 58 (0.73) 62 (0.72)
% B 9 (1.5) 33 (0.42) 42 (0.49)
Jit. ) 3 (0.5) 28 (0.35) 31 (0.36)
® IR 6 (1.0) 21 (0.26) 27 (0.32)
EZEE 0 32 (0.40) 32 (0.37)
TR K 1 (0.2) 26 (0.33) 27 (0.32)
N 0 11 (0.14) 11 (0.13)
i} 1 (0.2) 6 (0.08) 7 (0.08)
B E 0 6 (0.08) 6 (0.07)
BEIR - 20k 0 6 (0.08) 6 (0.07)
wME 1 (0.2) 4 (0.05) 5 (0.06)
Leo< b 0 6 (0.08) 6 (0.07)
a 8 3 (0.5) 3 (0.04) 6 (0.07)




BIERF B (%)
BIlEF o FldH I
AR (1977 42 12 A 31 A32) i
¥ B 1 (0.2) 3 (0.04) 4 (0.05)
H R 1 (0.2) 3 (0.04) 4 (0.05)
AT 0 4 (0.05) 4 (0.05)
Z O il 1 (0.2) 4 (0.05) 5 (0.06)

FREOMIZIE, AANC X 2 BIEMIFREENEN, A cHE SN TEY ., Z20I1EE A EDREH
G 6 » AHUNTHRIEL TnD, o, R MRS L L TAAIICERT 22526
ND&E7 =T MIEREE I TS,

FERR AL OB & LTk, AST E5F- 1.7%(42/2,469), ALT L5 1.3%(32/2,375). Al-P
1.8 %(38/2,116) 338D H AL, Fz, —i@BMEIC /IS 35RO Sl & OWENH D,

Bm5/84 > RE 100mg. T/847 > R 200mg & LT

HAGRIFE TR OEGR ORIEHFRAIER] 3,919 B/ 254 #1(6.5%). 341 A IZFFRMRAEDZ
HaEETRIERPRD b,

ZOFERLOIIET =T MIE 35 1£(0.9%), IR - BRA 34 1£(0.9%), HE.Ly - NEH: 29 {4
(0.7%). Al-P L5 14 7£(0.4%), HMERWD « b ek 17 £4:(0.4%) . /R 11 14
(0.3%), MFERERHEZ 11 14:(0.8%), AREIEHN - BEGE 11 #£(0.3%). 3 10 £4(0.3%), &I 8
7£0.2%), R 8 14(0.2%), %% 6 11:(0.2%) % Th - 7=,

TRFRIRE & C M OB 1% (i H AR A O SR A 1] - 1990 4F 9 A 28 H~1994 £ 9 A 27 HZ)
25 DN BRI A O£ B 4 5 LRI EAR BRI OFEMIIE 4« LI TD LB ThoT,

<{ERE>

g FKGRIHZ DA fif Rl A AT B
O HEEEE 66 337 381
@ FHAEREFIEL 530 3,389 3,919
® FIVERZEBUEFIEL 102 152 254
@ FIERZBE 159 182 341
® FIVERZEBUE G ) ) .
(@ =@ x100) 19.2% 4.5% 6.5%
= S BEIERZ B (%)
B {EH O FfgE
SRRHZ DO FHA 56 I A T AT il
KIE - EEtEHRES 1 (0.2) 8 (0.2) 9 (0.2)
=R 5 0 1 (0.03) 1 (0.03)
HRIZERFE 2 0 2 (0.06) 2 (0.05)
% 2 0 1 (0.03) 1 (0.03)
Rl Y 0 1 (0.03) 1 (0.03)
7 b PR RS 0 1 (0.03) 1 (0.03)




RITER S E (%)

BIEH OfESE
HGRIFZ D FH A it FH AR A A &t
i & (iE) 1 (0.2) 2 (0.06) 3 (0.08)
IR - REMERES 3 (0.6) 14 (0.4) 17 (0.4)
B 0 1 (0.03) 1 (0.03)
TR 0 2 (0.06) 2 (0.05)
9 1 (0.2) 2 (0.06) 3 (0.08)
GHH () 0 1 (0.03) 1 (0.03)
HBATIREE 0 1 (0.03) 1 (0.03)
W E W 0 2 (0.06) 2 (0.05)
B FE K 0 2 (0.06) 2 (0.05)
% A 2 (0.4) 0 2 (0.05)
SboE (&) 2 (0.4) 5 (0.2) 7 (0.2)
BEHEREE 1 (0.2) 1 (0.03) 2 (0.05)
M & 1 (0.2) 0 1 (0.03)
oo 0 1 (0.03) 1 (0.03)
Y - piEREE 0 1 (0.03) 1 (0.03)
H B 0 1 (0.03) 1 (0.03)
FRHEE 7 (1.3) 31 (0.9) 28 (1.0)
R 5 (0.9) 3 (0.09) 8 (0.2)
ik X 0 26 (0.8) 26 (0.7)
RO 1 (0.2) 0 1 (0.03)
R 1 (0.2) 0 1 (0.03)
1TENE 2 (0.4) 0 2 (0.05)
HLPHIET 0 2 (0.06) 2 (0.05)
HILERE 7 (1.3) 22 (0.7) 29 (0.7)
e A 0 3 (0.09) 3 (0.08)
T 5 (0.9) 7 (0.2) 12 (0.3)
H: X K 0 3 (0.09) 3 (0.08)
e 5 (0.9) 6 (0.2) 11 (0.3)
BARARR 4 (0.8) 0 4 (0.1)
RATIE 0 2 (0.06) 2 (0.05)
-] 1 (0.2) 0 1 (0.03)
T 1 (0.2) 2 (0.06) 3 (0.08)
B R 0 1 (0.03) 1 (0.03)
ER N gV 0 1 (0.03) 1 (0.03)
RIS 0 1 (0.03) 1 (0.03)
I 0 1 (0.03) 1 (0.03)




RITER S E (%)

BIEH OfESE
REHZ O it FH AR A A &t
T - RERES 21 (4.0) 22 (0.7) 43 (1.1)
I % 0 1 (0.03) 1 (0.03)
JH A RE S 0 2 (0.06) 2 (0.05)
JH A RE R 0 2 (0.06) 2 (0.05)
13 AST F5- 5 (0.9) 2 (0.06) 7 (0.2)
i ALT -5- 2 (0.4) 3 (0.09) 5 (0.1)
N7 AT I)—E L 0 1 (0.03) 1 (0.03)
y-GTP -5 0 9 (0.3) 9 (0.2)
& E UL E S IE 0 1 (0.03) 1 (0.03)
vavy =5 Utk 2 (0.4) 3 (0.09) 5 (0.1)
FE— VIR SO B 4 (0.8) 0 4 (0.1)
ot P HE B TR ¥ S S 11 (2.1) 0 11 (0.3)
R# - RBEEE 35 (6.6) 36 (1.1) 71 (1.8)
&7 T =7 ME 10 (1.9) 25 (0.7) 35 (0.9)
Mmig7 7 —+€ k& 4 (0.8) 1 (0.03) 5 (0.1)
Mmig7 27 —ERT 1 (0.2) 0 1 (0.03)
Al-P L5 9 (1.7) 5 (0.2) 14 (0.4)
LDH L5 0 2 (0.06) 2 (0.05)
ffF b Y v AKT 1 (0.2) 0 1 (0.03)
Mmiga v v L k5 7 (1.3) 0 7 (0.2)
MmigEH v o LMK T 1 (0.2) 0 1 (0.03)
RGN AN 1 (0.2) 0 1 (0.03)
Mg B 7 MET 1 (0.2) 1 (0.03) 2 (0.05)
M35 R ) AR 3 (0.6) 0 3 (0.08)
& U R i E 0 1 (0.03) 1 (0.03)
8 PR IfL 0 1 (0.03) 1 (0.03)
R K 2 (0.4) 0 2 (0.05)
FRIMEREE 5 (0.9) 1 (0.03) 6 (0.2)
2 1 (0.2) 1 (0.03) 2 (0.05)
PR R 1 (0.2) 0 1 (0.03)
NIREE S 4 (0.8) 0 4 (0.1)
~~ 7Yy M 1 (0.2) 0 1 (0.03)
BB - MANREE 28 (5.3) 7 (0.2) 35 (0.9)
DL EREAD - CRE) 0 1 (0.03) 1 (0.03)
I BRI 7 (1.3) 0 7 (0.2)
B BRI 1 (0.2) 0 1 (0.03)
FHL kR (E) 5 (0.9) 5 (0.2) 10 (0.3)




BITERZEHR A (%)

BIEH OfESE
HGRIFZ D FH A it FH AR A A &t
AMmEREZ (F) 3 (0.6) 0 3 (0.08)
L ERERYE 2 (i) 10 (1.9) 1 (0.03) 11 (0.3)
U RIS (F) 7 (1.3) 0 7 (0.2)
HERIEZ () 2 (0.4) 1 (0.03) 3 (0.08)
/iR - HiLEmMES 5 (0.9) 14 (0.4) 19 (0.5)
Mg GiE) 3 (0.6) 8 (0.2) 11 (0.3)
ML /NEREE N 2 (0.4) 0 2 (0.05)
=3 =T ] S 1S 0 2 (0.06) 2 (0.05)
M7 4 7V ) —27 b 0 3 (0.09) 3 (0.08)
S 0 1 (0.03) 1 (0.03)
WIRBFRES 8 (1.5) 2 (0.06) 10 (0.3)
BUN L& 4 (0.8) 0 4 (0.1)
JRE A 4 (0.8) 0 4 (0.1)
o JR 0 1 (0.03) 1 (0.03)
IR CE) 0 1 (0.03) 1 (0.03)
—RHEBEE 7 (1.3) 13 (0.4) 20 (0.5)
RN 6 (1.1) 1 (0.03) 7 (0.2)
I CEE) 0 4 (0.1) 4 (0.1)
G0 T3 0 1 (0.03) 1 (0.03)
B () 1 (0.2) 1 (0.03) 2 (0.05)
LatEE () 0 1 (0.03) 1 (0.03)
E o NS 0 3 (0.09) 3 (0.08)
AN PR R 0 1 (0.03) 1 (0.03)
wME 1 (0.2) 1 (0.03)
BRI R 0 1 (0.03) 1 (0.03)

B, S TulgF b U LGNS L0 BEERATEESEN - S THRE SN TEY . £0I1F

N EDFEFNTREAIH 6 » HUWNIZRBE L T\ 5,

BRBRERRICREFTZE
BRE S LTV




10 BERS

W7/ U, Mt oy T
13. BE&RE
13.1 fEIR
A B RERIC L A BRI L0 Bk (AR, BehE) , RO PR am]
w7 =T E, IMAKIEA L 2 U7 F NS S TV D, SVETIESE A
HEIhTna,
13.2 &
TAIL IEERE G EITO, R A EE ST D, iz, LEIE U CHEEmERE
it MEENT 2179, T rx Y OBRGDENThoTo T 28WENH D,

BT/\7 > REE
13. BEHRE
13.1 fEIR
AP AR R K A BRI X0 EakEE (GIR, BRE) | ki PR
|7 =T IE, MAKEEZE Z LI wmsE ST b, SNETIISE L EID
HEINTWD, AFNIREERATH D720, IERBENLTHLDND Z 0D
Zap
13.2 AiE
TAIL IEERE G EZITO, R RE ST D, Fo, BN U CEEMEE
Wiy MEBEHFTEZITO, T XY ORENES Tholz TR ENH D,

MNEBERALOIEE

W7 /\/7 U8 100mg. T/\47 & 200mg
14 BALDEE
14.1 EFIFARBFOIE
AFNT—EHRA ZRET D 2 &, [20.20]
14.2 EFIRFEFOIE
PTP @2 DAL PTP > — Mol L CIRAT 2 L 288452 &, PTP
= FOFREKIZ LY | BEOWBLAT N EERRE AL, EIZIEZ LA 2 LTt
AR EDOEERGIHEEZ RT3 H 5,

(f%E%]
14.1 [IX.4) omEZH]
14.2 ASKEIE 240 5 [PTP ORMMKIHRICHOWT) (CERk 843 H 27 Af)) B L&D
HHREIZLVFEEHE L,

W7 /347> R & 100mg. T/34 > R £ 200mg
14.BHLEDFE

14.1 ERIRFEFOZE

14.1.1 AANIWGARENTIZ, KE EBITRIESED Z &,




14.1.2 ARHIO A AOFRENEFEFIZHE S D,
14.1.3 PTP a2 #ANT PTP > — bbbl H L TIRHAT 5 X o FRE4 52 L, PTP

Y— FOBKIC LY BOG A RERBEAHIA L, BB E S D LT
HERIRZ S OB AR AIHER DT 5 = L85 B,

(&)
14.1.1

14.1.2

14.1.3

TR REETY M) v 7 REEE L, EO EERBEEIR Ca—T 4 725
ZEIC RV BRAE LT BAITH 5, SMIOPERITIELE N TR CIHAE L TA
2oy DoV alEF B v (VPA) BAKIEAED S Y v 7 20 BIRKIMER
Bz L CiRA 2R EN 5 (9~10 FE CTIEIE 100%) L < A2 -> T\ b,
WoT, AN TLE D & IO DOHENENTLEW, RAEE L L ToOMie
DR DIVENTIREN LT 52 ENEZXbND,

RIS SN EEIIARS DR SN o THRO L St o (ki
RRIe~ N Y v 7 AR OBRBPERIE) CTH Y| 7o & 28R OBIR BRI TN T
HAREE L TH S 10 BERILLERE > T VPA OWRIRIC K & 22X v & & 2
bNd, 7272, EHER TROD S EE TIE, VPA R+H0WRIL S 9 HIckk
ERFEE PP SN DB ENHLOTEETHZ &,

H3# I E 240 B [PTP O HIZHOWT) CERL 84E3 A 27 HAP) oH LA
POEFIHEIZL Y FEHE L,

12.ZDMDEE

(1) BRERFEAIZE D < fEHR -

15.1 BEERERICE D < I1EHR
15.1.1 #EANCOEhE S VT AK 2 G 0EEOPLTADAIKIZEBIT D, TADA, FE

15.1.2 AFH & OREBRIZH S 22T WA, JEEK CHE i S - BIEFZEIc B0

PWREZRR L Lz 199 O 77 2R3 BERRBR OB RICBWNT, A
FEELOAEEXOFEBD Y 27 BN, FrTANAMDIRHBETT 7 2 REE
EHEE L TR 2 5@ < (BUTADASEIRMEE : 0.43%, 77 BAREE : 0.24%) |
PICANAEDIRARETIZ, 77 REEL 1,000 AH720 1.9 AZW &
FHE ST (95% XM : 0.6-3.9), 72, TANARBEOY T 71—

TiX, 77 BREEL 1,000 AH720 24 AW EHFE STV, [9.1.2
S ]

T, ZHRETO 3 # HFICAANCEREE L7=-RBORIE, 7 P F T~
F T X MR LT RBIO N & bl U T, RRFEEIE Y X 7 ORI Z 7R
TOHRENDH D GHEEANY— R 1.50 [95%(5#EX[H : 1.09-2.07]) ), —
HT, TANPAMEAETDIRBE RS L U-iEs CElE S - BIZrgeic sy
T, ZHRAETO 120 B EICAFNCRE L= B o RIX, AFNCIERE L T\
VWACHLO T & el U CL SR EROICE B2 EIE U A 7 OBEINTRD &
NRNETHELH D 9,




(%3]
15.1.1 [IVI.6.(1)) DIEHZH]
<JHFC : 2024 4 8 H G R >

15.1.2 450 6 4= 8 ] 27 AAHEA T B8 =5 = K2 xRk @ (EER @)
WS E T2ofodE] o TERERICES IFH) OEABGET LT,
EMA ( European Medicines Agency : BRI [= 3£ 5 JT ) @ PRAC
(Pharmacovigilance Risk Assessment Committee : 77—~ 23 B 7 A -
UR7FHhZES) ORMliFE RICESE . AFNCIREE LI ACRHORICKIT 5
FRREFE IEENE L B9 2 AN S A SOk D REAT 23 T o A7z,
AEPRBLZZFZE ) (128N T, ZMRATD 3 5 A BIZAANCIRE L7 RE ORI
T DIRREIEIEIE U R 7 OISR STz, 722 L, AHFEICRE VTR, @
JSIENS &% & D FRENE, STHREEL D LT o BEETT v —7 v 7
MEWE, FRORANDH L Z L E2ZE L. BINTIIE LR MO0 H
77RO FREA KD HITWD T, — 5 WEIMEIEE (JAMA Netw Open.
2024; 7 €2414709°9) (ZFBWT, ZAAATO 120 HFISAANCEREE L2 TAD
AEAT HRBLOTIX, HEHPRICH BRI EE U X 7 OB
SV AWAY ATy
PLE XY | BURE R CIEARR Z 5 U7 S3CB O VL ORRRRE EIRE O FIE U A 71T
B3 2 RHlIIAENL L TWRW b DD RBIRERIZ L 2 ORI EE Y R 7
IO ATREMER R E TE RV, [ZOMOER] OHEAZWET L CTHEmH
ZiTH 2 & & LT,
(B0 6 4F 8 A 27 FAS GBI 36 R R 52 Aoet AR [E3E22 ¢ 0827 55 1 7)
T : PRAC assessment report:

https://www.ema.europa.eu/en/documents/other/valproate-prac-non-interventional-imp
osed—pass—final-study-report-assessment-report—-emea—h—n-psr—j-0043_en.pdf

(2) JEEGRERERICE D 1BHR -
BRIE I T2


https://www.ema.europa.eu/en/documents/other/valproate-prac-non-interventional-imposed-pass-final-study-report-assessment-report-emea-h-n-psr-j-0043_en.pdf
https://www.ema.europa.eu/en/documents/other/valproate-prac-non-interventional-imposed-pass-final-study-report-assessment-report-emea-h-n-psr-j-0043_en.pdf

X. JEERERFBRICEEI SR E

1. R
(1) EFREAER (TVI. ERREBICETHEBI 2R)

(2) BIRHGZEREER -
B - L 2

REMFEEHRER 1

FFRLd & REEERII TRO LB TH D,

1) FHEAHEE RIS % L 200mg/kg LA E (=~ 7 & p.o.) THIEEE O#H, 50mg/kg LI E(~
7R s.) TAF YL X — )L DOIEIRKE I 2 ET 5,

2)FABAR, PPIRERRIZS L 50melkg BhL( 4 iv) /5 TR THEMRIC 10mmHg 2
FE D MEAR T 2380 72 UM &2 < ERITRRD b TRy,
728, IJEIE 60~90 4y ClEIET %,

(3

~

(4) TDMDZEEEER

B R L
HHRER
(1) BE%REEHEHR (R%F%) 7
Z BRI LD;, (mg/kg)
~ A (dd &) p.o. 1,197
7 vk (Wistar %) p.o. 1,494
A p.o. 1,650

(LD, ¥Ti0 CO L HNILFAAT, BEESH O, #EFERE2 R LT,
HEHEHITIE~T A, Ty b, XL H 24 B £ TIZREIE L)

2) REREEMHAR (BIMSMH - BHESH) 7
+ 7 v b (Sprague-Dawley %) (2 100~540mg/kg. 7 F(H AH@AHE)IZ 200~
650mg/kg #% AT 3 o A RLEGEL G- Lo kG R, RSN, ik, kA b
TITIFER R BITRBO DN ho 7o, mEEGEERTT v b, v L bz
AR, HEHEPN B R IR EE DB TR BTz,
- 7 v b (Sprague-Dawley %)(Z 100~540mg/kg. 7 ¥ F(H AH @A) IZ 200~
360mg/kg % 6 » A RIS DBk G- U= fE . (REHN, ik A LA
FRRECITB DO Lot Ty b, U F L bICEmBEGEHETY V3
ik, MIHEN S R~DEDF L 727 v MOE G- ERITEE O [ i Bk
B3R BTz,



PLEDOFER., 7~ F Tl 230mg/kg, 73 ¥ Tl 360mg/kg Nix K48 & HEE S
ncTng

(3) EJEFKEF AR T .
- fEF RS
Z v ~M(Wistar %) TlZ 400mg/kg P |, ~ 7 AICR-JCL) Tl 200mg/kg VL oo
HETOHHEOMEFENRO bz, 7 H 7P B0 TEmE# 5 £(400mg/
k) BEICIRPED RO BT, EFTEEITRRD D ive o7z,

(4) F DD EFHEM » -
- BIRIRTEN
Z v h(Wistar )2 600~1,200mg/kg % 46 HH. ifJ X2 500mg/kg % 80 H
MR OG5 L7=2, 7y b, 4 X EBITHBIRERITRD SN o7,



X. EEMEIEICEY 5IEH

1385 R 5
B W AYE A= S
ENEE-EREOLTTZIZ L VERT S Z L
AZESY - BRI Sy 72 L

2. BEAR X L AR
BT /N7 U8 100mg. T/37 D88 200mg. T/ R 20%. T\ U HERL 40%.

Ty 7 5%, T34 2 R EE 200mg
BRhWIE - 34

W7 /34 > R 100mg
AN : 24 A

3.ATIE - RERMY
D PRAT

4 FFIRZFDNLEDEER
W7/ 2 100mg. T/347 > 200mg

20. LV EDEFE
AENTIRIED RN D T, IRFHERTE TPTP > — FbEY SR WD &, 7. 1%

FIZELTPTP v — b2 L2 &, [14.1 ]

BT /N7 VR 20%. T /N D HERL 40%.

20. WL EDERE
PREMER ISR & RET 5 2 &

M ERTORYHFENEDBESIZDLNT :
BRI
(2) FHFIZHBFORYFWIZIDODNWT (BEFICBEITANESNEFEES)

(VIL11. WH FoEE] oESM
<TVOLEY (THiCAnAAF, Bs - BoRiEREA [ samiaEsl))

HY (HARGE - 555
BEMERLTA R AV
(3) FAFIBFDBERIZDINT :
TR UEE, T RER BT R VHRLIIEB OB R S 5=, B OFRR,
FEHREICEE L, Y MEWCEET L Z L,



EED PTP ¥ — Moy — b il

mh4 PTP > — hMoyals— D&
737 4 100mg EE)
F 37 B 200mg (o)
37 R BE 100mg R,
37 o R $E 200mg Hn
F o IR 40% 0.5g PN

(BBL O, SBICHONTIE TIV.1L. ITE ] OIESHR)

5RBDELSE
U LN

6.8%
73 U8 100mg  : [PTPI100 $& (10 §& X 10)
737 U8E 200mg : [PTP]100 £ (10 £ 10), 1000 & (10 & X 100)
T R 20% [T RZEAIA Y ]100g
TR R 40%  : [4361]0.5g%120 41
N7, "EAIA V]100g, 500g
TR vvna w7 5% 0 120mL, 500mL
7 /3% R §E 100mg : [PTP]100 & (10 #&X10). 1000 & (10 $& X 100)
737 > R #E 200mg : [PTP]100 £ (10 #X10), 1000 & (10 & X 100)
[NZ | #ndEH N0 11000

1TRBOME
W7 /%7 U8 100mg. T /37 8 200mg
[PTP] %W : RV 7uvLry, Hi: 7AIHE, va—8: K)o LU /7 A 3E
W7 /87 UMK 20%. T /84 U HHL 40%
[3es] es—h i TAIHE, N R R ey
(RF] BB . RKIV=FLy, H: RV oLy, hE KV zFLo
BTy 5%
Reg RV xxFLy, Sy R Tl
HEI YT R ey, AET VLRI FLT o
W7 /\7 > REE100mg. T/%7 > R 200mg
[PTP] i : AU 7wt Hili: 7V NP R ey
[(RNT7] B ARV FLo, HF: RV 7Ly, @b Rz FLr o



8.R—H % - RIxhEE

B—m% : T =7 R # 200mg/400mg - ¥ L =% R FEki 40%5%

FhE (K TADAB IO TN D PERRITEIREE O 1RER)
AN EBE Y Txa=bAf v, V=W IR, 7 rfERLE
(BR 5 X OV 5 95 OBRIREE D15
CREEY F UL IR EE
CR SR S VE O F M)
s n AU DU, a7 T ) u— VIGERESS

o ERHEE A E
SRR L

10 HERFTARBFABRVEARES

RRE S G ARFE AR H H
T3 B 100mg 22400AMX00867000 20124 84 3 H*
T8 B 200mg 22400AMX00868000 20124F 85 3 H*?
T IR 20% 21700AMX00157000 2005 4 11 A 30 H*?
T8 HIRL 40% 21700AMX00158000 2005 4F 11 7 30 H**
Forvva sy 5% 21900AMX01204000 2007 4 8 27 A *?
737 > R E 100mg 22400AMX00869000 20124E 8] 3 H*6
F 3 > R BE 200mg 22400AMX00870000 20124 8 H 3 H*S

LSOV U BE100 & LT 1981 4E 1 A 14 HIKRR

2o TN UEEE LT 1974 5 H 24 AR, T3 U 8E 200 & LT 2003 4 2 A 27 HIKE
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1 INDICATIONS AND USAGE
1.1 Mania

Depakote (divalproex sodium) is a valproate and is indicated for the treatment
of the manic episodes associated with bipolar disorder. A manic episode is a
distinct period of abnormally and persistently elevated, expansive, or irritable
mood. Typical symptoms of mania include pressure of speech, motor
hyperactivity, reduced need for sleep, flight of ideas, grandiosity, poor
judgment, aggressiveness, and possible hostility.

The efficacy of Depakote was established in 3-week trials with patients
meeting DSM-IIT-R criteria for bipolar disorder who were hospitalized for
acute mania /see Clinical Studies (14.1)].

The safety and effectiveness of Depakote for long-term use in mania, i.e., more
than 3 weeks, has not been demonstrated in controlled clinical trials.
Therefore, healthcare providers who elect to use Depakote for extended
periods should continually reevaluate the long—term usefulness of the drug
for the individual patient.

1.2 Epilepsy
Depakote is indicated as monotherapy and adjunctive therapy in the
treatment of patients with complex partial seizures that occur either in
isolation or in association with other types of seizures. Depakote is also
indicated for use as sole and adjunctive therapy in the treatment of simple
and complex absence seizures, and adjunctively in patients with multiple
seizure types that include absence seizures.

Simple absence is defined as very brief clouding of the sensorium or loss of
consciousness accompanied by certain generalized epileptic discharges
without other detectable clinical signs. Complex absence is the term used
when other signs are also present.

1.3 Migraine

Depakote is indicated for prophylaxis of migraine headaches. There is no
evidence that Depakote is useful in the acute treatment of migraine
headaches.

1.4 Important Limitations

Because of the risk to the fetus of decreased IQ, neurodevelopmental
disorders, neural tube defects, and other major congenital malformations,
which may occur very early in pregnancy, valproate should not be used to treat
women with epilepsy or bipolar disorder who are pregnant or who plan to
become pregnant unless other medications have failed to provide adequate
symptom control or are otherwise unacceptable. Valproate should not be
administered to a woman of childbearing potential unless other medications
have failed to provide adequate symptom control or are otherwise
unacceptable /see Warnings and Precautions (5.2, 5.5, 5.4), Use in Specific
Populations (8.1), and Patient Counseling Information (17)].

For prophylaxis of migraine headaches, Depakote is contraindicated in
women who are pregnant and in women of childbearing potential who are not
using effective contraception /see Contraindications (4)].
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2 DOSAGE AND ADMINISTRATION

Depakote tablets are intended for oral administration. Depakote tablets
should be swallowed whole and should not be crushed or chewed.

Patients should be informed to take Depakote every day as prescribed. If a
dose is missed it should be taken as soon as possible, unless it is almost time
for the next dose. If a dose is skipped, the patient should not double the next
dose.

2.1 Mania

Depakote tablets are administered orally. The recommended initial dose is
750 mg daily in divided doses. The dose should be increased as rapidly as
possible to achieve the lowest therapeutic dose which produces the desired
clinical effect or the desired range of plasma concentrations. In placebo-
controlled clinical trials of acute mania, patients were dosed to a clinical
response with a trough plasma concentration between 50 and 125 mcg/mL.
Maximum concentrations were generally achieved within 14 days. The
maximum recommended dosage is 60 mg/kg/day.

There is no body of evidence available from controlled trials to guide a clinician
in the longer term management of a patient who improves during Depakote
treatment of an acute manic episode. While it is generally agreed that
pharmacological treatment beyond an acute response in mania is desirable,
both for maintenance of the initial response and for prevention of new manic
episodes, there are no data to support the benefits of Depakote in such
longer—term treatment. Although there are no efficacy data that specifically
address longer-term antimanic treatment with Depakote, the safety of
Depakote in long-term use is supported by data from record reviews involving
approximately 360 patients treated with Depakote for greater than 3 months.

2.2 Epilepsy

Depakote tablets are administered orally. Depakote is indicated as
monotherapy and adjunctive therapy in complex partial seizures in adults and
pediatric patients down to the age of 10 years, and in simple and complex
absence seizures. As the Depakote dosage is titrated upward, concentrations
of clonazepam, diazepam, ethosuximide, lamotrigine, tolbutamide,
phenobarbital, carbamazepine, and/or phenytoin may be affected /see Drug
Interactions (7.2)].

Complex Partial Seizures
For adults and children 10 years of age or older.

Monotherapy (Initial Therapy)

Depakote has not been systematically studied as initial therapy. Patients
should initiate therapy at 10 to 15 mg/kg/day. The dosage should be
increased by 5 to 10 mg/kg/week to achieve optimal clinical response.
Ordinarily, optimal clinical response is achieved at daily doses below 60
mg/kg/day. If satisfactory clinical response has not been achieved, plasma
levels should be measured to determine whether or not they are in the
usually accepted therapeutic range (50 to 100 mecg/mL). No
recommendation regarding the safety of valproate for use at doses above
60 mg/kg/day can be made.

The probability of thrombocytopenia increases significantly at total trough
valproate plasma concentrations above 110 mcg/mL in females and 135
mcg/mL in males. The benefit of improved seizure control with higher
doses should be weighed against the possibility of a greater incidence of
adverse reactions.
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Conversion to Monotherapy

Patients should initiate therapy at 10 to 15 mg/kg/day. The dosage should
be increased by 5 to 10 mg/kg/week to achieve optimal clinical response.
Ordinarily, optimal clinical response is achieved at daily doses below 60
mg/kg/day. If satisfactory clinical response has not been achieved, plasma
levels should be measured to determine whether or not they are in the
usually accepted therapeutic range (50-100 mcg/mL). No recommendation
regarding the safety of valproate for use at doses above 60 mg/kg/day can
be made. Concomitant antiepilepsy drug (AED) dosage can ordinarily be
reduced by approximately 25% every 2 weeks. This reduction may be
started at initiation of Depakote therapy, or delayed by 1 to 2 weeks if there
is a concern that seizures are likely to occur with a reduction. The speed
and duration of withdrawal of the concomitant AED can be highly variable,
and patients should be monitored closely during this period for increased
seizure frequency.

Adjunctive Therapy

Depakote may be added to the patient's regimen at a dosage of 10 to 15
mg/kg/day. The dosage may be increased by 5 to 10 mg/kg/week to achieve
optimal clinical response. Ordinarily, optimal clinical response is achieved
at daily doses below 60 mg/kg/day. If satisfactory clinical response has not
been achieved, plasma levels should be measured to determine whether or
not they are in the usually accepted therapeutic range (50 to 100 mcg/mL).
No recommendation regarding the safety of valproate for use at doses
above 60 mg/kg/day can be made. If the total daily dose exceeds 250 mg, it
should be given in divided doses.

In a study of adjunctive therapy for complex partial seizures in which
patients were receiving either carbamazepine or phenytoin in addition to
valproate, no adjustment of carbamazepine or phenytoin dosage was
needed /[see Clinical Studies (14.2)]. However, since valproate may interact
with these or other concurrently administered AEDs as well as other
drugs, periodic plasma concentration determinations of concomitant AEDs
are recommended during the early course of therapy /[see Drug
Interactions (7).
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Simple and Complex Absence Seizures

The recommended initial dose is 15 mg/kg/day, increasing at one week
intervals by 5 to 10 mg/kg/day until seizures are controlled or side effects
preclude further increases. The maximum recommended dosage is 60
mg/kg/day. If the total daily dose exceeds 250 mg, it should be given in
divided doses.

A good correlation has not been established between daily dose, serum
concentrations, and therapeutic effect. However, therapeutic valproate
serum concentrations for most patients with absence seizures is considered
to range from 50 to 100 meg/mL. Some patients may be controlled with lower
or higher serum concentrations /see Clinical Pharmacology (12.3)].

As the Depakote dosage is titrated upward, blood concentrations of
phenobarbital and/or phenytoin may be affected /see Drug Interactions

(7.2)]

Antiepilepsy drugs should not be abruptly discontinued in patients in whom
the drug is administered to prevent major seizures because of the strong
possibility of precipitating status epilepticus with attendant hypoxia and
threat to life.

In epileptic patients previously receiving valproic acid therapy, Depakote
tablets should be initiated at the same daily dose and dosing schedule. After
the patient is stabilized on Depakote tablets, a dosing schedule of two or
three times a day may be elected in selected patients.

2.3 Migraine
Depakote is indicated for prophylaxis of migraine headaches in adults.

Depakote tablets are administered orally. The recommended starting dose is
FHER OV & 250 mg twice daily. Some patients may benefit from doses up to 1,000 mg/day.
In the clinical trials, there was no evidence that higher doses led to greater
efficacy.

2.4 General Dosing Advice
Dosing in Elderly Patients

Due to a decrease in unbound clearance of valproate and possibly a greater
sensitivity to somnolence in the elderly, the starting dose should be reduced
in these patients. Dosage should be increased more slowly and with regular
monitoring for fluid and nutritional intake, dehydration, somnolence, and
other adverse reactions. Dose reductions or discontinuation of valproate
should be considered in patients with decreased food or fluid intake and in
patients with excessive somnolence. The ultimate therapeutic dose should
be achieved on the basis of both tolerability and clinical response /see
Warnings and Precautions (5.14), Use in Specific Populations (8.5) and
Clinical Pharmacology (12.3)].

Dose—-Related Adverse Reactions

The frequency of adverse effects (particularly elevated liver enzymes and
thrombocytopenia) may be dose - related. The probability of
thrombocytopenia appears to increase significantly at total valproate
concentrations of > 110 mcg/mL (females) or > 135 mcg/mL (males) /see
Warnings and Precautions (5.8)]. The benefit of improved therapeutic effect
with higher doses should be weighed against the possibility of a greater
incidence of adverse reactions.

G.I Irritation

Patients who experience G.I. irritation may benefit from administration of
the drug with food or by slowly building up the dose from an initial low level.
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2.5 Dosing in Patients Taking Rufinamide

R OV & Patients stabilized on rufinamide before being prescribed valproate should
begin valproate therapy at a low dose, and titrate to a clinically effective dose
[see Drug Interactions (7.2)].
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8.1 Pregnancy

Pregnancy Exposure Registry

There is a pregnancy exposure registry that monitors pregnancy outcomes in
women exposed to antiepileptic drugs (AEDs), including Depakote, during
pregnancy. Encourage women who are taking Depakote during pregnancy to
enroll in the North American Antiepileptic Drug NAAED) Pregnancy Registry
by calling toll-free 1-888-233-2334 or visiting the website,
http://www.aedpregnancyregistry.org/. This must be done by the patient
herself.

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 /see Contraindications (4)].

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 /see Boxed Warning and Warnings and Precautions
(6.2, 5.3)]. Women with epilepsy who become pregnant while taking valproate
should not discontinue valproate abruptly, as this can precipitate status
epilepticus with resulting maternal and fetal hypoxia and threat to life.
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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
malformations). This risk is dose-dependent; however, a threshold dose below
which no risk exists cannot be established. /n utero exposure to valproate may
also result in hearing impairment or hearing loss. Valproate polytherapy with
other AEDs has been associated with an increased frequency of congenital
malformations compared with AED monotherapy. The risk of major structural
abnormalities i1s 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 [see Warnings and Precautions (5.2) and Data

(]{LI m 217)].

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 1n uteroor to no AEDs in
utero[see Warnings and Precautions (5.3) and Data (Human)/.

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

(]{LI m 317)].

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 [see Data (Animal)].

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 thrombocytopenia, hypofibrinogenemia, and/or
decrease in other coagulation factors, which may result in hemorrhagic
complications in the neonate including death /see Warnings and Precautions
(5.1, 5.8)].

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 pregnancy 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 [see Warnings and
Precautions (5.2, 5.4)].

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.
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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 precipitate 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 /see Warnings and Precautions
(6.4)]. However, discontinuation of the drug may be considered prior to and
during pregnancy in individual cases if the seizure disorder severity and
frequency do not pose a serious threat to the patient.

Maternal adverse reactions

Pregnant women taking valproate may develop clotting abnormalities
including thrombocytopenia, hypofibrinogenemia, and/or decrease in other
coagulation factors, which may result in hemorrhagic complications in the
neonate including death /see Warnings and Precautions (5.8)]. 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 /see Boxed Warning and
Warnings and Precautions (5.1)]. Fatal cases of hepatic failure in infants
exposed to valproate 1n 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 uteroincreases 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
1in uterovalproate exposure estimated to be approximately 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 Iin
utero compared to the risk following exposure in uteroto other AEDs taken as
monotherapy. The major congenital malformations included cases of neural
tube defects, cardiovascular malformations, craniofacial defects (e.g., oral
clefts, craniosynostosis), hypospadias, limb malformations (e.g., clubfoot,
polydactyly), and other malformations of varying severity involving other
body systems [see Warnings and Precautions (5.2)].
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Effect on IQ and neurodevelopmental effects

Published epidemiological studies have indicated that children exposed to
valproate in uterohave 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
1Q scores at age 6 (97 [95% C.I. 94-101]) than children with prenatal exposure
to the other anti-epileptic drug monotherapy treatments evaluated:
lamotrigine (108 [95% C.I. 105-110]), carbamazepine (105 [95% C.I. 102-108])
and phenytoin (108 [95% C.I. 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 [see Warnings and Precautions (5.3)].

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, including increases in
autism spectrum disorders and attention deficit/hyperactivity disorder
(ADHD). An observational 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 disorders compared to children born to mothers
not exposed to valproate products during pregnancy. The absolute risks for
autism spectrum disorders were 4.4% (95% CI: 2.6%-17.5%) 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
autism 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.

Animal

In developmental toxicity studies conducted in mice, rats, rabbits, and
monkeys, increased rates of fetal structural abnormalities, intrauterine
growth retardation, and embryo—fetal death occurred following administration
of valproate to pregnant animals during organogenesis at clinically relevant
doses (calculated on a body surface area [mg/m? basis). Valproate induced
malformations of multiple organ systems, including skeletal, cardiac, and
urogenital defects. In mice, in addition to other malformations, fetal neural
tube defects have been reported following valproate administration during
critical periods of organogenesis, and the teratogenic response correlated with
peak maternal drug levels. Behavioral abnormalities (including cognitive,
locomotor, and social interaction deficits) and brain histopathological changes
have also been reported in mice and rat offspring exposed prenatally to
clinically relevant doses of valproate.
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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 meg/mL to 3.9 mcg/mL),
corresponding to 1% to 10% of maternal serum levels. Valproate serum
concentrations collected from breastfed infants aged 3 days postnatal to 12
weeks following delivery ranged from 0.7 meg/mL to 4 meg/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 /see Data (Human)].

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 underlying 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 /see Use in Specific Populations (8.1)].

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 meg/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 mcg/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
maternal 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. Adjusted I1Qs measured at 3 years for breastfed and
non-breastfed children were 93 (n=11) and 90 (n=24), respectively. 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 continued exposure to an AED (including
valproate) via breast milk were observed.




Hi g FLEANA

8.3 Females and Males of Reproductive Potential

Contraception

Women of childbearing potential should use effective contraception while
taking valproate [see Boxed Warning, Warnings and Precautions (5.4), Drug
Interactions (7), and Use in Specific Populations (8.1)]. 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

PSS {/J"ﬁi% headaches /see Contraindications (4)].
(Depakote™* :
2024 4 3 A) Infertility

There have been reports of male infertility coincident with valproate therapy
[see Adverse Reactions (6.4)].

In animal studies, oral administration of valproate at clinically relevant doses
resulted in adverse reproductive effects in males /see Nonclinical Toxicology

(13.1)].
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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 /see Boxed Warning and Warnings
and Precautions (5.1)]. When Depakote 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 concentrations. Interpretation of wvalproic 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

K ETRA R evaluate the efficacy of Depakote ER for the indications of mania (150
(Depakote™ : patients aged 10 to 17 years, 76 of whom were on Depakote ER) and migraine
2024 4E 3 ) (304 patients aged 12 to 17 years, 231 of whom were on Depakote ER).

Efficacy was not established for either the treatment of migraine or the
treatment of mania. The most common drug-related adverse 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 /see
Adverse Reactions (6)].

Juvenile Animal Toxicology
In studies of valproate in immature animals, toxic effects not observed in
adult animals included retinal dysplasia in rats treated during the neonatal
period (from postnatal day 4) and nephrotoxicity in rats treated during the
neonatal and juvenile (from postnatal day 14) periods. The no—effect dose for
these findings was less than the maximum recommended human dose on a
mg/m? basis.

3% : Depakote® DA% 1T divalproex sodium (b7 ufigl L7 afiE Na 2 1: 1 THER) THD,
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