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15.1.2 AH & OREERIEH S 2 TlE e wads, JbkcHEfE S 7z
BEIZEIC BT, ZIAT O3 % ABICAFNCREE L 2 XEol
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PG L7z & E 0L R/ 7 O BRI EE OHERS T O BhHE /S 5
A= D TOEBY ThHo79, (1622 BH]

(u g/mL)
60

50 o—o fIfAH Y-
N

40

0 0 20 30 40 50 60 (FED)
fRERE R A BRI 135- L 72 & & oI i EE RS
fREEE R A AR 13 S- L7z & & Q3P ERE/ NS 2 — %

e Conex AUCor e | CL® | vd

(h) | (ug/mL) | (ug-h/mL) | (h) (L/h) (L)

s | 092 594 964 954 967
T co57 | 67 x236 | +207| 9T | a7
g | 346 506 868 792 909
BT | Log6 | x4z +195 =178 083 | a2

) Vd. Kelk ) &
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SNV T OREORIEEEZ100% EMRELIZE S, &7 )T T VA
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ROz ) 750 AT 5 LEoHErH L,
INIVTABEROEY 7 ) 75y AETEIFEA 2 ) 75 v A L i
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16.2 DRIR
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INVTUFEDONA FTRA T F 4 IZHIEOENIZL ST
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WEIGHE BN S CraxDF R T tmax D H R IERATRD
51729, [161.1 =]

mean*S.D,, n=8
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F v MZUCoN)V 7 afEF )74 (100mg/kg) Z&FI%5- L
7o & &, 35300 T OAHIE A~ O AT E > /N > > K >
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BEM AT L7256, 5 IRE Tl F IR g B 2K
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212 20
HE R n? (in vitro)
TR BE
(1g/mL) 20 50 100 150 200
e AER(9) 91.39 91.36 88.63 85.52 80.03
R +0.72 +0.20 +0.72 +0.74 +0.37
PHIENTEIC L B mean=S.D.

16.3.7 P HEHE
2NV T EED A EFE1X01~04L/kgTH ) L 1T
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T&;V) RZEALIR, 3-enfh. 4enfRiziT & A PRI S N AR Do
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16.8 ZDOfth

16.8.1 B IRE

(BETAPABIVUTADAICED MIRITHREDLE)

(1) AR 1340~120  g/mL & i ST WA A, KO H
HERHY . FOTRIZS0 u g/mL%E RS % s FEBRIZ150 1 g/
mLET2HELH D,

(BfRH LU S DR DIRIREED &)
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Bk AR AN
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T]ﬁ?ﬁ‘%ot WA, REICS CIMFgEE=5Y) ¥ 7% qT
CHERET L ENET LV,
17. ERPRRRIE

17.1 B ROCLRLMIICET 555k

(BETAPABLVTADAIEES MIRITHEEDAE)

17.1.1 ERERRHER &, >Ov7ICk?)
ENIZB 220 ~HERILEGRE T & TR RBIC BV T,
iﬂ%*ﬂ’%ﬁ%f&ﬂl,%l%f@hﬁfﬁﬁiﬁﬁwﬁ%%CiUT@ LBhHT
%07:25 '260

A A AR G
b )/ REBED) b /B
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NTWi, AEFHRIZOWTNA N TOBETEL KL 255
. MR OYEIR O A TH - 720,

17.1.3 BN _EEHRILEHR
KET, VF 7 2IE L vnd b WIEEE
WP EEZIZONWT, 7T R BRIV T ORRO%Z 4 &
HRESZEERICEGERIC L D BT S e, 2 ofER, BER
RhEEEMIE H Cd 2 Bma il KA b I E O Z Lo E & 13N
V7 OFREET54%,. 7T AREETE% & /N )V 7 O fREECH B ICE
NCWize 77 REEIZH~NIV T OB CAHBICHEBBE DS
WHEERRIIFFO SN 2o 722,

18. ERpZIF

18.1 {ERFF
ARAN OGN & D IMNGCGABAREE., PRI VgD bR L LY
2y bu P REAMEE S NS ZEARO LN TV D, b
DHENP S, RKFOFT A AT RZEWEOER 2/ L
f:HiﬁV\]@?fﬂ%IJ?ﬁ@Eiﬁiﬁ{’FﬂﬂLZEO“< EHEE STV 52,

S 72\ 3661 KL

DU B O B ZE1E O SR 12 2> T b GABA IR
RS2 ﬁ-L’Cb\ZJT BIEAE Z 5TV 52 29,
18.2 EIB{EA

18.2.1 BIEFRESICHT 2/EH
HREBBESE (v X, Ty b, THF),
(v A), ErobFy v (w7 R),
MEEFERSE (v A), RYF I — VRS (v A, v
F). XX T A R (v ) 2T 530 82,

1822 & TAPAETIVICKT 1A
EMTAPAETTVONREREE (), FEEE (77 A)
xS 239 %),

18.2.3 A TADPAETIVICKT B1ERA
5T ADAETIVOKindlingfe s (4 a) 2Pl 530,

18.24 BEERERUVRMBOREUHREICRIFTHE
WS PO N O O SR ERCE 2 032 (7 %) 30,

18.§E.5 R ARSI & 2 HRAMEIRS OB RICRIFTE

;wm%wa&ax5%%%%%@@%@@%%ﬁ@umﬂﬁé

) 30,

18.2.6 RO ETIVICHT 21EH
EROBME TV EEZONL, FEF Y7y I vEsOOY
TERFY FEDPFMIEGICE Y EL 2 BISEBTHEET 245
WY 5 (v AL T I\) 30,

19. HIRAICEET 2IB{EZERE

—MEBYZFR NV T aEES b)) 7 4 (Sodium Valproate)

1b5:44 © Monosodium 2-propylpentanoate

45130 - CsHisNaO2

= 166.19

% IR Ao EEORET, BFRRIZBVWHY) ., KIZbLT
PICTE R, KITBRD THEIFRT L, =¥/ —)b (995)
SOEERE (100) (BT R T WEMETH L (DT
R EATR < . 2R TR AR %) .

ez v

FADEEEEN S
BRI (7 1),

CO:2Na

HsC
AR E - logP” ocr=0.26
(‘iﬁ']i‘?ij T IARAT I AXR I TE AT =/
pH7 ARE M 1)

20. BREV EOEE
AANIBAREA RN O T, RMERT E TPTPY — M 5H) &
BnZ ko Fo, REFICBELCPTPY — FRBEL 2V L,
[141 1]

22. ‘A%
(F /N4 > $88100mg)

1008 (1088 (PTP) x10]
(FIN4r > $8200mg)

1008 [1082 (PTP) x10].

CH3

10008 [10%E (PTP) x100]



*23

%%k 24,

FEXH

Bowden CL, et al. : JAMA. 1994 ; 271 : 918-924

Pope HG Jr, et al. : Arch Gen Psychiatry. 1991 ; 48 : 62-68
Meador KJ, et al. : Lancet Neurol. 2013 ; 12 : 244-252
Christensen J, et al. : JAMA. 2013 ; 309 : 1696-1703
Delgado-Escueta AV, et al. : Neurology. 1992 ; 42 : 149-160
Riva R, et al. : Clin Pharmacokinet. 1996 ; 31 : 470-493
PASS-Paternal exposure to valproate-Updated Abstract
Following Reanalysis of Norway Data of Corrigendum to
Final Study Report Version 1.1 and Addendum Version 2
Valproate EU consortium Stand Alone Abstract V2.0 :
https://catalogues.ema.europa.eu/system/files/2024-02/
Valproate_PASS_Abstract_V2.0_0.pdf

Christensen ], et al. : JAMA Netw Open. 2024 ; 7 :
€2414709

HHEARIIA,  TAPANIZE 1988 ; 6 1 196-203

Levy RH, et al. : Antiepileptic Drugs. 4th ed. New York :
Raven Press ; 1995. p605-619

Perucca E, et al. : Br J Clin Pharmacol. 1984 ; 17 : 665- 669
KRR T - BRIRSE B HE S — SR O #IEA LD 720

—. B ALEE 5 2000, pl25-128

Zaccara G, et al. : Clin Pharmacokinet. 1988 ; 15 : 367-389
AREFHIBELT A AR KPR SHERS. 1971 5 34 © 369-379
Vajda FJE, et al. : Neurology. 1981 ; 31 : 486-487

Ishizaki T, et al. : Pediatr Pharmacol. 1981 ; 1 : 291-303
RIS (2 JUINBESE 3Rk 1986 5 40 @ 27-30
BEBAFIEA - B & 385, 1976 5 8 & 401408

Gomez BM], et al. : J Clin Pharm Ther. 1993 ; 18 : 191-197
Scheyer RD, et al. : Antiepileptic Drugs. 4th ed. New
York : Raven Press ; 1995. p621-631

Anari MR, et al. : J Chromatogr B. 2000 ; 742 : 217-227
Jin C, et al. : J Pharmacol Exp Ther. 1993 ; 264 : 475-479
RIS T A - BRIRSEHL 1988 5 19 : 749-757

Gugler R, et al. : Eur J Clin Pharmacol. 1977 ; 12 : 125-132
BARIBLUIA I & #1969 5 21 © 1297-1300

BWARER I BFOHWA. 1972 ; 82 1 470-488

Kukino K, et al. : Chem Pharm Bull. 1977 ; 25 : 2257-2262

Emrich HM, et al. : Arch Psychiat Nervenkr. 1980 ; 229 : 1-

16

Cutrer FM, et al. : Br J Pharmacol, 1995 ; 116 : 3199-3204
B EERARIE A 1 RTFBERE. 1969 5 20 © 317-325
FARGET T2 - ERERE. 1969 ; 60 : 806-809

JEBEE— 132 ¢ D ASERE. 1970 5 4 : 937949

Patry G, et al. : Can ] Physiol Pharmacol. 1971 ; 49 : 568-
572

Simler S, et al. : Biochem Pharmacol. 1973 ; 22 : 1701-1708
Anlezark G, et al. : Biochem Pharmacol. 1976 ; 25 : 413417
Leviel V, et al. : Epilepsia. 1977 ; 18 : 229-234

Cao BJ, et al. : Eur J Pharmacol. 1993 ; 237 : 177-181

XEEFERERVEVEDES

AETHASE BERSTF-T 25—
T930-8583 & LAk i1 T H67E21
TEL (0120) 517-215

FAX (076) 442-8948

%%k 26.

BERTEEE

26.1 BL&RRSETT

BEILIxBEISZsxax

Nchiko 2 LT w1 T BB & 21
26.2 BR5EIT

III

% 1 et

Nichiko = LTI T B6&E 2]



