% 20244F 8 HEl (45200
2023412 5T (1R

Bk SR IRAT
FREIE - 34

MTADAR. R - BIREAER. REEREAES
L5 ZE PR S it 1)
AAERA NH7OF LAY S

BAEERRDSEES

871139, 871179

AEES | 22500AMX00435000

BR7ERAE 2000434

NV7OF )9 4A>0OYy75% [BEI]

Sodium Valproate Syrup

i) EE-BEEOMTEICLYENT L

ot =)

2. B2 (ROBHEIZIBELEVWI L)

(GhEEHE)

21 EELITFEEDD L HEHE (931 2]

2.2 TN L RPUEWE SR o 8 (101 SiE]

23 RETA I NVEREEOBRE [EELET v E=TMUEDH

LbNLET EDND D]
(REERRIEDORIEMHI)
2.4 WHEASIIR L C W A REMED H 5 P (951 2]
3. ARk - MR
3.1
Wi5t44 JNVTaEF N AT ay 75% [HET]
19, (4mL)
HRNBG NV T aEF MY L
200mg
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N7 FEE D & O AR08, ARHK| %35 ST w i WEEE »
5o A E655,10761 & L LT, HBESRIE) A7 B Eh o7z
& ?%&%ﬁ“&)é [FAE N — FH 129 (95%EEXM @ 1.7-
4.9 ] 4)0

9.5.8 BEE (v R) T, AHVERNRHLHEL., FrELD
HRUEHFRICEG T H2TREMD D 5 L OHEDRH 55, (94
18]

9.6 RIB
HREOFHEER IR EO AR ZE L. BILoMkE LT
HIEEET T2 2. & MIFLRABITT 2 20 %,

9.7 INRZ%

(hBELE)

9.7.1 RHAMGEIEIGH AR E SR E LR Gt % g
& L 72 S L TV,

(FEERRIEORAEMH])

9.7.2 /NEEAME L LA ORI L L 2R R
FFEM L TV,

9.8 EiE

(hEELLE)

981 MmICHEL CHEHEIKG T4 L, AFNL, METILVT I
v OREEMEDTRVA, EEE CIRIMIET VT I A LT
LI DLW, EEEOFEDOMAEENEL B BENID
Z.)O

(BETAPABIVTALPAICHED BRITEIBEDLE)

982 G a ik AL, HAIHET SR EFIEET A
Z k. [85 B]

(FEERRIEORAEMH])

9.8.3 miiE xR E LRI N O % S & L - IR
WFFEHE L TV,

10. HHEERA

101 GHFAZZE BFALEVLC &)

WH &% WRRAER - fyE S | T - BT
H VIS I L R T A D ADFVEDT 23V 7 1 o I i

LYK
INZRA L - R
AT
(HR=)

AT AR LKA
(AExy)

A I R ALK
W5 AEF
(FxF24)

L Lo & KK
LY/ A VY3
my - 525 F

v
(LANTYF)
SR VN
(KAL)
VRS WA & il
(74 =Ny 7 R)
FENRNL ER
F v
(FF x4 L)
[22 ZR]

HTDHIEN DS,

FEDPRT§ %0

10.2 HiRERE BIRICEET S L)

A 05

B PRAEIR - 55 5 i

Wiy - falRE ¥

NV Y — VR

NV T a RO VER DS

JERLEEFH 73N L T m

Tz NNVE Y — 5. LREEA OVE| B O & L.
% HAHEERS 5 2 & Y8V 7 iR ofin v
H5Do EMMET 5, 72,
7 E0H K o I

LA X5,
AR N PNV T a RO A EFREAI AN L 70
HNNTEY » RS, AERREEH O B A 2 L

FH A 58 L9855 9
LT EDVH D,

NV 7 a o I
BEPMERTT 5, 72,
2 FRSRH o i v i FE
% FA IR T 2
56,

Tr= MV
KRAT =M~
T /NS — )

INVTURIZK D E
7 v E =T MAE D FE
W) AP EmELB

WP IR TH %0

[82. 11.1.2 =] ENDD %,
IRMNAZYIF e RRSEH] O 1 F A3 BE | 2 5L SE K o o v BE
7TINY)TSFY WYL ENHDL, | LAZED,
NV TFY) v
VA=A N NV T a RO A BT IEARHTH 5 28,
WRSNDZENH N7 a o
5o EAREAT S,
FER)F Y TERREEF O R I IcB T A v 0
HIDHUELET 5 & | VEHEEDHEET 5o
DEDD 5 o
S TAUN TERCEEH DO R | FIC BT 5 7 v 71
WINEES 2 2 & | VERIBEDHAT 5.
H5bo
FNra vEBREEEZ | NV TaBOER S I8 2 KA O 7
B L HEH| WSS D2 EDH B |V 71 v A D
eV HEIND,
— Vv hLLE
Vo) eV
oY+ -y b
F U IVEA I
Ny YT VY VR RIS O VE A | EE R o R IR O
e MY A ENDHDH, |MPEREE LR S
DAV FAVN- 5o
JNVT )
) FOVERRIEF NV T R OE A | EE RN L T 0 B
T AN & WIRENLZ VD | EVNLEAT L, 70,
5o NV T a oD
HES NS,
Y AU NV T aBROVER A\ IEREEFKI AT - o
VAFY Y IR E N D 2 LHdH | T — AP-45012 & B3
Do WRE A L. N
V7 R o i
BLEAT 5,




HH 55 BRAOEIR - 1EEE | Wy - el T 5%LL BN 01~5% A0 | 0.1% AT | HHEEA
VA=A AP 77y ZAERE (RIEFEANTH 5, Z oAt PR, B|IE, WIS T7 'S T
MIEAFEM) 275 5 1 FEE iEL AR,

bz L DMENH
Z)O

fREBIM. v

=F VR

11. BMERA
ROFWERDH Sb b Z LD LHDT, BlIgE 512470,
WO S NGE IS 2RIk 2 2 Sy R LE AT
to

11.1 EXEEUER

n;1%ﬁﬁ%%@i%&ﬁﬁ%~ﬁﬁ\EMH%(wfﬂ%ﬁ
e N
JFREE L & B ICAMAEREENH SDLNLZ ENDH L. [81.
932 &)

11.1.2 B7 > EZ7ME%#FS BHES FHERH)

[82. 9.1.3. 102 /]

11.1.3 FMEEIM. FFERE., AMBKHED. EELM/IMRED .
FHEED (LD SEEARH)

(8.3 2]

11.1.4 2MER CEEAH)

WLWVER., 28, B, WHSORERE D Sbhrz ), RS
o ESFRD SN, &5 E Ik L. @8 50E %47
HIT &,

1115 BEHBL. 772 - —EREE (WFR b EER)
(83 &)

11.1.6 hEMRRIBIEFMMBEIE (Toxic Epidermal Necrolysis :
TEN). BREFERIERE (Stevens-JohnsonfEfREE) (Wi d
SHEEANHH)

11.1.7 BBGEEERSE (FEAH)

MR E L CO9E, DA DN, S 512 YSHIlRIE, R
RERESE . CIMERMEM. AFERERIG S . B0 o SERHIHEE O AEIR)S
HobhlGaicidxGEdib L., MY R LEZITY) 2L, &
B, 3B, BH IR ES ORI TRD 5 WV IGBILLT 5
CENBHLEDOTEETLHI &,

11.1.8 BOERH. SBHMEHER. N—F >V HBER (Wi

A
RAMERGEIR & L Cltis, MRS, SRS, ZEE). Aneik

T BIESREDS D S DNDL T ENDH D, /N—F 0 UEEIRE
L CHbk Rk, BHE, B8 - BMTERESENH O DL LD
Bo BB, INSOFERDFEB L 26Tz, 1FEAL
HLl~27 HCHEELTWDS ,

11.1.9 ENERRE (BHEAM)
WG, &, CKEH., M RORh I+ rae v o s
DRSO LN AT G 2R L, SR UEEIT) 2 &,

11.1.10 HFIRFIVE S RNEES P BAEEEE (SIADH) (HFEEAHH)
B N U7 AEE. REEEME, R b 2B, &
WRIREED S S b N HE 121 ARG IEI O REE O @) 7 AL %
1192 &,

11111 EEMRHR. IFEBERMAE (W9 L HEERE)
Wk, PR, SEEEENERD S NA T, ER I WERX
WOECTSDMAE R ET 5 2 b o MBS, 1T FREk
ROBEDNTHAIIE G 2RIk L. BIE R E RV E VH oS
HEOMY)RUEEIT) T &,

11.2 ZOOEHER

5%LLEED] 0.1~5%A1 | 0.1% A A

IIR/3 FUME A |7, A RRERY
% M/NEESR
REMR T, &7«

DAL
HiE
R R | AR Sl B R IR, 0 T v
ANHR . AR #1195
LR
Hibas oL - WL T ZE T RROTE, IR
B A IR |

H IR P

D) SEBVEE LRI B A 2 2 o
1E2) AH|OFG-ILRIC, WESNCLOBREDD S,

13. BEKRE
13.1 fER

MR EABRENIC L BERMAIC X ) EkEE (ER, SE) .
RERE AR, &7 S T E, BOKE R R S L Fls
ENTW5D, FHETIITRAHE S Tw b,
13.2 L&

THEL EEREG R RPEE RS S, F o, IS
U CHPBZMEER. SN 2175 . T u ¥y v oG 6%)T
Hol b THMEND D,

14, WRAEDEE

141 5%

HIRFIZOAREH S5 2 &,

14.2 EZIRARFOEE

PHERIE R IR L. FREBEE S L 2 L,

15. ZOMDEE

151 EERR{ERICE D <58

15.1.1 SV CINE S N KRB 2 SO EHOITADPAIIIBIT 5,
TAM A, FEMEBSEZ R EL721990 75 b Kok B st
ORFHERIZB VT, BERSERLVTHBREROZEHED ) A 7 H,
MCADPAEDOIRHEET T T L REE L i L Cf2fEm < (i<
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16.1 MARE

1611 BERS
PEMEHCASBIIZ S L 7 TS | U Y A5E600mg (200mg % 1R35E) & ML L /-
Y XML 7 ORREOHR R KRBT A -5 EUTOL B Tho
72910, [1622 B

(ug/mL)
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%0 e RIS
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3

0
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FERERC N BRI 5 L 72 & & O I i EERS

TEHEB N ARG L 72 & S OEYE/ ST 2 -5

EA
JHF M AST kA .
ALT RS, AlP
L5
] BT
B E
S IR - HHR bR, R

R RS 1 AR N
(H FEARNE | A5 R A2
I #E) 5 - B M K

ET:E

T

tmax Crmax AUCoe 12 CL® Vd

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

o | 002 594 964 951 967
S =67 £236 =207 | 97 | 117

eper | 346 506 868 792 909
Rt | Lep 42 +195 =178 | 083 | foa
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WD dHW,
HEINFERE TIX. @527 )7 9 Y AIMA L EZ RV, B0 2 ) 75 v ARK
T¥ % EoHENH L2,
NVTUREOES 7 )T Ty AREICHEG 2 ) 77 ¥ A LIMEERAIH GROREE
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16.1.3 £HFHE SRR
SN TafgF ry Ay F5% [HEL] RTS8 »vay 75%%, 7 0 A%—
W= L) ZNEN8mL NV T afES by AL LT400mg) BEHER AT TS T
ARG LTl ooy 7o g d b ) AREEEE L, 55 Nz EE < S

mean*SD., n=8



A—% (AUC, Cmax)
(0.80) ~log (1.25) DFEFANTH Y,

122\ T 90 % 13 B I 12 CTHRERHIBAT & 47 - 7285 R,
WH] O P R D THERE S 7210

log

YR ST A — %

FIENT A= 5 BENT A=
AUCo~18 Cmax Tmax T2
(ug - hr/mL) (ug/mL) (hr) (hr)
AV 2ra=] S al RPN
Suo75% [AET) 155327 +271.61 97.02+13.24 081+051 | 19.31+346
TNy 75% 1537.10+323.77 98.65+17.14 084+050 | 21.05+7.38

(8mLF% 5, Mean+SD., n=20)

(ug/mL)
120
100 —&— UV TOEF M LYAyT 5 % BET )
1 80 ——=FINF0Oy 75%
E 60 8 mL¥%5, Mean®S.D., n=20
-
B 40
20
T T T T T 1
02 6 12 24 36 48
R (hr)

HLA G- $ O ML PSR i LR

ML P EAE OSIZAUC, Cmax®E 0 /85 & — #1&, Wl OfIR, R OFRIBUAEL - B
M55 D BRGME I & > TRA MDD %o
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1621 NAATPNLFEY T«
NNV TABEDOINA T RAF ) T 4 FFIEOENIC

16.22 BEOXE
TERERASBINZ NV 7 a RS M) 7 £45E600mg (200mg# 1II38E) % 22l & OV ALzl
HARR G- L7z & & RIS & R CRmI% S TEMIIGERE E B O Crax DA 75
AT tnax DA ERLEED RS SN/, [161.1 2]

16.3 9
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HLAEAN O 53 A7 12 > /N > E > K > Tl > il > > Gl > SR> B o T d o
f:m)\ 16)0

16.3.2 [ — BEAFE:E M
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16.3.3 I —AREERIPIEEM
TR O TADABEABN NV T afEF B v A (600~1200mg/H) RS L7z
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16.3.4 BILHRAOBITH
ZFLA O BE2EN NV TS b ) v A (1,000~1400mg/H) FHEL Lz E
VPRI LR IRRE D3~6% T dh - 7219,

16.35 BERANDBITH

£ 5 98100% & DA D 519,

5L 7

ENRE=N

TAAABFION OV T ORF | ) 5 MG AT L7z & & . BRI iBRE ., il
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2NV 7 RO MR R AEIE0%ETH 1 |

AT % L O sH 15 20,

E%EHE BRI L7 Ha . E%’T:Ik?ﬁfziaﬁi%%:uuﬂ;%wi%fgziﬁ F35eE26N5
PR T L 2 e SRTW A0, 1. 2

ML PR EE AT & 2100 4 g@/mLEL LT

EHMAEZE (n vitro)
WINiEE (ug/mL) 20 50 100 150 200
HhAER (%) 91.39%0.72 | 91.36 =0.20 | 8863=0.72 | 85.52%0.74 | 80.03%0.37
BT mean +S.D.
16.3.7 ﬁ?ﬁﬁf‘
NNV T OO A FARNL01~04L/kgTH V) o (ITHFLIMEICAH N 2 L O DH
Z) 13!
16.4 f’téﬁ

PV TaREORFZFR TR S N, b TERIIS,
Wik P wr R b E %25 2 LD E R TwWAL),
B54 2 RELEOHEI1XF b 20— A4P-450 (CYP) 7%10%. 2727 v > ERiEfHEH
(UGT) #%40%. tf Mtﬁfso 35T T 5 C LA STV %0,

JenfR DT I FICCYP2A6, 2B6. 2CO5 THiAS, 7SV 7ufo 7V 7 o v Eaa ik
DRI z;tUGT2B.7 FFREAGT 5 EPME SN TV LD 2 (in vitro).
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TEERE R A6 % % G NV T a RS b ASEE600mg LRI G- L7z & & JRATA
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Flz3ketofk & LCHRES L, IF NV 7 algo 7 )V 7 v v ERA R, 3-OHME, 2-
propyl-glutaric acid. 4-OHff, 5-OHfE. 4-ketofk. cis-2-enff. trans-2-enfkDJETH
N RZALE, 3-enfk. denfkidiF & A LHEE N o 722,

BBy 2NV T UFEORZAEDIRAHRIEEIX1~3% & OWEH B 52 2,
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50 4 g/mL% /RIET % it 2 LBIE150 w g/mL & § 5 HiEH d 510,

(RS 5 L UE: S DR DIRIRIED L)

(2) AR 1240~ 120 4 g/mL & i STV 2 A5, ﬁfim&iﬁ HH. TOTRIE
50 u g/mL % 7RIS 25 EBRIZ150 u g/mLE T 25 b H 25, AMEiGREY B L
LCWwa70, FERIMICMHREE =5 ¥ ZIEBETIE RS, t%’]@ﬂl;iﬁﬁiﬁ*
FRRIREEDZALD S - 72630 T L 720 RDME S N WIHES I, BTG
CIHgEE =5 ) > 7 %47, HERET L2 E0LE Lo,

(HERRRAE D RIEIHI)

(3) A RN IR RE 2SR L2 \,xo“C\zV;c\ﬂf_V) g I E = 4 ) ¥ T

S, ARF O RS (BRI IRREDEAL A & o 72 5551213 BEITIG UL PRz
EZY) VT ERITV, rﬁ%;ﬁ%#é: EHEE LI,
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