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15.1 BRERERICE O 158

15.1.1 7 CHER S 2K H & G HHEBEORTA»ATEICS
5, TADA, BRESEZXRE L7219 O 7T & Rkt
HRERRREBR O M EHE R IC B W T, HRAB L O H RSO %
HOU 27D CAPAEOIRMEETT S LRI L
TR 258 < BUCTADPATEIRMRE © 0.43%. 77 L RHE
0.24%). SLCTADPAEORMAEETIZ, 7T L REEL X
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REEEIEN1000 A7) 24 NEnwEFtEIN TV S,
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16.1 MeEE
16.1.1 BEZS
TERE A 8 B NV 7 a RS b ) 7 245 HEE A600mg (5l
$2200mg % 1181 388) KONV 7afE) k)& A%k 600mg
(EBfE 200mg % 1 [\ 3 48) & ZFN-ENHERELRS- Lz &
EDOMEF NV 7O BIEEOHER t M FIRE NS A — %
BUTOEBY THo72910,
MEGE L LB L TNV T O S N  AEEEE A Tl il
SNEHICHR T 2 AR O %% L - fiftt (ISR
6. 12 KU 24 Bl O Z N ZEN O IZ %G 28.0,
28.8 1N 16.3ug/mL. ZEERER 58 0 22.9, 27.4 R OY
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o—o/ VLT TR MY e (ZEJEIE)
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10 20 30 40 50 60 (5 H)

0
0

TERER N AR G- L 72 & & Ui i ik EHERS

BN R 15 L7z & X QS BiE ST X —%

Tmax Cmax AUCo-o Tz | CL® Vd

(hr) | (ug/mL) |(ug-hr/mL)| (hr) |[(L/hr)| (L)
22l | 10.26 27.9 863 12.92 | (2o | 14.00
45| £1.51 +5.3 =271 +3.34| +2.03
% | 8.9 31.4 843 12.18 | ) oo | 12.84
45 | £1.08| 5.3 *262 £4.03| +1.35

mean+S.D., n=8
) Vd, Kel X )&
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TEHER NS 6 BNV 7afRF - ) v A EsE Al [\
600mg (200mg % 1A 3 $E) 1 H 2|, & 15 Al AEH 5
08 1,200mg (200mg % 1 648) 1 H 1E, 78 moiE
W52 4T0, 2NV 7O o R Ehe 2 a7,
ZOFEF, 118 600mg 1 H 2 Al K iE#HS Tld 6~7 H T
R E R IREIE L, REEE S %O Cmax KO
Cmin (3211 103.8 L8 .4ug/mL ThHh-720 F72.
1200mg 1 H 1 [ KEH G- %o MR iEEoHER 1L 7 BHH
TEFIREISEL ., B 5-#% 0 Cmax K& O Cmin 1321
Z1103.9 K 1*61.8 ug/mL TH - 7212,

16.1.3 N7’ O8F MU I LEENLTOBET MU D LRK
$% A DS
=3 UNAVA/As] S SRV N - 3 QESAVI Avau]. 3l N
v AERGE A (45 600mg) RS- L/zE & AUCICE
HEATFRD LN o 7208, BRI R % R W e
Tmax M 08 Cmax TlZ M EFI I A EEZ D H N7z,

16.1.4 JUF7S5 >R
IOV T OEOWIERZ 100% ERE L&, 527 0T 5
> ZFAE AR (16~60 7%) T 6~8mL/hr/kg. 4+
MNNBTAD»AEE (3~16#) T 13~18mL/hr/kg & D
LB B,
MENEEETIZ, 2827079 2 AIHA L EIZ RV,
WD 2 ) 75 2 ZMET 5 & OMEND B,
INVTABOEY 7 )T 5y ARTIFEEG 2T T VA
L IMEEE AR A RO T 51915,

16.1.5 £MFHEEEHER
sV alg) b)) A SR $E200mg [ 7 A V] E 78 U R
$8200mg &, 7O AT —NN—{RIZL ) ZNER 1V T
TEEF b sk LT 200me) R S IS A T AR
B CI32 5- L CImAE R R AR 2 e L 15 S 7z 388
WEHRE/ ¥ T X — & (AUC. Cmax)lZ 2T 90%EHEX [ 312
TREEHIIT 2 1T o 72845 5. 1og(0.80)~log(1.25) D #EFAKN T
0. THIOE AR S EATRERE S 7210

SEENEE/ ST A — 5 (EWAFESEE, M)

A BEINTG A =5
AUC (0-72) Cmax |Tmax| T2 | MRT
(ug-hr/mL) | (ug/mL) | (hr) | (hr) | (hr)
f)"r;’zgg’;g Polowaeose | 424 12.3% 17,272 2390
200mg [7 A V] 57.25 1.23 5.8 4.67 5.32
TN VR §E 142.63 = 4.37= [10.0% |14.88+(22.96*
200mg 50.49 0.81 2.1 3.63 | 4.84
(Mean*S.D., n = 30)
(1eg/mL)
6 -
—eo— N)L 7 OfEF ~U 7 ASREE200mg 7 A |
m 5k ---0--- 587 2 REE200mg
# Mean=+S.D., n=30
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EN
it
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]
B
0 s
0 12 24 36 48 60 72 (REED)
1 5145 R

AR PRI (R AR RS, FEED)



HYBRE/ ST A — 5 (EWFHIRSEE, £iR)

HENT A =% BEINTG A5
AUC (-2 Cmax |Tmax| Ti2 | MRT
(ug-hr/mL) | (ug/mL) | (hr) | (hr) | (hr)
IR L s | aoax 1482 16.83% 25,20
200mg [7 A V] 46.36 1.03 7.2 6.14 | 5.14
TN VR EE 128.54 % 421+ [11.2+(15.22+(22.74%
200mg 48.29 0.89 4.1 4.58 | 5.09
(Mean=S.D., n = 26)
(peg/mL)
6 -
—e— N)L T OfEF R ASREE200mg T 7 AV |
mo5F ---0--- 5N 2 REE200mg
I Mean=+S.D., n=26
o4t
*
it
2 |
s
=
0wl A A )
0 12 24 36 48 60 72 (5D
1% 54150

MR RAACAREEE (WS, B)

MR N2 AUC, Cmax %0/85 A — 713, Wi
OFIR, RE ORI - B ORI L > TRZ 2
TR D B o
16.2 TRIX
16.2.1 NAFTRXLSEUF ¢

PNV TABBDOINA FTNALFTEY) F 4 IZFIEDOEN LS
T4 100% & DFED D 517,
16.2.2 BEOHE

fEFER A 8 Bl /Ny 7 b Y v AT EE A600mg
(200mg % 1 [6] 3 §¢) % ZefEmy i VAR ICHBRR % G- L 72
L&, B L AREG TIREYBIRE ST XA — Y IS
FNI % L VEFORE R T TICLE L WIS S iz,
[16.1.1 =]
16.3 2%
16.3.1 FHEBEADOS

F v MZUCs v afgsd b v A (100mg/kg) % #RHR
G L7-& &, &5 30 5B OMBKMEAN O 5A0 1L B > /N > I
m%k%>%w>%>%>@m>$n>%@mv%o
f:ll ,18)0
16.3.2 Ik — MBI &EE M

T T O AL E B IR B 9 Flc Ny T a g b
(600~1,600mg/H) ##5 L7z & &, PR, g
D 6.8~27.9%TdH - 7219,
16.3.3 M —BREERAFT @B

THRF OTAPABZ 4NV 7S MY s (600~
1200mg/H) ##&IF%5- Uiz e &, i i ms &, R
EHEED 1. 75 TdH - 7220,
16.3.4 BILHADHEITH

I MoBRE 261NV TS MY v A (1,000~
1400mg/H) %##%5- L7z &, BFPEEE. mHEEo 3
~6%Td - 722V,
16.3.5 BERADBITH

TADPABE 3B NV TFalF b)) A e RS L
ol &, BRI, METIEED 12%TH - 722,
16.3.6 EAKEAE

NV T TR MU S G213 90%E TH 1) | #TE ik e
DB L ZF100ug/mL Pl ETIEEE ST 5 & o)
26517)'23)0
EERAEMUT L725E . B IRE Tl g s
RT3 % EEZ N0, FHlEREEITET L aws
Egﬂfb\éll),IS),24)o

EHFEAH (in vitro)
e SHL
I 20 50 100 150 200
(ug/mL)
o | 91.39 91.36 88.63 85.52 80.03
(%) £0.72 | *0.20 | *0.72 | *0.74 | *0.37
mean=*S.D.

16.3.7 9 HaHE
NV T OBEO AR EFEIL 0.1~0.4L/kg TH U . (I THsE
WSS 2 & DHEH B,

16.4 3
2NV 7 BOFEIIFE T S L, e P TIEFEL Svs
O U, BRI, w. o RO weBILE 2T A S LS
SN TWABID,

M55 5 R FZ OEE 13 F ~ 7 10— 24 P-450 (CYP) #°
10%. 7 V7 u rigiEgiEsE (UGT) 240%. B -HEfbhs 30
~35UREETH B T EDHREEN TV 59,

4-en RO EFIZIZFIZ CYP2A6, 2B6. 2C9 7S, /3
TR 7V 0 v EBREAROERIZ1E UGT2B7 4077t
595 2 EDHE SN TWABEDD (1 vitro) o

16.5 HEt
TEEER N 6 Bl & KGNV 7 alEF MY AERGE A it
SNV TalEF M) A%EE 600mg RIS Lo e &,
SR OFEPEM S I T RA PG T2 e < 5% 5 H
PIRIZH5-8 0% 60% (N 7 afEbE) Tholz, R~
13FIZ 3-keto A& LTHRIES L, DNV T afigo 7 v o
O U ERFAA, 3-OH 1k, 2-propyl-glutaric acid. 4-OH 14,
5-OH 4. 4-keto f&. cis—2-en fk. trans—2-en KD JIE T &
0. REAUR, 3-en k. d-en RIZIT L A EHEIE S N o
f:27)0
BNV T OO RZEAED R HEER T 1~3% & O
733‘})510)28)0

16.8 Z Dt

16.8.1 AxhMbiRE

(BETAPABLIVTADPAICHEI BIRITHIREEDSEE)

(1) ARHMAHEEE 1 40~120 p g/mL L HE ENTWBH, &
FOHED DY, ZOTFIRIZ 50w g/mL %774 2= k
FRIZ 150 x g/mL & § AL H 510,

(iR b L UIES DRDERIRREDABE)

(2) HRHMAIEEE 1 40~120 p g/mL L HE ENTWBH, &
FOHED DY, ZOTFIRIZ 50 u g/mL % R~Ed 232 F
RIZ150ug/mL & T 2585 H 5. SHEMHELHIE L
TV 7o, FHIICMAREE=41) ¥ ZI30NHETIE v
3. ARH O H R CERIREE ORI R S - 128 H . T
B L 721D D5 S N WA SR, TEIIE Ui
FEE=S) 7RV, AERETLZENET LI,

(REERRIEDFRIEMF])

(3) AFZDIM i EEASHHFE LS 72 > T 720 R L2 I b
FEEZ %) ¥ ZIZMETIE A5, A 0 B S8 E 2 B R

REDEALDY D - 2311 BB L EEE= %
)y 7 aftv, HEfET 5 2 EDET Lni,

16.8.2 /N7 afigF ) 7 4 SR$E 100mg [ 7 A V] 1IZDOw
T [EED R 2 R LB A O A Yy S0 R S 1 U507 A
FIA VPR I84E 11 H 24 A SEAFEAZSE 1124004 75)

WS X NV T OB MY 7 A SREE200mg [T ANV ] &
LUK & 7o b & B SRS LRI S A, AR

(2[R & BT SN2,

17. BRERRIR
17.1 B3R RESMICEE Y 258k
(BETAPABIVTADPAICHED BRITEIREEDLE)
17.1.1 ER—AREEPRER
ENIZB TNV T afEr by age (FEg) 1H1~4
EOFHAZ & > THBES N TV BIER (166 61) Zxf% e L
T HEAEHEST LI RNV TOiEF Y & A6 HEE A
(FEhege) 1 H 1~2 AR5 2 288 LAl L 7246 7. &
ME O B CIL WIS 47.0% (78/166 ). L 38.0%
(63/166 ) TrFELL 1% 84.9% Td - 723032
F 7 MEKHOES % LR L7248 R IE LT EB) THo
720



GG ES | A% CThE | REEISD
B 54 116 1 6 6
B (3.9%) (91.3%) (4.7%)
PERF PR 2 141 0 f
*F B AR (12.5%) (87.5%) (-)
Btk 5 5 141 82 f 8 b
BIES (13.5%) (78.8%) (7.7%)

BNV TARF MY T AGEN L OV T TR R T AR
gt A~ 1 HO¥S-RIEHOZEH L 2 [l—1 [ 86 4 T
L4, WWT 3 E—2 [H 45 6, 2 [—2 [ 26 6, 3 E—1
[\l 36, ZoM6 BT,
BIVEFHZS B 1X 5.4% (9/166 6]) Td o720 EREIEH
LG - TR 2. 4%, ERORIR K OHEmi 4 1.8%. K - 5
50%, EHBEIRMEOFESR 0.6%TH - 72,

17.1.2 7O # —/N— bk ER
EA 30 figk DI FEFFEIZ BT, TA»AEE 101 Bz,
SNVTOEEF Ny a1 H 2 G LN VT O M)
v AR AL H 1 E#ES (Wb 400~1200me/H) @
U AF ==X 0, 12 B OFT 24 BRI S-
L 720 WBEI ORI % 550 L 7ok 5, et i, A
EORIEEDLE EHE SN D DAT98.9% (94/95 6) T
i) 71:33)0
BIVEFHZSBIME X 6.0% (6/100 B1) Td o720 E2EIER
X, R, AEEINTH -7,

(R b LU S DR DERIRRED AR

17.1.3 BN —ESHRERHR
KET, BUBPERDEBE 179 Fl 2 Fic, v 7o, v T
T AL T T AR E 3 HEMRG T 5 ZEE LB E
i S AL7ze FORER, FEHUE (BURFMRE T R LD
50%LL FEksE) EoR L-EA I . oV T Ol 48%., 1) F
AHEA9%TH ) NV T UL ) F o oL II T T ¢
R 25%ICHAREFIERL TV 2, HEHRIZOWTNAL
TUEHCTE BB LFERIE, EHEEEROATH -
720,

17.1.4 BN _EGSHRERER
KET, VF T 2IE LW H 5 WIEEEED 2\ 36
BlOBAREEEREEICOWT, 7T REBINL 7O
DEEME & HNPER ZEERILEGRIC L ) B s,
ZOREF, TEARMEFHEEH TH L BRI R R A A
JLE DAL DOEA LNV T OB T 54%. 7T £ REET 5%
ENNVT OB THEEIZEN TV, 77 BRI~
VT OB CHEBEICERBBEEOSWHERR RO LN,
o722,

18. ZEHpEIP
18.1 fER#RF
KREN DG X 0 WA GABA 2, R8I Vil LA L
LBz, ko b URBIPRESNL Z EFROLNTWY
Do INHDOFEEDPS, KHNOHLT A D AVEHI IR ED
BOVER % A L 72 o 3R o IS (e 1230 < L e
ENTWVB,
PUE B OV P B 64 O FSIEINHIE I DWW T b GABA
W%%Eﬁﬁﬁ%ﬁ%%tfwéﬂﬁﬁﬁ%i%hfw
%35 36 5
18.2 ZEIB(ER
18.2.1 BEEFREE WY 21EH
REERS (v A, Ty b, 7HF), A M) F—%
R (v R), ¥rabFRYUEE (v R), BEEISE
(7 M), EEERES (v R), RYT TV VR (v
7X;7%¥X*YXﬁ?4FEﬁ(77X)%WM?5
37)~39
18.2.2 2 TALPATTIVICK T 21ER
EMETAPAET VORRERES (vv), HEBE (v
) ] 54042,
18.2.3 R TADPATTIVICNT 21EH
5T ADAETIVO Kindling &8 () #3459,
18.2.4 BHREHERERVRUBOREMKEICRIFTHE
B AR N O o 8RR 2 Jfl 5 (79 %)

37)
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%
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18.2.5 cREs#BHRARIEIC & 2 HABMIEE OEBEE ICR(IEF
2e

R AR AR X 2 0 A TR E B o> 4 5R 2R & SR L2 3D
H45 (vHF) 3,

18.2.6 BROEMETIVICH T B1EH
BIROBMET NV EEZONA . THF 728 3IvE 0
O 7ERFY FEDOPHEGICL DAL 2 HEER) L
R FEZIHHT L (v7 A, v b)) W,

19. B2 ICREY 2IE{LERIFR
—fig$
NV 7 afEF b)) A (Sodium Valproate)
124
Monosodium 2-propylpentanoate
SFR
CsHisNaOz2
SFE

Ffa DS mEOB R TH 5,
AKIZHRD TEITFR$ <, =% 2 —)b (99.5) WIZEERE (100)
TR0,
Rt Tdh 5,
BER
CO2Na

HsC

20. RV EDEE
(SR #& 100mg)
TV U —aEHFRITEART #ITTRTFT L2 L,

22, G

NIV OEEF MUy L SREE100mg [77 4 JV])
100 $& [10 8 (PTP) x10]
100 §& [, /35 ]

V7O Uy L SR EE200mg [7 A JIL])
100 $¢ [10 & (PTP) x10]
500§ [, /NF . BIEFHIAD ]
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