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L 100mg[ DSP | 200mg DSP
I 1gEh H R NV 7 ulRd |15 H RNV 7 uiRs
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6. AiERUVHAE

(BETAPABLIVTALAILEI MBRITBREEDEE. BRS
KU S DRDEBIRED AE)

WHIHBE OV TafEr b 2A s LT400 ~ 1,200mgx 1 H 2 ~
3ENZ 5T TR 55 %0

72720 AR - EIRICIE Ul ST .
(RERERIEDREIH)

WHE T HE V7 afEF b)) A e LT400 ~ 800mg%x 1 H 2 ~
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OEHMEAIZ VTR BN O EHFRRB TR 7~ X
STV RN D2,

8. EELEXIEE
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9.1.2 BREROBAERVERSEDH 2BRRVED 2HRDOE
ReEDHE
ARAMNSCHRSEIET E2BE00H 5, [15.1.1FH]

9.1.3 REVA VI BREEITEDNZEE
DT L) ZEHICBCTR. AFRGHICT I BONTED
MAZEET 2L L b0, ARG HIEE, 7y E=THOLE)
WCHEEL. ToaBligiztit) &, EELRET v €= 7 MEDS
HobhbBENLEDH L, [11.1.251K]
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9.3.1 EELHEEDHZEE
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ARV EHH SN EERE, K5 LAnT L,
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THL RIS 2T, R R I S B F 72, BEIC
JE U C B, MAEERE T FuFy ¥ ORS I
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14.1 EHIZHBEOZE
PTPAMDIKHKIFIPTPY — ALY MLTIRHT % & 5 4%
W2 L, PTPY— FORBIZE 0. WS TR TR~
BIA L. BICIRZEILZ 33 2 L CHER IR 25 o 15 72 4 HE 2 0
KYHI DB D,
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15.1 ERERERICE D 1EHR

15.1.1 WA CHEME S N2 AH %2 GLEBOM AP AR BT
by TADA. FEMRESZG L L2199 07 5 b RRFHRERR
RBOBFHHRICBVT, BRAELVCHAREROEHOY A
ZH PLCAPAEONNEETT 5 e RBEL R L TR 2055 <
BFLTADABIRIAEE © 043%. 7 F & FREE : 024%). FLTADA
EOWRMBETIE. 7B RBEL 100 AH72D 19N WE
FHR SN 72(B5%EHEIX I 0639 /2. TALABEDOY T
TN—TTlE, 7T RBEHLRI00ADH72Y) 24 A%\ EFF
HEINTwb, [9.1.28H]

15.1.2 AH| & ORPEBELRITH S 2Tl vs, LRk TS 7z
BRI BT, ZHRHT O3 » HEICAFNICEE L2 CH o
BiZ, JFEM)FOREVLARFTL5 AZIBEHELEZHOR L
Wl LTy fEEIE ) A 7 OB %2 /RIES 5/ 23d 5 (M
AN — FH150 [95% MBI © 1.09-207])¥ —Ji T TAMA
AT HRBENR L Ll CEE S M- BIEZEIc BT,
ZHEHTD 120 HBNCARHNCETE U722 CB o Mk, ARFNCHEFE L <
WRWRBOW LI L T IS & RS E R ) A
7 OWIMIFED SN VETLHELH S 9

16. EYERE

16.1 Mgk

16.1.1 HEKRS
fEHE A 8B NV 7 g Y w7 4 600mg (€ 200mg % 3 $E) % H.In]
BELPRG- L 7 & & O IMig i v 7 O Rk oHeS L S BhRg < 5
A—=FEUTOLB) TH-7219, [16.2.251H]

(ug/mL)
60

50 o—e [k

O—0 ZJkHX S

40

30

EREBHE

20

10 H

0

60 (HE[A])

0 1‘0 2‘0 13:0 4‘0 5‘0
HEHEHE A B RS L1 5L 7 & 5 O Lt il e 7
BEHEH S BRI 5 L7 & 3 OSMINTE S5 A — 5

tmax Conax AUCo | CL® Vd
() (ug/mL) |(ug-h/mL)| (L/h) L)
ZEMEHE 51092 = 057] 594 = 6.7 | 964 =236 | 0.73 [9.67 = 1.17
fL%PES (346 £ 066|506 =42 | 868 =195 | 083 |9.09 = 042
) Vd. Kelk 55 (T3 ME + BEHER 22, n=8)
16.1.2 U752 X
PNV T ABOBILEEE 100% EHELzL & 22 ) T T ¥ A3
[E] A E R A (16 ~ 60 7#%) T 6 ~ 8mL/h/kg. FHEIN/NETADABE
(3~ 167%) T 13 ~ 18mL/h/kg & DHiA3dH % W,
PWEANEHETIE. EF 27075 AW L ZEZ RV, R
DrNT T AT S LG D S 12,
NV TUBEOEE 7 ) 75 Y AZEICFERAZ ) T T v A LINEE
FIIEAE AR O E Z T2 10 19,
16.1.3 EMFHIRSMHER
FEEER A2V 7 a S B Y 7 2858 100mg[ DSP W NV 7 o fig
F MU 2 §E200mgl DSP P& 78 ¥ §E100mg X 13 7 /8 7 v g
200mg#., 7 OAF—N—E2X ) ZREFNL T O b oA
& LT 200mgZe s 1 8 S U C il R 2 bR & e L
BONTZRYTRE/ ST A —F (AUC, Cras)l 2T 90%[EHEIX [ 12
THRERHANT 2 47 - 7285 8. 10g(0.8)~log(1.25)DHPNTH V) . il
AW ) SRS S 7z,

HEINT A =5
P AUCo~1 Crax
(ug - h/mL) | (ug/mlL)

200mg(2 $)|367.9 = 108.3| 22.6 + 34

55

SNV TUfEF M) LS
100mg[ DSP |
T8 v 5E100mg

200mg(2 $)|360.7 = 1025| 215+ 27
(P = £, n=16)




(ug/mL)

30 r
2
® /L7 uREF kY v 25100mgl DSP(25%)

% " O 7754 ¥ $t100mg (257)
i [ 52 S -2 1 + A 72 (n=16) ]
VA
v
7
=
2
i
J

P87 A=%

¥ 55 iy AUCo~1s Cnax

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

SNV TalEF N T AGE

B¢ + +
200mgl DSP 200mg(l $£)| 295.2 = 50.8 | 216 + 26

T8 V8 200mg 200mg(l $¥)| 298.1 = 57.1 | 226 + 24

(FIafiE + MRS, n=16)

(ug/mL)
30
2% ® /LT ufEF b 7 28£200mgl DSP)
i O 7737 ¥ $t200mg
ﬂq}‘f 20 [45H5E R Pl + BEHE R 22 (n=16) ]
N
g’,, 15
o
i3
W10
JE

0 1; 2; 3;5 4‘8
I [H(h)

MHER I Z © NCAUC, Con 085 X — & 13, B 0
PRI DFRIAIEL - W DR & o TR B W REMEA D 5,
B, 2NV FaiEd b)Y A5E200mg[DSP] & 73 Y §E200mg &
DR IR SETEREBR D CE Sz 0v S a g b)Y A 5E200mg
[DSP] DT maxB & Wtr2(FI il + KL #efR 21k 2 21 0.7 = 0.3h,
135 + 20hTdH - 72(n=16)o

16.2 ORIR

16.2.1 N{FATRASEY T«
INVTHEEDOINA T RAFE) T 4 FHTEO#E N X ST 100%
L OWEHDH % 19,

16.2.2 BRED¥
TEHE A S FILZ /N )V 7 afigF b ) v 2 600mg (5 200mg % 3 §E) % 22
WE N OSBRI MR I - Lz & &L ZJEER - & T ARG
TRENGEE E M P Cuax DA FEZILT . toax DA E L ILRDTED S
7z, [16.1.150]

16.3 9%

16.3.1 ik —REIPSE @M
T 1 0 NGRS B OB NV T RS N Y 4600 ~
1600mg/H®)Z& #4572 & &, WP IE, 4 i g 0 6.8 ~
279%TdH - 7217,

16.3.2 1%k —RAREEFTEEM
TR O T A AR 4BV 7 Tl F k) 7 (600 ~ 1,200mg/
H)Zr$eG Lz & &, BB &, BRI A i BE o 1.7 £i%
Thotz,

16.3.3 BELHADHITH
BAWMOBE 26V 7 a S b)) v 41,000 ~ 1,400mg/ H™) %
B Lz &, BFLhIEIR. MhEED3 ~ 6% Th 7219,

16.3.4 BERADEITH
TAPABEIBN N VT afEF M) Y Afgd RO Lk &,
BB IE L, ML R 0> 12% T & - 7220,

16.3.5 EEEAE
2NV T T EEO MR PG AL 90%BTH O I hRE»sB &
Z100ug/mLEL BTl A 2813 2 & Oiiadh 5 192,

B AT L2, @R IRE T e b i 3

5 EEZLNLD, PHEHRBEIKT L2V E SR TVRSE D 2,

16.3.6 9HEHE
2NV T aBOSATEREZ 01 ~ 04L/kgTH 1 . I FIETHIEBAEICAY
T2 EDOWEDDH B 19,

16.4 X3
2T RBEORPGIFRCR# S, v b TIEEIS, Sv s o s
Gy BB o w1 R0 w 2t E 2T 5 2 EHE S Tw 5 19,
M55 5 REEZOEESI1EF 7 10— AP-450(CYP)A510%. 7 v 2
O v EEERRERE(UGT)Z 0%, f-BE1EAT30 ~ 35% M ETH 5 2 &A%
MEEINTVWAED,
4-enfR DA RKIZIZ T ICCYP2A6, 2B6. 2C9 45 T-HEAS, /L 7 Ofo
Vs a BRA RO EKIIZUGT2B7 45 FHA 53 % & & 25
HENTV S B (in vitro)s
WEDH 2 L U C 200 ZEAE AR O 400 — mAS AR
LN TW5 5,

16.5 Heittt
TR 6 51 % X 52NV T a T b 7 ASEE 600mg H Il 4 G-
L7zt &, R~ ofPEIR 55 5 B LIS 55 0 # 60%(7 N v
TUBYE)TH o 720 IRPANIEEIC3ketofhé LTHEIES L, DUF
INVT RO 7V 7 a v EEFIA AR, 3-0H/K. 2-propyl-glutaric acid.
4-OHfAR, 5-OHfK. 4-ketofk. cis-2-enff. trans2-enfA®DJHTH V. K
ZALIR, 3-enff, 4d-enfkidiI & A EHEIE S N0 722,

LBy 2V T ABEORELEOIRFFEIEE L] ~ 3% & O D % 2,

16.8 ZDft

16.8.1 AzMMFiRE

(BETAPABLIVTADAICE I MRITHEEDERE)

(AR A #EIE 1240 ~ 120ug/mL & W SN TV A D, KHORE
BdHY, ZOTFBRIE50ug/ mLE RS %2 LRRIE 150ug/mL
LT 2HEbH 5,

(iBRH LU DROBRREDER)

QAR B IE 1L 40 ~ 120ug/mL & W& SN TV A DS, KOS
HY. ZTOTRIZS0ug/ mLzR~ET % LBRIZ 150ug/mL
LG bH b, BUEMEREZHNE LTWa 720, FHIKIC
MHEREE =4 ) ¥ Z I3 TR VAN, AH] 0 42 5 R L2
IRIREDZALD B o 7250, FHI L BRARDE S v
A, BEIS I REE =5 ) Y SR, R
LT ENVET L,

(BB RAEDREMH)

Q)AL AP EDSARES 72 > T ez, JFHIY IS I g € =
5) ¥ FIE M TIE AR DS, ARH] o H B (AR IR o AL
W o 72 EHITE, LRI CMHPREE=2 Y ¥ 7 &7,
HEHET 22 EBEE L,
1¥) ARF DKL S N7z 1 HHE I EE 400 ~ 1,200mgTdH %o

17. ERPRERAE

17.1 AR RLMICEET 5k

(R b LVES DRDBIKEDEE)

17.1.1 B —EERILEEER

KET, BUBPEREE B A 1798 2 512, SV T ag, ) F AL
375 ARE ARG T A S EERILIERB S ERI N, Z0
FEA H SRR AT RE T 2% < & b 50%PL R &R L 7-Hl
Ald. NV T aEERE48%. ) F Iy ABEA9%TH D NV T aEERE R
U F 7 LBEE BICT T2 RBEBUICHNARICENR T, F5E
FLRIZOWTN T ORI TS (B L 2B 50E, TRk OY&9 0
KRTdHo720



17.1.2 B —EERILEREER

KET, VF 7 2B LRV % \WIE AR 7 36 61 B
PREREICOWT, 77 REFRICNV T OBORENEE FR)
PED ZEEMILEBRERIC L ) B Sz, TofR, EEAVERT
filiTE H T & % B sl RE#S A s R O 2L E & 13NV 7 o iR
BET54%, 77 REETE%E SV SO CHEICERTV, 7
T 2 RBEICH AV 7 0 BRI T RSB EE 0w A E SR
OOLNLH o722,

18. EhFEIE

18.1 1ERHFEF
NV TUEEF M) T AOHGACE D IMNGABARE., F/vI ViR
DEHELHIZ, tu b yREPRES NS Z EHRDO LN T
BHo SNHLDOHENS, NV TOfRF MY ADOHTADAENIZ
HRAZE E OVEM % A L 72 N O 3R 0 RIS VE T 360 L i
EINTWD D,

PUERVEF B O i B TE VE O FEIESBIVE I IS D W T b GAB AR 23
TGEEH D5 LT 2 WD E 2 5T % 29 3,
18.2 FIE{EH
18.2.1 BEFRESIIHT 51EH
RRNEBEES(T T A, v b 7HF), A M) Fo— R R),
¥ru b F 3y (T R), BEFEIE(T v b, BEERFREE (< T R),
RYTFPIV—VEB(TT A, THF), XX T T4 FEER Y R)
3§ % 20,

18.2.2 & TAPAETIVICKT B1ER
ERETADAE TN OREEFEIE(S 7 ) & #5230 9,

18.2.3 A TAPAETIVICKHT 1R
5T A A TV OKindling (4 ) % ] 5 30,

18.2.4 BREERBERVRHIBEOREEMKEICRITTE
RS B R ] O A% O FEAEPE R % P05 % (7 4 ) 30,

18.2.5 FRRNMEARARIMIC & 2 HAAMMIREI DB R ICRIFTHE
FR R AR AR X 2 55 R DRI IR Bl o0 B B S % B3 5 2 (7
),

18.2.6 BEDEMETIVICKHT 316
BRommETFTVEEZONL, FXF 7y IvkruuYy
ERF Y FEOPFHBEGIC LD 4 U5 ASSEE T %2 4 &
g 27 A, T b)),

19. A3 BT B IBILFMIENR

— MM ZFR - NV 7S R ) 7 4 (Sodium Valproate)

1b2%24 : Monosodium 2-propylpentanoate

5373 0 CsHisNaO:

g5t 166.19

IR ABRORBEOM K TH D, KICHWDTHITFRT L, =¥/ —
JV(99.5) X IEFHERE(10ONIC AT R 3\ WiRMETH %,

Ree S5 COzNa

HsC CHs

20. MFV EDFEE
PHERIR ISR T 5 2 &o

22. A
NIV 7aBEF b Yy LgE100mg[DSPJ)
100%¢ [104£(PTP)x 10]
1,000 & [10$&(PTP)x 100]
50088 [, 7NF. BZEHIAD ]
GNIVTEaEEF b Y7 LEE200mg[DSP])
100 ¢ [108EPTP) x 10]
1,000%¢ [10%&(PTP)x 100]
5008 [, /T, BEEAIAY ]
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