* % 202643 H LT (554h0)
% 20254E10 A 2ET

iy

& IR

FRHAM - 34

LIVSE (N

el
Han

EE - BSOS RV HEHT LI &

MCThAhAEL R - BRI SRR RiBRoRA

H AR AE R it o0 J
871139, 871179

BAERANLTOEF MU D LEE

NWILZ7° 0 F IS I DL 5: 100070
IWILZ°O&EEF NI DL 5:200057%0

Sodium Valproate Tablets [AMEL]

$£100mg $£200mg
KR | 22300AMX00265 | 22000AMX00281
W epanG 201146 /1 19844F6 )]

2. BE (ROBEICEBESELEVI E)
(RhEEE)
2.1 WELTFEEDD L EE[9.3.1 BHE]
2.2 JIVNRA LRI E 2 G- 085 [10.1 ]
2.3 RETA IV NVEEEOER [EELST v E=TIAE
VBHHEDLNLEIEDH D]
(FEERFEDFAEMF])
2.4 TSR L T AW REE D H 5 20 [9.5.1 BH]
3. ARk - MR
3.1 #rk
Wi |V 7 OB )Y LGk OV TR b Y A
g 100mg [ 7 AV 200mg [ 7 AV |
%0 1gEd . Hm v 7 a g |1 g, H R v 7 afig)-
Wi MUY A 100mg #&A| MY 7 A 200mg & &H
T 5, T 5,
BRI A B, 70 R | BEEK S A, 20 A
HN AT —ZAF Ny S| HLAa—AF N
VAN L 3 | 2 = SN PN S N w i S w S ¥
AFTY) VB SRV e a— A, &K ERAL
g |2 BT TAT AL AR AT T ) Y
o 0 T— )L 6000, LT 7R A, vFE AT
Y v, W E TSR | — AL~ 27 1 T —)L 6000,
HF T Na WBALF 4 v, #Htn 45 (¥
VAR ZNE (RN
JIvF o gy
3.2 HADHR
s | A& | Apeokzsg | w W
74V A
NV TaF| I — T A —
by o g YR o
WVl ¥ S 36mm
B 8 187Tmg
7 4 L A
SNV TaEF| - T A @
boyow oo g v R Kw
200mg [ 7 A p— 221
W . EAE 9 10.1mm /200
Bl JES 8 50mm
E & % 380mg
4. THEEX (3R
O&BETAPA (IRME - ESRE - BEEERELSVIC

BERME) BLUTADPAICHEI MBITEIRE (45 -
BRME) ORE
OlfR s LV S DRDIRIREDEE
OR R RIEORIEIF

Kk

5. ®hBER IR ICEBHET %FE

(REERREOFRIEMF])

5.1 AN, IR ISTED AR RO A Tld 0 AT 123
BELZLTWLEHICOAKETHI L,

5.2 RENIFER L - BEEL BT 2 A TIE VWO T, R
FIHe G- B S AEA I L 2 A I IZ LSS U
FAEBRBELAEH L2 &, HGRIZZDI L EHBEIC
FCHEHP LB I L,

6. AERUVHAE
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MWHE 1 Him/ NV 70l b ) v a e LT 400~1200mg & 1
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MBI X 2 RH OB R EAEATEO LI L ) Bk
RISEWEE DR T35 BZNDDH 5,

9.3 FripEmE=RaE

9.3.1 EELITEENH 8%

B LawZ &, HFEEDED S DNISLNIZ R L BZ
n2d b, [2.1 ZH]

9.3.2 IFEEREER L TOREEDH 2 8E (EELIFEEZD
HHEBEEERL)
JFEEBEREEDTR B H b NI BEN D 5D, [11.1.1 ]
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9.5.3 HRFIZR L 2 5T AR 25§ 556, WHERE Y K
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7eBID i STV B SAETIERTHIDHE SN TV b,
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V26 U TSR MG MENT 21790 Fu ¥y v ot
PERCTH o2 THHEDD 5o

14. BHLEDEE
14.1 EFAMBEOZE
KENT—DAETH 2 BT 5 2 &, [20. -]
14.2 EFZMFEFOZE
PTP WD #HKZ PTP ¥ — b2 bW HLTRHT % &
IIREST L L, PTP v — ORI E Y . BEOEMAED
BEOEREEAH A L, I3 L2 B 2 L CHEMBI A0 EE
BEPHEER IR T A DD D,

15. ZO/mOEE

15.1 BRERERICE D 155

15.1.1 7 CHEM S N2 A H 2 G CHEBOMTA»AFKICE
5, TADAFHRESZ R E L2199 075 K%
TSRS ER DM FE R IC BT, HERAE R HEREH D%
HoY 2725, CTAPAEDIRAETT 7L REEE KL
TR 258 < BUTA» AR - 0.43%. 77 LR
0.24%). L CADPAEORAIETIZ, 77 REEL LN
1,000 A 720 1.9 A v st sz (95%EHXH -
0.6-3.9)c /2. TAPABEDY 77 V=TT, 79+t
REEHN1000 Ad720) 24 NSV EEIEENRTWS,
[9.1.2 =]

15.1.2 AH & ORBERIRITH S TS, JbBRTHEME &
NBEHRIZ BT, ZIRETD 3 % A BICAFNICERE L 72
RPOWINL, FEP) F L LUILNRF T2 AEFEL 72K
OB L g LT, MRIGERE ) A 7 O REd 5 i
DL (FEANF— FH1.50 [95%1E #H X /M :
1.09-2.07]) ¥, —H T, TADPAZETLRB A ISR E L
T2 TN S N BIERIFZE I BT BT 120 H RIS
ARHENCIRTE L 725G ORI, AFNCIRE L T nwiHEH 8
EIRER L CL MR E B MR SSEE ) A 7 OINERE
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16. ZEHEhHE

16.1 MAEE

16.1.1 BE%E
fEERERS A 8 BNV T a g 1 7 A%E 600mg (200mg %
1Al 3%8) ZHERELI#S- L/ & & oMmig v 7 o kil
DR Y EAE ST A —F U TOEB) THo
721010 0 [16.2.2 ZHE]

(ug/mL)
60

50 R
o—o ZoREREIE S

40

m

=

o 30

B

= 204

o

0

0 10 20 30 40 50 60 (B57)
TEFERCNAZ HLRE O35 L 72 & & O IME i EEHERS
TRERE R A BRI S- L72 & & OFYBFE/N T X — ¥

Tmax Cmax AUCo-o Tz | CL® Vd
(hr) | (ug/mL) |(ug-hr/mL)| (hr) |[(L/hr)| (L)
ZefE | 0.92 59.4 964 9.67
5 | +057| 6.7 x5 | 24| 0T Ly
fri% | 3.46 50.6 863 0.83 | 9:09
5 | £0.66 | =4.2 +195 : +(.42

mean+S.D., n=8
) Vd, Kel £ )&

16.1.2 JUF75 X
SNV T OEEOWINEE 100% ERE L2 &, 527 ) 75
v ATHME AR (16~60 7%) T 6~8mL/hr/kg. #HE
MR TADPAEE (3~161) T 13~18mL/hr/kg & D
B 512,
WEANBEETIE, 52707 7 2 AT & 2T 05,
WD 2 ) 75 ZMET 5 &L OMENDH HY,

SNV TUWOLEGE 7 )T Iy R EICEEG ) T T v A
CIMAE R IR AR OFE R 1T 512010,

16.1.3 EZHFRIFMHFER
DNVTOERF M) v A%E100mg [ 7 AV & T8 v
100mg %, 7 O AF —N—KZ X W ZNFN 14 O V7o
fg 1) 7 A& LT 100mg) ERE R T3 - |2 £ B Bl T
5L Tl rp R LRI 2 02 L 155 N shiiE s
A—% (AUC, Cmax) 22T 90% EHEX M1 Thiait
W& AT o 7245 %, log (0.80) ~log (1.25) D#HFANTH .
T O 2 W 2= 0 R SEPE AT R S 72190

YR/ ST A — 5 (W)

HE 8T A =5 BHING A=Y
AUC (048 Cmax Tmax Tz
(ug-hr/mL) | (ug/mL) (hr) (hr)
’,;’;Z;ﬂ“oggg 270.41= | 18.39= | 1.04% | 12.13%
[7 2] 70.91 4.53 0.43 1.64
TN VB 286.43+ 19.55=+ 1.02=+ 11.86+
100mg 56.49 4.72 0.42 1.41
(Mean*S.D., n = 14)
(ng/mL)
25 -
—e— JVVT OB b U AGEL00mE Y A )b
if1 ---O--- TN > 8E100mg
4 20 Mean=+S.D., n=14
i
ES
27:’2
it
*
b3
B
N ‘ \q
0 6 12 24 48 (F )
e 51415 [H

iMmEEhRZALRIREE (R R FESEE)

MAE R EENE TNZ AUC, Cmax 30787 & — 13, Wb
DI, AREOTRINAEL - R FEORREMIZ L > TRR S
TREED D B o



16.2 RN
16.2.1 N FT~XASEYF 4
INVTAFEDINA FTNRAFEY F 4 IZFIEOEN LS
T 100% & DFEA D 516,
16.2.2 BEORE

fEERES A 8 BNy T a g U 7 A%8E 600mg (200mg %
1M 3%E) % Zefghs i OVERICHRBREORS Lz &, 228
B 5 & T ARG TIEWRIGEE E 8% OF Cmax DA
HRAT. Tmax OFERIEEDZEO SN2, [16.1.1 =
i
16.3 9%
16.3.1 FHEBEAOS

F v MZUC VT aEEF b v 4 (100mg/kg) & FRIHE
H-L7z8 & #5930 5 & DM~ 54 1 H > /N > B
i > K > Rl > Mt > B > Ol > SE AL > B DIATH - 7217,
16.3.2 [Nk — MBI &EE M

FATRT O/ E A NIES B 9 flic NV 7 afE) ~ Y w4
(600~1,600mg/H) ##5 L7-& &, PR, Mg
JED 6.8~27.9%TdH - 7219,
16.3.3 Ik —RRAZRIFT@EE M

HIRF O TAPABE 4B NIV 7aBF Y 7 A (600~
1200mg/H) Z#EF%G- Lz e &, B e &, Rk
PR EED 1.7 Tdh - 7219,
16.3.4 BIHFAOHKITH

I MoEBE 261NV TalEF MY s (1,000~
1400mg/H) %#%5- L7z & &, B, mhiggEo 3
’\'6%’/6%071:20)0
16.3.5 BERADBITH

TADPABRE IFNC NV FalF b)) AsEE RS L
7ol &, BEEIRE L, METIEED 12%TH - 7220,
16.3.6 EAKEE

2NV 7 OO MR S GHRIE 0%EBTH 1) | Il iE s
B X Z 100 ug/mL LLETIZFEESD M 5 & 0#Ht)s
25)516),22)0
EEFEGHEIMET LA R IREE I IR mAE rh g i
T35 EE25N50, FIlEHRREIZET L 2w
éh»(b\514),23),24) o

EHREEE (in vitro)

—

IR 20 50 100 150 200

(ug/mL)

o (o | 9139 91.36 83.63 85.52 80.03

TEEE AT 2072 | £0.20 | +0.72 | +0.74 | *=0.37
mean=S.D.

16.3.7 A
IV T OO AL 0.1~0.4L/kg TH 0 . (ZITHIAE
WIS 2 & OHEDH B0,

16.4 X
2NV T U BORPATRFIE TRH S, e b TIREIC, Svs
O UG, BTG, w. w1 RO weBILE 2T A S LAY
ME s Tn5p9,
BG4 5 R EZoE&1EF b7 a—24 P-450 (CYP) 28
10%. 7 vz u riggEfigEs (UGT) A540%. B -RAbht 30
~35UREETH A Z EHWMEENT VB,
4-en ROERIZIEFIC CYP2A6, 2B6. 2C9 47 THEAY, /3L
TafEO 7V a v ERIEEARO L IZ1E UGT2BT7 0 T-fi At
BA5-9 2 Z L DSHRE ST 5255 (in vitro) o

16.5 HEit
fREHERL N 6 B % RNV 7 afEF Y 7 A5EE 600mg B
BRI S- L7z & & R~ OBHEE 133 5% 5 H LA
BHEOF60% NV 7 ufEbsE) Tholzo RPAITE
12 3-keto A& LTHRIES L, DUF NV T a7 vy
R¥aA1k, 3-OH 1£. 2-propyl-glutaric acid. 4-OH 1k, 5-
OH &, 4-keto &, cis—2-en k. trans—2-en fADJETH 1 |
REALIR, 3-en 1K, 4-—en fRIZIT & A EHEM SN o 7220,
BB NV T OO REAARO R BRI 1~3% & O
A3 2102

16.8 Z D1t

16.8.1 AxhMFiRE

(BETAPABLIVTADPAICHEI BIRITHEEDSEE)

(1) AR 40~120 p g/mL EHBE ENTWBED, &
FROMEDD Y . FOTFRIE 50 4 g/mL ZRET 25 L
PRIZ 150 ug/mL & § 5 HEDH 5,

(R B L VIR S DI DIRIREEDEE)

(2) AR L 40~120 p g/mL EHH ENTWBED, &
FROMEDD Y . FOFRIE 504 g/mL ZRET 2 & L
FRIZ150 ug/mL & T2 HiE L H 5, AMEMHEZEE HIYE L
TV 7o, FHIICMHREE =4 ¥ 730 TIE v
B3, ARHN O =B S RIRBEED LD H - 72650, T
L 720D D5 S N WA S, LEIE U g
FEE=S) V7R, HEMRETLIZENET L,

(FEERREORIEIT)

(3) AR EEEDSHAREC 72 o T\ 7200, AN [ i i
BT ¥ ZITETIE NS, AH] 0 F 538 IR | 2 B R
IREEDIEALD D o 723 A5 12013, LEIS Ui E = %
)y 7RG, HEET L2 EREE Ly,

16.8.2 /N)V 7 UfES b)) 7 A5E 200mg [ 7 AV ] 12D\ TC,
[RE I E TSR DML T2 O A - mg R VSRR T A 9 A
VEFRBC I8 4E 11 H 24 H SRR 1124004 7)) 12H&D
& MHEHEFIO/NVTOEES MY 7 288 200mg [ 7 AV
(& b &SRS L 7o AWy R SE PR BRI B v TR SH
DHEFR SN TV D)2 fEERE L Lz b &, B EH RS
EHIBEE I, SRR EEE & A S22,

17. BRRRRIE
17.1 B3R ORLMHICEE T 2 38R
(R B L VIR S DIRDIRIKEED L)
17.1.1 B —EER &R
KIE T, BB EEE 179 B2 0512, NV 7 afg, 1) F
T AL T T R % 3HEEG T 5 ZEE R ERE
B SAILTzs Z ORGSR, FIHYEE (BYRFMRETL R LD
50%LL F2E) AR L7-EA. NV S OREE 48%., 1) T
AHEA9%TH ) VT OBEER ) F I AL DI T TE
R BWBICHREEIER TV 2 BEFERIZOVTNL
TOEHETE BB LAERIL, LR EREOATDH -
-1)
17.1.2 B —EER R
KET, UF 72125 LaWnhd b0 ZEmo %2 36
BB EEBZICOWT, 7T RERBIZ L 7Ok
OREEEAHENZEERILERBIC L) R Sz,
ZORER . TEARMEFEMEE CTH 4 BRiHIR R A A
JEDZALDOEIAI1E NV 7T O EREE T 54%. 79 & REET 5%
ENNVTUBETHEIZENL TV, 77 BRI~
VT OB CHEICEBBEEOBWHERERIIFO LN
75’0 f:Z)o

18. ZEhZEIE
18.1 fER#F
ARHEIOFEG-12 X 0 PP GABA JEEE, /83 ViEED LA &
BT, ko b= UREMRESI NS Z EPRBEOL LT
Bo TNEDHEENL ., KHNDOHT A D AR ITHREEY
BOVEH % 4 L 72 BN o JIHLR O BREE 2D L%
ENTV B0,
PURRE I B O Fr B 38 O FSFE I E R I DWW T & GABA
W%@Eﬁﬁwmﬁﬁﬁtfwéﬂ%ﬁﬁ%i%hfm
631 32 .
18.2 ZEIB(ER
18.2.1 BEFREE (T 51EH
RREBRES (YA, Iy b, THF), AMYFZ—%
i (v R), ¥rabERy UoEs (v A), BEESRE
(v M), EERIEERE (v R), RYT TV =)V (<
11;7%#M~&x774F@%<7©x>%Wﬂ#é
33)~35
18.2.2 2 TALPAETIVICK T 21EH
T ADATETIVONFIERE (b k),
) w5 3038)
18.2.3 A TAPATT VKT 21EH
5T ADAETIVO Kindling F88 () #3539,

EEZAE (=



18.2.4 BRERBERVRIEOREMEREICRETHE
MR RNER R OSSR EZ MH+ 2 (74 F)

33)

1325¢Mﬁ%ﬁﬂﬁc;5%ﬂﬁﬂﬁﬁ@%ﬁ%%u&ﬁ
e

rP AR AR B S & B A A B SR B oD B SRS S A S L2
#l4s (vF) ®

18.2.6 BIRDEMETIVICKT 21EH

RO ETFIVEZZONL, TR Sy Ty Iyl
077 ERE Y FEOPAGICL AL S HEED)TTE
TERZAEICIHT 2 (YA T k) 9

19. B3I BT 2 B({EZHAER
—fii &
N7 afEF b 74 (Sodium Valproate)
1L
Monosodium 2-propylpentanoate
SFR
CsH1sNaOz2
SFE
166.19
MR
HE O REORETH 5,
KIZHED THET R, ¥ 7 —)b (99.5) JIEEERE (100)
BT T,

IRt TH 5o
BER
CO2Na
HsC CHs

20. BURVL EDAE
R PEDSTR O T, ¥ — B 1A & B TR
L HRHERECTPTP v — b6 HEHnwz &, F72,
BB LTPTP v — FEHEEL 2V D BET L2 &,
[14.1 M)

22. A3
GSv7OgF YU LS 100mg [7 A IL])
100§ [10$E (PTP) x10]
GSv7agF YU LgE 200mg [7 A IL])
100 42 [10 % (PTP) x10]
1,000 $8 [10 4% (PTP) x100]
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