20205 2A%WET (B2 2kR)
AR LS EES 871139, 871179

S A4 248 Ea— 7 4 — L
BAMRREXKEISD 1 FEEEEE2 0 1 3ITEH L THERK

s

=

MTADMAF, B - BREARA, RERGRA

BAZBRA /NLTOBRF )L Oy T
N7 rYHAYOy T 5% BEIL]

Sodium Valproate

# W | ko a7 A

A 0B H R S| LFTEERN - EMEOLFECLVENTSZ L)
B o® - & EB|14 (4mL) v 7ai) ) vLs200meg 5H

— e %, g S afg) U T L

74 : Sodium Valproate

AERAEHH  :201834F 2H 15 H
HEANEEHENEH: - 20134F 6 A 21 H
BRFE4EA B :20134F 6 H 21 H
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EimEEINE RFTEAR

FA% - BLEMRS (WA) -

ERFHELEOERSE
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@ LA D EE IOV T, TTFGEEZEME2013]) 12 K A ER - #R8E358H S b b o TR0,
OfEH EOEEOWET, FEAME XIIHENE R RN 2323 S A7 RE R0 N #IGAE
DPERZEN 72 S, BT RENBEDRRE LK LD G EICIFIFNSEET S5,
IFOFABIZHT=>T
[MFEHEEE2013) I2BWTIE, PDFY 7 A M K D E A TORMEZ AL LTS, [H#RE
FIRT 23K, EFEELSHIR L CRET2 Z EARAITH 5,
A EARDIFIZ OV TIE, &35 R A TS O = 38 5 PRI A 1 AR IR — A — 2 fgidlk
LTRERE SN TN D,
RRAET TR A VF B a— T+ — AEROFF & | 1ITHE > TERL - 2863228, TFDJRS %
B E Z, EEBSGICRE LT D ERCIFMEFRC FEE UEEO SRS I o) TR O MRS
ANDA VHE 2 —IZ LV IEKIER SRNFERESE, IFOFAEEZEDLILERD D,
F7o, MERFSGET SN AR EOEEFICEAT 2 FHICEH L T, IFPSGETISN S £ TOMIE, %%
[ S L D BUER s e ARG 2 PRAT SCEC R A B CELS, H 5 WVITEE N ERESSE R —
2B KA S ET 5 & L b, IFDEMAICHT- > TE, B O SCE % E 35 E
PRI BRIH AR AR — AR — Y TR T 5,
728, EIEEHSCEEEOMERO SO LR SN TV D TR < [ E24MNE TORITEIRI
BT DTS IIARFHEICEADL Z 0 HY, TOERWICIT - ETRETH S,
FIAICELTOEER
IFZ A% B HEBICB O TRNT 2 ENTERWVERLERRE L UEH L TIEE 20, L
ML, EEESCERAERL 7 eE— g ra— FEICLAHENC LY, RISESENEIR T IEHR &
L CRAETEZ2HAICIIATEMAND 5, IFTEFREODEEEZZ T T, YiZERL ORI
EPMERR - RIET 200 THL Z LD, Fifl - REUUTHINZZ T I 2252002 258 L T
BORTIZe 5720,
FRIEPET, IFAHL ETHIRMICEEZMTT HDHEREM THY, 5% ¥ —Xy b TORA
B LIEE 2, HEELEORERHICEMLUZ2NE YFE LERIN TS Z & 28R L CE#R%
EHT20ERD D,
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I. BiEICEY 5RE

. FARORE

AFNL, AT afET BT LB ETDHTADLAA, B - BuRiRIREAI, FEE
TRIRIEAI T %,

S Tapr N g ABBO v vay ) 0L, TA 3T AT 4 v 7 ARSI RR
RS & U CBAR AR L, ﬁ%&zﬁﬁtﬂ;ﬁﬁ%%a&% LEMRER, AW SRR A
Fhi L, 1998 4= 12 H 22 HIZARZES, 2000 4= 3 A 8 HICHEZBtA L=, (EFREH
698 5 (Hfn 5545 A 30 H) _%o%ﬁkm )

JEAAE TS oME AR 2 A EEGHOBHFNZOWT CER 1142 H 1 H fFFE 4 5 -
PEHFED 104 5) | WA T L EEAEIEKS & LTHIES N, 200249 A 20 AIZ TEE
3 L O D IR OBRRBEDTENE ] DIIRE « DIENSEKR ST,

20096 H 1 H, 7427 X7 4 v ARAStE, 4% BELY 7 —~ RSt E
BT,

201159 H 9 A, T[THIERFEIEORIEMM ORRE « WRM ML - HEINKR I N,
201246 A 1 H, HETLY 7 —~HXStI B E TSI RSN, RERFEN H E
TR SRk S iz,

PR I DT= 0, LT OWRGEHEEZIT 57,

HKGREH H e 4 I 5E4
200742 H 28 A | kLT vm w7 5% L7y y
201342 A 15 A |7t b vavuy 7 5%IAKET] |kL7vry7 5%

2. HR0BERFEN - MFIFHEE

(1) AANL, AT alig) ) ULERDINRTETDHTANAAL BRE - BRREBIREA, A
FURTRRAICH D,

(2) 18 4mLH, N~ 7afig)r Y o7 A200mg #5683 DK7Y 7O5EMTH D,

(3) HEELTZTFAN=Y U EOAR=Y UEFEHL TN,

(4) BERZEWEHN WEARH) & LT, BUENFREOERERIIESE, &7 =7 MIELFED
EkEE, W, AREFFEREE, LMEKECY, B sk, FERIERED, SERE
%, MEMWER, 77 ra=—JEfEl, FEtERELBEXMAEE (Toxic Epidermal
Necrolysis : TEN) , FZRGkEIEIRIEMERE (Stevens - Johnson SEMERE) |, IWEUEE BERE,
MM DZERE, FREVERRIEL, /~N—F Y URRIEE, BB EARE, SRR ARE O RES 5
WEMERE (SIADH) , RIEMMAR, AFRERVERMZ 2 mE ST D



I. AFRICEY 51EE
1. R4
(1) 4
SV Tagr r s ay 7 5% AET)
(2) *4
Sodium Valproate
(3) AFFDHEE
—fRA LD
2. —&#4
(1) 14 (4K
o7 alt s s (JAN)
(2) 4 (4%
Sodium Valproate (JAN)
(3) RTL
AN
3. EEXANIELRER

COZNa

H,C CH

4. 2FRRUVSFE
773 : CsHisNaOq
Sy FHE: 166.19
5. L4 (F4K)
Monosodium 2-propylpentanoate (IUPAC)
6. {BR4, 4, KBS, B8
%= VPA
7. CAS &S
1069-66-5



. %5 I<EY 5EE
1. MELENEE
(1) 58 - K
FEDOREBEOMEKETH D, EFRZRIZBVRH D, BRIZOTNITTE N, )
(2) BfEH%
KIZHRD THEITRT <, =& /—/b (99.5) UIEEEE (100) (ZE&ET0F0,
(3) JkiEtE
WL TH 5,
(4) AR (OBR) , BR, BRER
MEERR L
(5) BIGEMBTEH
BRI L
(6) HEFRY
M ERR L
(7) DD XL REME
Adh 1.0g %7K 20mL (Z¥E2 L7 D pH 1X 7.0~8.5 Th 5,
2. AMHSOEEELTICEITHIREN
MEERR L
3. AN OERRRE
(1) BB
AR DRBEHRIAEEE =30 b (1) AAKFERZ Nz, Kig ETINERT 5 & &, E60
WEEAEL 5,
(2) BRI AT S VRIETE
Rz KITENP LY =T N2 —T VR OSBRI A TRV IEYE, P=Fr=—71)E
Z oy B UEEAKAREE T R U O A THK L AT 5, AIROEEREE LIREMIC O, L
IZEDRELTHEAXT MVERLDOBRARY MR T 5 L&, MBHEDAXT K
JVLIR 5 D & Z AIZFERROTRE OWIN 2588 %,
(3) EMERIES
A DKEHKITT BV T LD EER S E 2T 5,
4. FRRSDEEE
BN EVE
A EHERRIZIR )N L, R R TR ET D,



V. ®FIIZE8d 5B
1. FiR
(1) FIRORZ, NERUHER
I - vu vy A GRIR)
PEAR ¢ MO~ AT E DN T, FENH Y, WiTH W,
(2) HFOME
( TIV - 4. WAOKFERI TICBIT 2 REME) OESH)
(3) #|Ala—F
FLEZe L
(4) pH, BFEXL, E, HLE HKEOERUREY pH 5E
pH : 7.0~8.0, tbiE d; : 1.140~1.190
2. WHIOMHERL
(1) BMES (EERS) OEE
18 (4mL) #, ~v7afg) Y v LA 200meg &FH
(2)
T AV M=, IARBEITCEFHEKRT A, KREFE, oV T R UL, RIFFLE
BEBEAT IV, NIAXVREEFHRE T, HE, =& ) —N, mFAR=Y 2, =
(3) &0t
& 14 : 7.2kcal/4mL
3. BEH, FOHBEICHT IER
PAROrA
4. HEOBZEBEHTICHITEHREHR"
FEWIRAFRER (256°C, 60%RH) OFER LY, SA7aiEt M) vhinmy 7 5% HET]X
WE OTSIE FIZBWT 3FEMEETHDH Z LRI,

OEWIRAFRER (25°C, 60%RH) [ Ak aEEEE ]

HEE B =R PRA7HAM
<JHHE> &E5 BH AR IR 12 » A 24 # A 36 # H
PR
<o~ PR A T B 2 R I DR 2D02 T A A A pay
T, HFENDH D>
s ER o A o - o A
(R I) 2D02 A Bl
pH
<7 0~8.0> 2D02 7.6 7.6 7.5 7.5
bE _ _
< 1.140~1.190> 2D02 1.162 1.165
A —ME (%) HEwEABR o o
<15.0%LLF > 2D02 2.3 5.4
WA IR TR o A o - o A
< F e e > 2D02 A Bl
8 (%) *
< 95.0~105.0%> 2D02 99.3 100.2 101.4 104.0

N HRRISHT 2 EHE (%)




10.

11.

12.

13.

14.

. RRERVBRBREROREN

RO

. FEDERELE (MEBIEFHEL)

P RPRANA

. BHt

FARBAYA

. EPFHERBRE

RO

. BFIROBEMRS OHERBHRRE

S AL
KRR E I ZEEE 2 v & () ANAKFER A M ZINRT 2 & &, a0z
L%,
HEPOFEMHSDEEE
WKk u~ 7o 74—
R AR © RN BEE T
BEhte : U o KHEFT MY v LARK, 7 b= KU VIR
palli]
PAROrA
BATHTREMEDH LK
M ERR L
ARV ELRESR - NELRRLERICET S1ER
PAROrA
T D1t



V. ARICEET HIEHE
1. PEEXITHR
(1) BFETANA UNFLE - BARIE - FAEEIFER O NTRAEFIE) BLOTANAITHE
IVERATENRE S (RHEEE - B28MES) DOTRE
(2) BRE XU SR O BERRIED IR
(3) Frsdfm s EDFIERHI

<%k - MRICEAET HERALDOFEE>
[ R SEVE D SESE HIHI]
AANT, REURFHIEOBMINER DA TITA AR E L 2 LTV D BEIZOR
BETLHZ L,

2. BERUVHEE

(1) BETADA (MRE - BKRARE - FAEERELLUVISRERE) BLUTADAICH
SHRTEIES (TR - ZB1H%) Dbk

(2) BRBEUVERS DORDBRIRED AR
W1 BE 8~24mL (L7 uft h Y s LT 400~1,200mg) & 1 H 2~3 [EIZ4y
JTRAKRET D,
7L, A - RIS Uil E T S,

(3) REEFEFEIED FAE IR
Wi 1 A& 8~16mL (N7 afig) Y v AL LT 400~800mg) % 1 H 2~3 [FNZ471T
TRAKET 5,
7ok, i - ERIDS CEEHEKT 525, 1 HEE LT 20mL (S 7 el Ry oak
LT 1,000mg) ##ZRN &,



3. ERERALIE
(1) BRT—2N\wF5—9
MERR L
(2) ERERZHER> ¥
EINIZIWN T, ARZIEEICKIT 2 BRI AR S B & 70 2 BRARERBRILIENE L TV 720,
KIE T OAGREIGOBICEHH R G & 72 o 72 2 O ~EHE RGO SEE TR L B
DnThH5b,

1)

2)

KET, MR ERE 179 flE2 xR, v aig, VFULAIET IR E 3
572 “HEMRILEGRBR FEM S vz, EoRER, EFdeE (Bowkam R E ¢
72 b B0%LL EE LIZGE) R LIcEIGNE, »SV T B EREE 48%, VT U ARt

49%TH Y, NAT LY FULHE BT T B R 25% AN FEICENR T
W, AEFRICOWVWTA VT o BIECTE < RBLLIZFRIT, L OEROATH
>7

KET, VT T LG LW D WVITERMED 720 36 4 0 B EE B 12 DU
T, 77vR eI VT a RO L ANEN T EEREGBRIC LD R s
Nz, TORE, FEADMEFGEH CbH 2 BRaEhi R ER A R P R EOE(LoFIE
XV T O BRRET 54%, 7T BRRET % E NV gt CAEEICER W, 7T

BRI ANV T B B CHBICRBBE OGS WA EFLITERO o7z,

ER) T aROBYRE L OB SHROBRRIEIC4 5, 3B EoRWIEHIZ SN T

L, BEE COENAOIERRBR CHIEZR BT VARG LTV R0,

(3) ERRREERR
MR L

(4) BRROEER
MR L

(5) HREEREER

1) BEALETHERGHE
AR L

2) HEER
MR L

3) ReMHER
AR L

4) BE - WEHRR
R L

B72N

(6) A

RO

1) EARERE - SEERARBERET WIRE) - RERTREBRRAR (TTREERKEER)
MR L

2) RBE&EH L LTEEFTEOABTRIIERE L -HBROBME

ML



VI. EFEE(CEHI HHE

1. EEPHICEEEDHSHILEMXITLEME
7L
B TANAB I OTANAAE D HAATEIREEOER ) ,  [ERI KOS DR O
WHEDIREE ] Ot THERREBIEDORIEMS ] & LT v a@PIMZ IR LA 1268
STV,

2. EEEH

(1) R - FRBFE"
T RTORBINEITAN 2P TANAIE, FRIRMBIECAED TH D0, MR IE~DOf
hPEITAR VY, TEAREF & LTI, Na™F vy b d TR Caz™ F v xLoifl, XU GABA
DEEESRE D GABA 7 VAT I —EOHEIZL D GABA DHENE X LTV,

(2) ENEEMITHEBRAAE
M ERR L

(3) {ERRBRRE - FinbkE
M ERR L



VI. EMEREICEET 5IEH

1. mMAREDHR - BIEE

(1) AaREFHLGOHRE
NILTOBOEZMARE : 40~120ug/mL
B TANAEB L TANANSE D PERATEIRS, Bkt J O © DR OBRRIEIC T 26 %)
MHREIZE L IR ROBRENH 503, O FIRIX 50pug/mL 2R~ d 52@E6LH0, LR
1L 150ug/mL & T 5HELH 5,
BRI F5 K OV 5 IR OERREIC 3 A ARF O B Ui, MR EZ NS LTnb s
D, FRIICMHREE=4% 1 » F OFERMITMITIEARWD, ARHF O SRR BRI D
BALR B o T2 AEC, T LIIBFEREIE DR WA 5L, LEIDS IR EDE =
B TETY, AERETDLZENEE LY,
FERTR ISR 2 ARFOMAICER Ui, A2 HiRES /2> T, JFHIRY
(A YRR = 2 U o 7 O ERE T TR, AHI 0D B IR | B R BE DAL s & o
EHAEIE, VEISCMFREOT=X Y v 7 BT, ARSI ENEE LU,

(2) RELPREDERRE
( TEGARHBR CHERB SN DESM)

(3) BEEREBRTREIN-MHRE"
BIEIRL DLW ER SRR A T4 CERL94E 12 A 22 B [EHREY 487 SHIHR)

AT alEt Ny v st ay 7 5% AEL ROEERKZ, 724 —"—{Eick)Zh
Zh 8mL (L7 ufgS b U AL LT 400mg) FERERA S FICH R 05 LT
HEHALT e, N U AREZRIEL, 50N EYERE ST A —% (AUC, Cmax) IZ
DUNT 90%5 FE X A CTREFHIRNT 24T - 725 5, 10g(0.80) ~1og(1.25) DEFHNTH v, i
F DA F BRI D RS S U7z,

(ug/mL)

120
—&— )L TOE NI LSy T 5 % [AEL
o AR (A 7Hl, 50mg/mL)
(8 mL¥%5, Mean+S.D., n=20)

iR =
3

B (hr)



CRYPE LRI /N T A — 4 ]

HENT A—H BENRT A—H
AUCt Cmax Tmax T1/2
(ug * hr/mL) (ug/mlL) (hr) (hr)

SNVTaEF R T A
w7 5% A EL]
FEE YA
(va > 7#l, 50mg/mL)

1553.27+271.61 97.02+13.24 0.81+0.51 19.31+3.46

1537.10+323.77 98.65+17.14 0.84+0.50 21.05+7.38

(8mL #%%5-, Mean+S.D., n=20)

PN AUC, Cmax 50737 A —4 1, BB ORI, RROTRIRE - %
DB L > TRADATRENN D 5,

(4) s
ZCHMEE R L
(5) BE - tREOEE
( IVIL-7. MHEAEH] OHEZH)
(6) BEH (REaL—P3y) @BHICKVHIBAL-EMERSEEEER
ZCHMEE R L
2. EVMEERI/NTA—S
EMEIRB/NT A —F (B WA SRS E)

AW R R 6 #1100% (FIFRLOEWNZ X S 720
MmfEPE AfE e RS >90% (3L F100ug/mLLL FOEE TIIFEE N+ 257)
Oy AR S 0.1~0.4L/kg (IFIEHBSNEIZFY)

6~ 8mL/hr/kg (fEFERKA : 16~605%)

13~18mL/hr/kg CNETANAERE  3~165%, HAIFK G

(BIE T, 2527 V7 7 AIRA L ZITRVD, EERO 7 VT
TURIE T T EORENRH DY)

PR H R 10 1~3% (REAK)

¥ IR E 100% & ARE

(1) BHAZE
EEE R L

(2) BRAGEETER
REERR L
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