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I. MEICEA9 HIER

1. FFEDERE
SNV RERIE, 1882 FRIZT A U M THME I, BHNFEE E L CEHA STV,
1963 4E H.Meunier 2’V V XIZFHER ST -0 7 b7V — V&2 L 7 a3 i+ 2 =
EERMLUTEEE, BuCANAIE LTOMENED HiL, 1967 FIZ7 7 A TH TAD
AERE L TAREI N,
AFNC BN TIT Y AL 1967 £ BT /37 U OBFICE T L, HLTADAIRO K TR 2
2 ) == TR 5 TIRIEWVHICANAARY ML ERT Z L DR S L- L RRFIC, B
RENZ BB CT AN (BRCERTADA) IZEWAEINENTED i, 1974 4 _7/\/7/
BE. TN vay TOEKRERTZ, EO%, BRIV ENEZ B R LA S AR - K FEA
TEOBMELT 72, s, v afgth U v AoMEE GEmRE) BANTthoBTANA
S & bh U C i H R I A 8~ 15 B[ &8 < R R OB N E T T, T8
7> REE 100 - 200 (Y 1L 20X 9D RERKRELSG D =— X2t 2 5~ Y ik fFH Al 2
BAE L TR Lo~ MU v 7 2 Z A TORBMERAITH Y | 1990 FIKRBE ST,
sV a O MREHER . FRICEYERYR ISR 2 G 20 1966 EI2 7 T o A TR E
Sh, 0% LA VT aBEofa AMEEZ R TREDHR O, 1990 FRICITKE T EEM
%ﬁﬁ%ﬁiméh/1%5$’wamﬁuﬂ@ﬁ%%(ﬁ50%)®@%%Kﬁﬁéﬁ
JEH L LT FDA (Z I, BIETIZY FUL LT ATE BRI E LTA HWS
nTuns, Az wfi%ﬁﬁ%i%%éhfm@wﬂ 2V 1 i O B J OV 5 95
DOERREE(Z 6 5 A AMEITBEIC TESRESE BN OFFE LR B, 2002 (2B I0E S
S,
F72 2010 4, T3 UBE 100 - 200 (4EF), T3 v a7 B%ICOWN T, AR AR
IR T IR vz,
sV e O R FEAEORIEMHENZ I3 1T 2 A 2MPEIL, 1988 T HE S 41, 1992 F1Tix
TEARINBOEHER Y 7 AA—N—FBRICBWTHEHAMENRENT, £O%, KETT E
B R R ERER 23 FEhE S, 1996 4 Hﬁf%@®%f%ﬂ%&be®ALi@mTéﬂ
7o BUETITKREZIZ U, BONEEICH W TS F RS MERIEIH O % RN L L TIE
<HwHRTWS, iﬁﬁ:%mfuﬁmﬁﬁi%Mﬁwvtw&umx20mﬂ5mﬁﬂcH@%L
D LENED EOVARATRIE - FISHERFISFE] (TR W Tl S L2 R, v 7 mfgo g
TRFEAERIEMHN 30T 28 APEIIBLIC TEFHES LR OFETH  AMHPFEICHEET D
EFE S, 2010 4510 A 29 HIZ THEF - i AEFSRS ERLE ] OFFTRHGA
T L, RBAMCHREGEANED b, TO%, AMBGEEZITV, 2011 4 6 HIZ5@EG0
BnENnT,
2019 £E{2i%, 77347 > R $E 100mg * 200mg (2O T, BUHIAS B AR 7 (2L S vz,



2HBDREFN - BFIFHEHE

(1) & TADAITK L, HAIEE T 87.7%(128/146 B DA W%~ Lz, (I'V.3.HEHKK
1) DHEZM)

(2) B 36 K OV © DI OERIREE DR IZxT L, A AN HE S TW5D, (TV. B ERIKRAK
&) DHBH)

(3) HEAm T3t L. FEMERBLRD AT & K LT 50% L. FIZ#E LZBEORIEGIX, 7tk
REE 21%Cxf LT, N7 BT 44% & A & (p<0.05, p<0.0lvs 7 7 & &R
Cochran-Mantel-Haenszel i ENZE2 > 72 (ST —%), (I'V.3ERAAE | OHESH)

(4) 7 /37 > REEIT, Sl bR B GEHIRER) 0 H NZEE A D720,

T, 1 HOEEREN 1~2[ETHY, ar7I7A4T7 200 EAMECcE 5, (VL
1.(3) ) HNZHE) ] OHEHB)

B)RIER (TVIL Z24t: (BEA EoEE) (2R3 5HE 8.1 OHSM)

ROBERRH oD Z N DD T, BlEL 01TV, BEPEO N5 EICIT

B2 HIET 57 EEUIREEITO 2 &,

- EXGEMERA
BIERFREOEER MRS FE, BVTE (TS BERR), &7 oE=7 MfE
YO ERkbEE (BEEAR) ?&*Jm‘fé’ﬁ%:ml PREFERES . LB | EHE e i/ M
HERIERIBD (O30 b B AE) | K (FEARE), MEMER, 77 ra=—F
R (WS B AR, ﬁii%&i%ﬁﬁrﬂﬁ#r (Toxic Epidermal Necrolysis :
TEN) . FJEHEEAREWERE (Stevens—Johnson SEMERE) (W3 & HEEARD) | I@HEUELE
ERE (BHEEAHT) . WOZFEM, FBEVERRIER, ~—F Y URRER (W30 S8R |
RS R E  (BEPEARY]) . HURIR ARV U RS D WIEERE (STADH) (BEFEARI) |
VEPEMIZE . AFRRERVERTZE (W37 & BHEEARH)

. %@1&0)33'”15}5?] (5%LL 1)
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0. &#ICEA9HIER

1.8R554

(1) #04 -
TN UME 100mg, TN M EE 200mg
TN CVRIRL 20%., TN L BHITRL 40%
TRt m Y 7 5%
T 37 PR EE 100mg, 7 237 VR BE 200mg

(2) *4 :
Depakene® Tablets 100mg., Depakene® Tablets 200mg
Depakene® Fine Granules 20%., Depakene® Fine Granules 40%
Depakene® Syrup 5%
Depakene®R Tablets 100mg, Depakene®R Tablets 200mg

(3) BFFDHE :
TN %, AbFL D—>Toh D Sodium dipropyl acetate DiEF. DPA IZHKT 5,
£7-. T3 R EE 100mg * 200mg @ R 1% Retard (#RfhE) 1265 <,

2.— %%
(1) & (&%)
Sl by A (JAN)

(2) % (WmaE) -
Sodium Valproate (JAN, INN)

(3) RT L
<H]

3EEARITRHER
COsNa

HaC CHs

tl\

T FRRUADFE
»¥3X : C;H ;NaO,
F= :166.19

4.

&



54F% (a%ik)

Monosodium 2-propylpentanoate ( IUPAC. JP XIV)
Sodium 2-propylpentanoate

Sodium dipropyl acetate
Sodium propyl valerate

6ERA%A. B4, S, 3

&5 : : VPA, DPA, SV

7.CAS &83%&S
1069—66—5



M. A7 ICET HIER

1.9 FREE

(1) 4487 - MK -
HEOFEEEDOHFR T, BRAIZTBWLWAH Y . BRITh T ®En,
AR ETH D (WD TRIBMENTR < . 28K TR &4 ICHlfET5),

(2) B
KITHRD TEIFRF <. =& /7 —/v (99.5) XIFHEEE (100) (ZEITRT 0,

(3) Ttk
oD TR TR < | 225 TR % (IR 5,

A Etm (DER). e, ZER
#1360°C (45f#)
(5) BRI E R REE AL -
pKa' =4.6
(6) P ECIRER :
logPoor = 0.26
[BIEZE: 77 RAav A x0Tk
A7 % 7 —)VIpHT.4 $ERIK]
(7) Z DD E L RIEE -
KR (1—20) @ pH K : 7.0~8.5

2EPBEA DEBEHTICH T BREMN
ABEROBIGE RO L B0 Th Y . BHRE TR X ke 2 L8, Wiho
GAE T T HAMITRD bRARNS T,

" F & F VI
B - G - 25°C - 24 4 H SMBLZEALIT 722 < RITERD Do T,
Bk - 80%RH - 40°C - 4 H IR &0 R Uik &2 B L2 B RITER O b o7z,

s;ﬁ)‘jjﬁk_ \o)ﬁﬁuuut%ﬁiﬁ
HABF S v afigh Y vao TERREER) 12X



AEMEDDEE:
HAZR ASv7ulig)h M) vao NERE] T8



V. BHIIZB§d HIEH

1.5

(1) FRDOXA . HERR TR

ERE | JES

=

B

e (mm) | (mm)| () i il e il A
7 U BE100mg | 82 | 4.2 | 0.19 Q - 74/%?5;%4 w75
F8 68 200mg | 9.2 | 4.9 | 0.26 Q D 74»Af\—%ﬁ4 v
77 VR EE100mg | 8.3 | 5.4 | 0.26 Q Q ﬁﬁaﬂéﬁ
7347 R $£200mg | 10.6 | 6.6 | 0.52 Q O *%Ezz@ﬁ

TINT AR 20%., T /N7 D HEAL 40% ¢

SMEL : BEABRL, B AV P UERDRRE IR 1TV - R

FNFoay 7T 5%
N IRV, PR R

T /34 > R & 100mg. 200mg :

AKENF~ U w7 2eE L, TOLeRBMEPIRTa—T 0 75 2 LIZE DR

HBAL L= 8K Th 5,

(2) HAIDWE -
BB L

(3) #AIa— k-
T/\7 U8 100mg  : KH102

TN UKL 40%  : KH111
TNy 7 5% : KH110
T84 > R # 100mg : KH113
T84 > R #E 200mg : KH114

(PTP > — MZFER)

TN U8 200mg : KH103 (PTP 3 — hIC#ER)

(ZEy— MZETR)

(120mL DI T <L FKR)
(BEFIAM, PTP > — MCFTR)
(BEHIAM, PTP v — MCFTR)




(4)pH. ZEEXL. #E. LE, BEOERURER pH #F

TNy 7 5%

K% pH ik : 7.0~7.8

ke i 1.235
=% £ s 12.3

¥ (CPfE) =19.54

2 WD

() B CEHERD) DEE:

T /N4 88 100mg
T /N7 88 200mg
T N7 R 20%
T /N7 R 40%

TNy T 5% :

T /N7 > R § 100mg
T /34 > R #% 200mg

(2) & -

c1EEPHRB AV BEET NY U A% 100mg EA
C1EEFR RV vl R U A% 200meg EH
clgHHRB AV B RY U A% 200mg G A
clg P HBESVT vl Y U A% 400mg S

ImL #H RNV g b o A% 50mg &4
18RRIV o) FY 7 A% 100mg &4
18 HF VT et N U v A% 200mg & H

T /N g 100mg

TF e —R HEE @bk, bt osan I An—R
BN A, TV VR ATV, BT X ATT U R

~ R LA, B Rud o rklro—2R b o An—RA (&

TN UEE200mg | s 7 2910), D= b
TN Rk 20% BHEAKT AW, NvAvaTrry R E=ATva—L (#5
380 4R 40% FAAE) . A2 T AT VI U~ TR T L

TRy ooay 5%

R 102 B, [REY . NI FFUEREEFR TS a L, T FF UL
g A F v

TR ELTER, =2/ —v, VDY TavL sy a—
VER

T34 > R & 100mg

HF Ry FE . ATT Y U IR L, BIT
kR Vo A KEHREE Fed v 7eelkrn—2, A

T /34 > R §% 200mg

Iy s/ A, B Raxr o rtrn—2, B AFFL T L
YA0B) R AF T ur LB a—, AXTABT IV Vi~
TR L FOM 4 RSy

7E) AA| 1mL I EFF 600mg 2567 5,

(3) Z it -

vy FE 1mL 770 ORI 2.4keal TH 5.




3.EAEF. AKDOABMEIIHT HEE
L7

ARFDERBRFBTICE T IREN

REMRBREROME
RIS
Hz 7244 PRAFH R PRIF I RE R
BE 1B
TQQQﬁ 95:2°C | 60+5%RH | 36 %A PTP @3/ 7 L3 o — R
T;&éﬁ 95:2°C | 60+5%RH | 36 & H PTP &4/ 7 L3 B — BN
T KL o - INT A
20% 925+2°C 60+5%RH 36 f# A - HIEEN
F 0 AL . . " Rk
40% 95+2°C 60+5%RH 36 4 A B Rtk w7 HIEEN
ﬁa“‘/\D /7" N o o A =
S 5% 25°C 60%RH 36 & H 120mL & kv JREEN
TATCREE | on o0 | 60c5%RH | 24 PTP /1% A
100mg
7’;30; ? % | 9509C | 60:5%RH | 36 IR A RREHIA Y HUR PN

WEER - sMEL (HER) . B EA

BREEROT—42 (WEESMF T CoRRSE) *
¥ T B BUE OIS TR
W% U2 100mg + 7784 VB 200mg

ST RAESRAT PRAFHIH R
o M= 3 NN
j%/ﬂ% 250C, 54%RH 6, 12, 18 %ﬂ E{/EH cI: U %{Eﬁﬂui’)f%éﬁﬁ Eﬁ %75 c\—&'ﬂﬁ
& inane N NN
el 40°C, 50%RH | 05, 1, 2, 3%/ ({./5%@)5] L0 WIRIT Ko THMBLAYN A & 2 251
R ok oy EANHOL™ 1, 2, 3tH e L
REBEE - AMEL ERESE

*1: B ANNEE LT
*2 : 300~6001x

(5%) HHOMBREOREHRICOVNT (MBRERADOASE) :
FEEOWARMEA RS . PTP @26 9 L@ E OMRE T H GRS T DT, By
T ARATRETH D,
79i



W7 L

R4 RAFIE RAE4E fAEIm @ om
Z;g;ﬁ\go"//o (1?01%;)(;\/-%@%; 40°C, 7T5%RH | 1, 2, 3, 6% H Ak L
e (TO/l;g\ 7@1.@(;3 40C, 75%RH | 1, 2, 3, 64/ 3|23
T

AL 40% ﬁiié%éif% 40°C, T5%RH | 1, 2, 3, 6] Ik L

AR E - AMBL, SRS
1) AR B 2 O TS L2 ZERBRERE I OV TIIERE SO Z &,

W vay 7 5% (HT 2K

RAF S PRI f R
40C, 50%RH 05, 1, 2, 3fN 2 n A BIChPhc BRI
FENHOL! 0.5, 1, 2, 3f&AH Eibie L

AERIEE - sl p H, E%
*1 : 300~6001x
(T Z7 2L 7T AT v 7 B OURAFLEENMEI BT 2 FE 5t bl
PRAESAE © 40+2°C /T5+5%RH., 1RFHM : 3 % A
PR (OB . pH. fERERRER, UEMIREER, EEEOWTUZEBN TS, HT A
., 77 ATF v IR e bHITHES LTz,

B> <7 > R§E 100mg + 7% > R b 200mg

PRAF5e1: {RAFIERE PRI BB
40°C PTP fk 1, 3, 6fHH 7z L
T3

30 H BT i

o P
60°C PTP s 7, 15, 30 H P

AR 6 » A BIZEE R

i | 25°C,7T5%RH | #ataj, Bk | 1, 3, 6 A IRyt

HIAT T , -
NR /1% Il 7
R (1.0001x) PTP f4& 1, 2, 3t&AH k72 L
PTP @& 1, 3, 6f&H 27 L
AR EEGRER | 40°C, 75%RH
INT 1, 3, 6f&AH b7 L

REBEE AL SR, BE e~ M T T RERBRE

E)WTHhoRBRS., S, R, B2 a~v M7 7k EHERBRK ORI R A2 REBRE A & LT MR -
AL L 72,

*1 AL T 3 > R BE 200mg D A

(BE) BFOMREDREMRIZOVT (MRERADASE) :



FEEOYGRIEN RN OPER &N L, N T WL AREIC L TH D, Mt 2 LK
(Z EDBHBANR AR, Flo, AFIORBIERE SR D O T, M-I AETH D,

S5ASERUVBREROREN
RSN

6.4h¥ & DEEELL (MEILFENEL)

W7/ VL 20%. T /N7 U HERL 40%
T HZGIFIRIC L D S DO Th > THEBRIEDOEHE, BB BIE Iz, T OB
bi% 25°C, T5%RH £&17 LV 30°C, 90%RH fR7FOLEMGTRINCHEL L=, 7Zod. FI
Thor " v7afg) ) v AOEEK TR, BObNhol,
PR OWTITEREZZ RO Z &

BTy 7 5%
D>y FHN ERAHF LIG6, HERICE - T, A%, MBI AR D L
Do sV aET R U U LAOKERKIL, pH6.8 LUT TRl LS 7 iR IERES S 72
D, FANVKDE (ST amg) BEEINDIGERD D,
B, P OWTUIERESHBOZ L,

7. BHME

W7 /N7 U8 100mg. T/37 8 200mg

(B &) . HREHRBRE 821k (N RE)
% fF : [Bl#E5% 100rpm

AR K

VPA &% : HPLC &

100-] S *
80-

ﬁ 6501 ——m— VT FE100

B / e St 200
(2%) 40
20

d : ‘ . . I T T T T ]

0 5 10 T

A (min)

BT/ DHHL 20%. T /N HERL 40%
(A &) : AR HRBRE 1 (A#R ARy R )
& fF : [Bl#53 100rpm



BRI K
VPA R : HPLC #l7E

100+ -~ e — e
80
% 60
E R
B
(%45) 40 .
—— T 209
h —_— Y L4094
20
T T
0 25 5 10 15 20

AFRE (min)

BT/ 2 RE 100mg - T/345 2 R £ 200mg  (#R7%8E)

HILEN O pH 28y, (A mEALZE L, Rk s LT pHL2 (HRHE 1K), pHA4.0,
pH6.8 (HRFH M) KUKEZTIR LFEH L 72RHRBROERILITRRO LB THY, W
AVORERIE I L CTHEBD RN T & D3RR STz,

¥, AFNL 5 KFH T 50% T2 K 5 ICBARREFL T\ 5,

100, F /4 REE 100 1007 F v o REE 200

Ew fé/’ lEw

= ,,;:Z“ -

H L H

501 501

s — e —s K

oy | e o L3 (pH 6.8) e | A e » I3 (pH 6.8)
s pH 4.0 e pH 4.0
a—— [ F(PH1.2) e—— IF (pH 1.2)

0 2 4 8 g  10hr 0 2 4 & g  10hr

R HERBR LR <3ABRiK - k>
3.5 IFfAITAHH & © 20~40%
5 KA tHE  © 40~60%
9 WA R : 7T0~90%

KaERBREE L, BRSNS RVETHEER A 50, 100, 200rpm O 3 S TRBR L7278, W

NOFMFIZBNTHIEEMICEITRO e o T,
*7-. REiEMER Tween80 @ 0.1%, 0.25%DRERIE T HIRHMEICZAVITZRD b o T,

8. M FHIERIE
A% L7



9.HAIPDEIH S DHERHERE

BT/ U8 100mg. T/37 U8 200mg, T/ 7> Ay F 5%, T/3V7 2 R & 100mg.
T /84 > R #& 200mg
AASRTT ST aligr b o LgE, AARERT SLv7afigr ) vsaimny 7 BX
OHARERS VTt b o ARiEE A o s 12X 5

B 7/\7 R 20%. T /N UL 40%
BOMG, WK a~ 7T 74—

10.BFNIPOEMRST DEE:
BT /37 U8 100mg. T/84 U8 200mg. T/87 >0y F 5%, T/37 2 R §E 100mg.
T /X4 > R #& 200mg
AAER G ~v7aip) N vLagE, BAERL Sv7aigr ) ovivnyr BX
O HASET S v alfgd 8 o LMEEA O TERE] 128D
W7 /37 R 20%. T /8N UL 40%
Wik~ 777 14—

11. 71
LR

12 BEANT HA[REMED 5 K Y
L

13EENMELRS - NENERLERRICET 215HR
ez L
(RBEOMEICEL T IX.7. BRBEOME ] 25H1)

14.F Dt
AR



V. JAEICEAT HIER

1.30RER (TR

OFRBTAMNA (MR - EREE - BHEFRFEL O VISEERE) SLUTADAITH
SHBITEREE (TR - ZBMEE) OBR

OIRRE & VIR D DIRDBKEDAE

O Freafa F 45 0 R HI

5. $MBEXIIHRICERET ZFE
(FEEfRFAE D FRAEHNF])
5.1 AANX., FERBIEOLMEMIERO A CTIEH HATFRICKEEZ E - L TWHEEICO
HPEHT D b
5.2 ARFNIFEBL L 7SR RAE 2 FR M3 2 3K Tl T, AR G- HIZ SRR R IE 5
BLL72 BT B0 U CHR R FRREELEH S5 2 &, HEGRNICZDZ &
ZBEIT ST L TR 2 &,
(fZE%]
5.1 FEERICRITAAAOERIZ, B L TWDFEBEZEMRT 57200 b0 TiEAL,
BIEMI ORI T H R AR E A2 X 72 L CWSER O [ BRI R AE O FAE
ﬁjﬂﬁ%f%é EERETH-OICFEEH L,
5.2 AENT IR BIEEZ R T DA TIT AN 2 & 2 FENCREICHAT ILER D D,

2RZERUVAE
W7 /N7 V8 100mg. T/37 V8 200mg. T /N7 VHl#l 20%. T /N7 il 40%
MEEX (R RZERUVAR

HQAW7D&TF)¢AkLT4m~1%m@
2~3 [EZ T TR A& ET 2,
. AFD . rﬁuﬁbﬁﬂﬁﬁTé

BIEEDER. BRE & VRS DROBRKE

(BETANAVB LUV TADAITHE S ERT | @
z 1
OP=t;-Y 77z

W1 HEAVT e MY AL LT 400~800mg &
1 H2~3[ENZ3T TRAKEET 5,

7e¥s. AR - ERIOS CE T A8, 1 A& E LT
1,000mg #2722 &,

(R ERERAE D RAEHF)

BT\ >ooy 7 5%

MHERIFFNR RERUAE

(BRETADABEUVTADAIZHES HHRIT | @5 1 HE 8~24mL (L7 afgt U b LT 400
EfEE0ARE. BRSLURS DROBIKE | ~1,200mg) % 1 H 2~3 ENZ/3 T TROEE3 5,
B 77 L, Fl - BRI Ul T 5,

B 1 HH8~16mL (VN v7ufig) U v Al LT 400
~800mg) % 1 H 2~3 ENZpF CRRO#E9 25,
(RERRRFEAE D FIEINF]) B, AR - R r“u@ai%m“é A, 1HEELT
20mL (L7 ufg)l RY AL LT 1,000mg) ZHEZ 7R
WZ &,




B7/V7 > REE 100mg. T/V7 > R §& 200mg

EEX [FXR BZERUVAZE
(BRETADABEUVTADAIZTHESH®RIT | @F 1 HEALT el U oA s LT 400~1,200mg
FEZ0AE. BRESIURI DFEOBIRE | 21 0 1~2 BT TRAOZET 5,

DEE) 7272 Uy £l « RIS U T 5,

WE 1 ARV et h U AL LT 400~800mg &
1 H 1~2 BN TRO&EET 5,

TR R - RIS U E T A, 1 HEE LT
1,000mg #2722 &

(RERERAE D REHNH])

7THERVAZICEEYT 5FE

(BEH L UVERS DHEDIRIREDEE)
PV a OB KOS SR OBRIRIEIC K5, 3 ELL Lo EHIfFEHIZ oW T
X, ERNA ORISR CHEe =7 AIE LN TN RN 12,

3 B R AUAE

M ERT—2 /1Ny 5r—2
BEARRNA

(2) ERRBE -
1 BMERUVRLEICET HHER
(BRRETAMAVBIUTADAIZES ERITHIEED AR
OENEGRAER (f&Fl. >OvFIT&kd) <T /76 Mk vy 7>
ENIZIT 2 2 Flioo B R 2 5 e KRR (2 3 T bR HE x84 1,301
B COERKRAGEDOMEIILL T D B0 ThoTz 29,

Ny - %ZE@HWJ . - {mﬁﬂfffﬂw .
BN EZBIEFIE) BHRNECEZBIE G0

BTN 87.7% (128/146) 69.1% (414/599)

W TADN 75.7% (28/37) 65.4% (134/205)

% DA 80.4% (37/46) 70.5% (189/268)

) IRAFNE. MIRERE . TADATEE D MR - ITEIREE . B AR ES
3) HARIHUEA I & APFE. 1969; 21: 1297-1300 (PMID:4982086)
4) SR ERNED 1 [EEDOH P Ir. 1972; 821 470-488
0@m—%%&ﬁﬁ<?ﬂ&yRﬁ>
[EIN 36 fipk [ZRBWTT 23 8 (FimsE) 1 H 1~3 D& 5IZX > THHRFESI T
éﬁ%(ﬂB@)%ﬁ%kbf\%%%Eﬁﬁé_&&<7ﬂﬁyRﬁ(%Mﬁ)1
H 1~2 [ 5ICHEZ AT Uil U7 fb 5, SR UGERE CIIE UGS 42.5% (171/402
). ki 45.0% (181/402 ) TkFELL EIX 87.6% ThH 7= 57,



o, MRFIEOBS 2B LRI TO LB THY | FFEELITT T

R BENBED BN Lo T2,

TN REENMED

A% TH5

TR REENS D

e R B AEIC x5 5 % &

14 %) (5.0%)

259 f5] (92.8%)

5% (1.8%)

PERSAT BB 5 (254 2 2 R

341 (9.1%)

30 il (90.9%)

ofl (—)

[IEQE S N S N R R S

47 5] (17.5%)

206 i (76.6%)

16 i (5.9%)

B, TNTUENST N U REESD 1 BOEEEEROET T 2 [A]—1 [F2 217
Bl TR bH %<, WWT 3 [E—2 [E] 80 i, 2 [A—2 [[] 52 #i, 3 [E—1 [[] 44 i, Z DOfth
IFIDIETH - 7=,
BIVEF RSB 1T 4.6% (19/413 ) Th o7z, FAREWERIZ, BEARE, i - 1§
M- OB 45 1.0%., BIREZ O - 55625&F % 0.5% Th o7,
B) I A il E 7 « B295 & #7355, 1988; 250 2037-2045
6) FFH AL BT 1 B2 & 3L 1988; 251 2073-2082
) KEFHEITH - 20 & Bk 1988; 250 2111-2116
@V ORF—/N—LEEREE<T 7 REE>
[EIN 30 gk D ILFRBFIEICBWT, TADABE 10161z, T /37 U881 H 2 A5
T REEL B 1 EIERE (WY 400~1,200mg/H) D7 1 A A — R—iEIC
L0, 12805 24 ERIKER O G Uiz, WRAIO RS20 L7-fE R, 2%
UGB, ARHE L BRESU ELHES N L 0N 98.9% (94/95 #)) TH-7=9,
RBIVEFF BB 1T 6.0% (6/100 ) Toh -7, FAREWEMIZ, IR 3.0% (3/100 ) .
(REHIN 2.0% (2/100 ) TH-7=,
8) K MFAHIED : (29 L #rE. 1988; 25: 2013-2021

(BAREEVES DRDBIRED AR
QOEN_EFEREEHBR<T T U8 - Mk - v a T e TR REE>

KET, MBMEREERE 179 FlZ2xt4ic, Svr e, VFv AT 7T 78R % 3
W59 5 “EHEREGRBRNFE Sz, TORE, FHWE BoRaHiRE T
Dl b 50%LL EE) AR LIZEIE X, 2V aBREE 48%., U T ARE 49% T
HY ., SV TaBEEE N FULAREE HIZT T B REE 26%IC I NEREICEN TV,
AEFRIZONVTALT B CEL BB LIEFRIEL, IRHEEOEROHLTH -
7=V,

1) Bowden CL, et al. : JAMA. 1994; 271: 918-924 (PMID:8120960)

QBN —EEREEHABR<T B ke vy e TR E>
KET, UTF LIS LZRWDE D UVIEREMED 720 36 41 0 BRI [EE BE 12>
W, 77 BRERRIC VT a0 R M AN T EEMREEREERIC LV WG
ENtz, TORER, TEAMEIHMEE B T & 5 M il R ER A S R E O 2 b0 E|
ATV T O REE T 54%, T B AREET % E NV gt CAEEICER TV,
TRERBICHA_INL T o B CHARICEBEHEDOR WA EZERR IR DN
7= 2,



2) Pope HG Jr, et al. : Arch Gen Psychiatry. 1991; 48: 62-68 (PMID:1984763)

<£E>Y
EWNIZB T DERAGEIILL TO LB Tholz,
SR B
B 7 IR A 71.7% (43/60 f1)
PRSYLi 33.9% (20/59 #il)
IRAE A 59.1% (13/22 f)

HFE & 2 W AR O BB

EEEBHDOH L,

AR TNV alES Y

U AESTE TN 61 Bl ERIRICL ha AT T TR A E LT,
ST alEsd b U AOKEEIT 400~2,000mg/ H . & 5-HRIE 32 FiA 2 4ELL L
4961236 » ALLETH -7,

9) EARTLIRIZD © K EHE# . 2001; 16: 1077-1084

) AR THRINTWD HELOHE (Bl KOS S5 OBRREDTER)
BE 1 HESLTafEF MU AL LT 400~1,200mg Z 1 H 2~3E (REE: 1~2 [F) (24
TRAEET 5, 72720, Filn - JERICs CEE#ET 2,

2 RERFTRAESF

O FERBERE<T 7 REE>
W% (1990.9.28~1994.9.27) AT AV 7= 8 FBGEAHA TORER] GRIEFI%L : 3,035
F) o, Fo7 2 REFERBNICHMO VT afipt U o ABRF O R B
fEGY 1,013 Bh, 1981 4E0D T AM AFEIEDEBRABEIC CRED & - FIEFIZ O
T, UTICUEEZ R,
F 37 R GO G5 (R S

T ARIEOERSHE (1981 4F) B (Ll b G/ AE B1% (%)

XM E (R 119/125 (95.2)

I A7 v = — FE 20/ 27 (74.1)

MR % F 29/ 36 (80.6)
?f“; weoooE g AE 98/109 (89.9)
G2 = N I AV S (5 340/393 (86.5)

B % AR 13/19 (68.4)

0 HOMOEo o % E 55/ 71 (71.5)
;ff; /oM oy % E 142/174 (81.6)
fF WM A Ak % E 135/181 (74.6)




OREEREFEORENH<SE  BHT—42>0

KGRI £ TIZEMNICB W TR RBRZ 5 L CTB 59, A CHRE 2 BH2AR e L
THEEEIT> T2,

£#F L LT, KEVKRHPFERICIHE SN RO —H 2 edl 4 5,

DBRT A

CH MR TRERH] Hi R
2) X4

EEIH 2 BILLEDORIENR S 5 16 mLl Lo 88w BHE 176 41
3) B ik

77/ AT T a ER(VPA)500mg/ H ., 1,000mg/H, 1,500mg/ H % 12 # [ 5
(W0 2 4 A, HERFI 2 SR & L. 250mg/H 2> b5 2 Bth L. 500mg/ H#E
I% 250mg/8 H. 1,000mg/H &K 8 1,500mg/ H#Fi% 250mg/4 H THiE4 %)
4)HEFR (M)
SRR 27 — 2 G Do 7o 5 Bl & BR< 171 I CREAf
- 12 M OIREMICEB T 5 4 B & 72 0 O FEHERIERBRIEK
(4B DOR—R T A HNZE T 2 FIERBUE D & O [EIER)
77 & R EE(n=42) 0.5\  VPA500mg #(n=45) 1.7 [A]
VPA1,000mg #£(n=40) 2.0[8]  VPA1,500mg #¥(n=44) 1.7 [A]
7T R RREL B L & VPA BE TR RAERBRED A B (p<0.05) 128 L 7=,
< FEAEFEBLR AP 50T & Rl LT 50%LL IS L7- BEF OEE
75 AR 21%
VPA & 44%(p<0.05, p<0.01vs 77 &R
Cochran-Mantel-Haenszel &)



bk (&ath)

B (%)
75 & R(n=44) 500mg(n=45) 1,000mg(n=43) 1,500mg(n=44)

HEFGREDL 35(80%) 34(76%) 32(74%) 38(86%)
I RE 9(20%) 9(20%) 9(21%) 23(52%)
G 9(20%) 7(16%) 5(12%) 14(32%)
B g 18(41%) 18(40%) 16(37%) 20(45%)
Z3 ] 7(16%) 9(20%) 7(16%) 11(25%)
A 5(11%) 7(16%) 5(12%) 18(41%)
HIERR 9(20%) 7(16%) 19(44%) 16(36%)
oD 7(16%) 27°(60%) 9(21%) 34"(77%)
gk 2(5%) 4(9%) 5(12%) 11(25%)
FEED E 0 5(11%) 7(16%) 7(16%) 207(45%)
ol AR 5(11%) 7(16%) 7(16%) 18(41%)
R 0 0 7(16%) 16'(36%)

% 1 p<0.05(vs 7T &R) %3k :p<0.0l(vs 77 & R)
BERGIIO T OB E 21 XP
10) Klapper J. : Cephalalgia. 1997; 17: 103-108 (PMID:9137847)

) ARHCHAGE SN TV D ENR OHE (FEERFEEOIRIEIH])
WE 1 HEASA VT afEST M) AL LT 400~800mg % 1 H 2~3 8] (R&E : 1~2[]) 12715 T
ROBET 5, 7ok, Flp - JERITS CHE BT 525, 1 H&E L LT 1,000mg #2732\ 2 &,
(3) BRPREEIEHER -
BRI L
HE e H, KAEEGICBE LT, TVILL.(3) EiRRBR CHeRd Sz iR oz SR
(4) RERMIGER -
AR L
(5) HRELRIERER -
1

~

EEALLITHAERIGRER
BRI L

2) LLEREER -

Pt

REMRER

MMERR L

EE - RAERIGER
MMEER L

3

~

4

~



(6) ‘B BrIE A

1) FARERE - BEFERARBERAE GFHIRE) - &ERFTERERAER (HEREEK
HER) -
P L

) RREMHLE L TERFEDONBXITER L I-HBROME
L



VI. ZEHERBICEYT HIER

1 EEZHICEESHHILEMRITILEYE

oL

B CTADAB X OTADANISE D PERATENREE ) TEuR I X O 5 D OBk g DI
TR BEIR R IEORIEIS] ) & LT AT UM LG ST,

2 FEEEH
(1) EREML - 1ERME 17 .
YERBRL
MRRIA TATR R Ok (S R ORHEL) 2T 0Ee T oRE T EHESN D,
it 152

VT alEpt U AL IMNO GABAGY-T X BRERIRE . RN VREE BRI E
Ll bicktr b= ROMEE LIRESE S, AFIO GABA BE O E5H1X, GABA
—T & O SSA—dh O NZ GAD DI kIZ L2 b D EHfEE I TS (FX),
sV agt b Uy AOERBETFIXNETEHENL S VTV WS MR R E ~D/EH
A LT OIH R OIRIEIEAIC L D L OMMBNE LI THY . /-, »v7Fafgr- Y
U LAOERIIRHEDC LD 0TI R, FELTATrBAKROIERICES O
EFEZBNTNAS,

PUEEA B L O 8RS EORIEMHIER 122V T GABA i s =L EH 23 % 5
LCWDREEENEZ BN TWD,

A IHT: 7=
FL TCA%1 2L "
a-rhFNEL—F mVALd. ]
#2722 ILCoA
B3ESSA-dh
ANIEER 7 LFER -
Ferasrs—t
GABAIRE :
FEE L ANGBEITAFER
; @%GAP : B EGABA-T
J\bé_u—”b-:’r‘jﬂbfri Y-7i/s0FL— b
L ) V-T 3 SRR FFLATIF - ) ;m
(GABA) il
= o
[ Al
NV O




(2) BN HEA T DHERAAE 11820 -
1. ZERFRES (T IR
Fi 42 DEBRAEDOERNIKR D LB TH 5,

A DO FRAR i xR
R ED;OEgzsllfg\(ﬁ?D; k345, U 325
e T e
ED,,mg/kg(IE1EP)

R 5o b 75~ 10002 (E)

~ A

A VR~ i )
FeomoR oW 350mefkg % FIER O 500malkg L - % 142 5 i)

ED;omg/kg(#% 1)

RUF T — LR )
b7 s ~ % 220, 7HF 290

TUADNRRA T T A4 REFHEICE D 50% 45 Bl 7 (CDy) 1
NATT A R 24.8mglkg THHH, VT HEET R U U L 440mglkg it M-
HBDORATZ A RO CDy, 1% 65mglkg
2. 2R TCADNAETILIZHT 2R
b b ONFHFIEE, ~ U A ORERFEE T 5,
3. A TADLAETIVLIZCHT Z0E
A ap @) MEAREE, 20 Kindling KA 206195,
4. BHEAABBIYXORRICRIZTEE
NEBEEEREICHT E2E
50mg/kg LA EDOFRE CUERS % U O & B 22 5 3780 H AL, 100mg/kg LA F Tl
B DIE IR U 228G 7 BTz,
2) Rk DREMREBICRIFTHZE
50~100mg/kg FiE CHRAERE DO FBEHE 72\ LITTEERE K72 LT,
3) ANHERRARIEIC & R MHEIREN C RIZ T EE
20mg/kg FiE CTHRIFE D RINEIBICHND & Z DMV R OWERPRD B,
50mg/kg A THIEN RIE TR G O D RO R R S, 100mg/kg FHERIZ
(X, IR SR OB R K OIS 6 L C ISR OIS R 2 78 LTz,
5 BROBMETIVICHT DR
BUROBMET L EEZ ONATI YL 72 Z I rna T EREF Y RO
BHIZL VAT 2 BREE TEFERZ, AEICIHHT 2, (U ZX Ty 1)

(3) Y FISETRASR - FERS
MR L



VI. EYEREICEEIT HIER

1.MHREDHER - BIEX

() AELEAEMGILGRE

AshmrhEE

(BFRETAMAVBIUTANAIZHES ERITHIEED AR

(MDA ZM AP 40~120pg/mL & HE SN TWER, FREOMENRH Y, TO TR
1% 50pg/mL Z /RIS 5 A< ERIX 150pg/mL &5 HE L H D,

(BARE EUVERS DRDBIRED AR

() BN FPEE L 40~120pg/mL & HE S TVDHR, FREOBERH VY, TO TR
1% 50ng/mL % /R4 % H-e EIRIT 150pg/mL & 5256 H 5, AEARE
HEJE LTWa 7o, FARICIAREE=4 U ZIXHEATITR WA, KAIOH
R IR BB O ZAL N B o 12560, T LIIRESIR DG O R WIGE%E
i, BEDS UM RET =21 7 &7, AEHRE T ZE0NEE LU,

(FEERFAEDFRAEHIF)

() BN PEE VBRI 72 > TR, FAIICIFREE =4V » I INHET
X723, ARFIO BRI CERRIREO BN & - 5B EF I, KBS Ui
HIREE=4Y 7 %IT\, HEHETLZZENRLEE LY,

<BE>HRERBETCOMLELEELEE BN T—2)

[ B EER 222> O FEEIR a2 W SR HE C T EER & e S Uiz 45 Bl S v e R Y T A
300~1,200mg/ A ZIFEMTHE G L, H5 6 » AWM EmBEIEREL & 5 0 3o i
15 PR B R & R RIAENT (G PR 50pg/mL K vs. 50pg/mL LA L) #1772,
ZOFER, MRt E R EREE A B S, G+ L7 o g 50pg/mL
KIHE T H AR I T,

NESY g ° o Vi
RS M3 FR SV 7 o s i
(n=45) < 50pg/mL(n=24) =>50pg/mL(1n=21)
R AERER (B1/7) 3.5+0.9 2.0+ 0.9%7 2.8+ 1.0%
S H % (H/H) 6.4+3.5 4.6+2.9*7 6.1+24

% 1 p<0.005 (vs.X—AFA ), T :p<0.05 (vs.IfiEHEE=50pg/m &)
et ST afgd N U U AEGRICALNEIERIE, BiE, (RESN, IR ER%ECTho
7D, WTNBRE Th o7, BIEH N RS NIER D% 2B 5 IiE R EIL 35~
50pg/mL T, ERHITOEITA LR 2T, 6 5 H OB KO O ORRmE 22 ]

(6% A) IZBWT, HEHERBWERIZA NPT,

W) AL TEBEN TN AELOCHE IR FEIEOFIEDTH])
\EE 1HE SV rERF Y UL L T400~800mg & 1 H 2~3 [0 (REE : 1~2[[]) 120
TRAKET 5, 7o, Fln - JERITE Ul Eigiis 523, 1 & LT 1,000mg #i#8 2 720
z&,



(2) &&

1 HhiR R 20

BF/\T U8R

fEH RN B 2T 3 U 8E 600mgn=8) % Hilnl Bt 5 L7560 T, 1% 0.92+0.57 I
M(ZEfg i 5.) . 8.46+0.66 FF(&% K 5)TH - 7=,

BT\ REE

s N B AT 37 > R §E 600mg(n=8) & Hi[u[#&% 5. L 7= 345D T, (¥ 10.26+1.51
P (22 i 5, 8.95+1.08 FE (A% L) TH -7,

(3) BRI THR SN -MFRE :

1)

HERE2® <F 7 REE, T/ 8>

tEH RN 8 BIZT 34 v R BEGRISE : 200mg), M ONT 347 U EEE © 200mg)
XN 1 [E 3 FE(600me)ik 05 L 7235 A O MG /3L 7 o BRIEE OHEBIZ T
DL THDH,

WEE & HEE L CT 3 > R BECIEHIE SISk T D PR E O E LT
etk (IR¥E% 6, 12 X 24 RO Z N E N OREIT A% G 28.0, 28.8 &
N 16.3pg/mL, ZERERFE 58 © 22.9, 27.4 K TN16.8pg/mL) 2B b, /2, &
HORBLEZ T PIWCLE LEWNAE N, (IVIL1L.() ) &% « fEHKORE)
DIEZ )

Flo, 1—a 2 N—=F A FETNAEHWTEE U3 iR N7 A — X Xk
HEOLBY THD,

(pg/mL)
iy B AR SO /LT O R MR OH S
50 ¢ v a FNTREE200 (B
o FIUT REF200 (ZRRERE)
45 —e 70T EE200 (BE)
i o—o0 FIUF L EE200 (ZRRERE)
{ﬁ (Z#ESE ' n=8)
= AEE ¢
B HA7O~ k
TZ2714—l &5,

0 10 20 30 40 50 80
(5



2)

SRR FEFH) /X T A —4 (mean+S.D.,n=28)

TN REBE (BREEE200mg) TN g (iESE200mg)
INT A—H

ZefE s - BEEG Ze 5 - ‘%G
Ka (1/hr) 0.241+0.059 0.333+0.109 16.613+18.212 0.885+0.225
Kel (1/hr) | 0.0566+0.0142 0.0647+0.0289 0.0755+0.0155 0.0918+0.0221
vd (L) 14.00+2.03 12.84+1.35 9.67+1.17 9.09+0.42
Lag time (hr) 2.08+0.32 9.45+0.35 0.20+0.07 0.51+0.25
T s (hr) 10.26+1.51 8.95+1.08 0.92+0.57 3.46+0.66
Cpax  (ng/mL) 27.9+5.3 31.445.3 59.4+6.7 50.6+4.2
AUC, .. (ng*hr/mL) 863+271 843+262 9644236 868+195
T, (hr) 12.92+3.34 12.18+4.03 9.54+2.07 7.92+1.78
CL® (L/hr) 0.79 0.83 0.73 0.83
Ka : WUIGEEES  Kel : HAHEES VA : DA H
Lag time : WNFFHRER (BEGZ M IS 3 it S5 F TOREH)
T & I REERGERER Ca eI HFRE  AUC : MR AR T mmiE T, o 0

) Vd, Kel kv &

REHES 9 <F 4 REE>
f#E A 6 BT /37 > R BE 200mg. 1[0 600mg(3 £8)1 H 2 [A], 15 [AlD 18
PEE LT 1,200me(6 £8)1 A 1[0, 3 8 MO KERE 21T\, L7 1o miETh
WLt L= (UEE - TR 7 a~ 757 4—), 2L MEETEEOHRS
(ERfEE V2 IL—va )T FROLEY TH D,

118 600mgl H 2 [0 K5 Tl 6~7 AT, 1,200mgl A 1[0 K ERE T
X7 BECERIREBICE LT,

Fo. ENENOIEER GBS 5 k& 5% OFMEREL TR/ N T A —Z 1L TERD
LB THS,



T/N7 2 REE1[E 600mg1 B 2 [E., 15 AIRERSHROMBPRELTRE

p/mb
200}

100

e

10

T/ REE1,200mg1 B 1 [, 8 BIREHSEHOMPREHT

p#e/mL
200}

100

MBS E
T T T

s
I

PP I T % Behe e 5% D HMd FE7R /T A — 4 (mean+S.D., % #f n=6)

NTRA—H 1[5 600mgl H 2 [a]# 5 1,200mgl H 1 [m[# 5.
T (hr) 4.83+0.75 7.83+2.04
Ca (pg/mL) 103.8+10.9 103.9+25.9
Coin (ng/mL) 85.4+7.6 61.8+15.7
T, (hr) 18.0+2.9 20.1+6.0
AUC,.,, (pg - hr/mL) 1134+119 1954+466
AUC,... (pg - hr/mL) 3235+442 3515+802




3) TN UEETINT VRO < T X kL >
FEFERC N 14 BT X R XX T 7 88 (FnEhosvralig - ) v db
LT 400mg) #fEHO&KELzE &, AUC KONC,,, & HITABEEITED LR -
f\_o

4) FIRTURETIT Y REOLEK< T/ R bE>
fERER AL :?‘\/\"/7 U BEX i?‘/\‘”f‘/ R # (4% 600mg) Z#fK&NHEHLzE &, AUC
WCHBEEITRO SR -T2y WRBEIR 2RI HE TR, tpa MO Cpoe T
VK A F’? ICHEBZENRD b,

5) BRZE 0 <F 7 fE, T REE>

BETE DT 37 (i EE) TIRIR TP O CTANABE 11 flextg L LT, T3
R §E@ D1 BEAY 2 [HORE U< 1X 1 BE 1 [ERA L7258 o5y i g
DANEEZ T /37 CBE 1 RS 2 [ O 5y ikE & elimat L7z,
FERIITHICRTZELTHY, T7 2 REEL H 2 B REFO HNEB) TR D
ha < T REEL A 1L EIRMREEBEFEDT N 581 B 2B RO BN
EENIIZIEREE ThH -7,

ﬂfmﬁutfﬂoaf“/ﬁﬂﬁ%mﬂwﬁftt IE7 3 REEL H 2 E IR 1.17+0.16, 737
YREEL A 1EIARARE 1.53+0.13, 737 8 1 A 2 [A143AREF 1.55+0.19 TH - 7=,

H A ZEEh D EE
T CREEIH 2 L 1 H 1R &
F o i1 H 24 IR o Fr i

{2&/mL)
150

meantS8.D.

100 9541138

Py BE=

ge2+16.6
______ ﬁ 86.0+12.8

63.2+
14.7

50l 561166
o—¢ TR GERATEE) 1H2 SR
%_1} Frir CRiE 1 B2 2R

- Fovr PREE1TE 1 EEA

|
RELTRE TEJ'_ hiBE



1) - RGUEMNL, TRIRBIMAEE DR E CRHAE LT 1 A& 20~30mg/kg Z HEIC 11 » A ~34 8 » H
WO VB FEOT R U8R 1 HEY 2RISIRL TW 2 11~18 F O TANABE TH S,
- HBRIT 1 ROHEEEEEFICENR LT,
< AREBRHNITES 1B (16 ), 55 2 BiRE (161) TT /X7 VS LT X7 REEOWT L
NESMREE, 53 (24#) TT N REER 1 H 1 ERA ST,
- S-M i IR FE OWE I TDX 8 el e sa g s T 7,

(4) B -
MG R L
(200pg/mL VL EEHEE SN DBMEAELH D, WHWD, AEE, BUEZE DR HER
SRS RIT D, BEbEEOEBIRREICROI Z &b h D)

(5) B=E - ftHAEDEE .

DEREOEE

TR UEE « TNT URRL e TN vy T >

fERERR A 8 BllZT /37 8 600mg (200mg % 1 [A] 3 §8) % ZZfE; L OV 14 12 B AR
Afh Lok &, ZIERRE L R TRER G TIIRIGHEE EE L O Che DA ER
KT, ty, OAEREENREO SN2, (IVIL1.(3) 1) Ha#E ] OESMR)

<FT /N REE>

faFERk A\ 8 T /347 > R #E 600mg (200mg % 1 [E] 3 §E) Z Z2EH K VA% ICH
ERR ARG L& &, EENKRE L BEREG TIIEWEIRER T A — 2 ICHEAITR
<, BFEOREZZTTICLE LIZWRINAE 722, (TVIL1.(3) 1) HElEE) o

ZM)
2)HrtRAEDZE

VIL7. FHEAEH ) OESHR

(6) BEH (KEa2L—33>) BHTICEYHELE-ENHADEEHER :
LR L

2 RMEE RIS A —4

(1) BB A&
[VIL1.(3) BRPRARBR CRERR S 7o DS

(2) RUVEEE R
[VIL1.(3) FPRARBR CRERR S 7o ] DIHSIR

@B)YNAAXTRASEY T4 :
OEWMENIE/INT A —2 (&5 WA SCEk S E)
PIVTAFRDONA FT XA ZE VT 4 13K DOENIZ L ST 100% & OHE N H
5 31)O



(4) HEREEEH
[VIL1.(3) BPRARBR CRERR S 7o) DS

BYVIUTITVR:

OFEMENRE/NT A —F (ZF  EF U EH)
NATaBEROWINEE 100% ERE Lz s &, @857 V7T 7 2 A THE A
(16~60 %) T 6~8ml/h/kg, #E AN TANALBRE (3~165%) T 13~
18mL/h/kg & DWERH D 32,

SMENSEE TlX, 2527 V7T 7 0 AT & IR0V, o 7 ) 7 F o A%
KT 2LEORERHD ),

NANTafgOeg 7 V7 T U AXRICHFEAZ VT 70 A & MEE ARG RO
;’g%ﬁ—é 32,34)O

O&BI VTS VRICEEHES5ZHAF

NNTaBorey 7 V7T RAEFRICHERZ VT 7 oA L R IERS S RO EE
2T B 3230, LT a O R IR A 5 2 D RO & 5 M LTS
Bald, HMEICEE T2, AV EY A BIRAl T o= b VRO LR B Y
NIV TaEORBEFET D EEZ LD P O THRICITEENSLETH S (VL
T.FAEEH] OEZR), BEAMESENMET LA, EFRE IR mE iR i
KT 2EEEZONLN, HFER-ABEITET LN E I TG 3439,

(AAATOF—4]

TN B

(Z2}gIF)  0.73L/hr (&) 0.83L/hr
T RGE

(ZEE/E)  0.79L/hr (&) 0.83L/hr

X772 1% VA, Kel L EH LA

(6) P AR -

OEMBRE/INS A—8 (5 I STk )
SN T U BEOSAEREIL 0.1~0.4L/kg TH Y | I ZFHIRIMEITAHE 2 & O@ED

&)é 31)O

(7) MBEBHKES :
OFEMENRE/NT A —2 (5 I SRS E)
L7 e O MR EEGERIT 0% E TH Y | RIiE P IEE N L% 100pg/mL LA
LTI AT S L omENH D 357,
BAMAEENMET LA, EFRECITRMFEFTIREIKT T2 EE 20050,
HREAAR LTI T LR & ST g 3439,
BEAMKEGHE (In vitro)

S
VIR B 20 50 100 150 200
(ng/mL)

faR (%) 91.39+0.72 91.36+0.20 88.63+0.72 85.52+0.74 80.03+0.37

PHRBENTIEIC L D mean+S.D.




3.

4.

R UR
IR IR &R L

B D T OWLE TRINEND,
R 4R 2

90~100%

kil

(1) 1% — KX B P @@ 4 -
FATHTO/E AR BE 9 Bz L7 afigt U oA (600~1,600mg/H) Z#5-L
7ol &, BMNEE L, MmAERRED 6.8~27.9% ThH > 7= %9,

(2) Mm% — kR BEEAFS BB -
IR DO TANAERE 4 Bl v 7 afigh R 72 (600~1,200mg/H) Z#REO# 5 L
7L &, EE R, RMAMEEE D 1.7 5 TH - 72 39,

(3) A~ DT
AP OBEF 2z v T ali) B Y v A (1,000~1,400mg/H) &5 Li-E &, &
FLFREIL, MFRED 3~6%Th -7z 10,

(4) BERA~DBITIE -
Chirh B BOINCT /S B RN L & & | BT ISEIE, Pl o 12%
Thot W,

(5) Z DDA~ DFEITHE -
<BE Ty b (BHREBEETORE) >
Z v Mz UC- v 7 ufg) U s (100mgkg) ZfRAO#KELZE &, #5304
B DK~ DAL E >IN > [T > I > Bl > fifi > i > Ol > 5254 > 5 OJIE T
8'?)0 7'—: 42)O

5.4

(1) BB B UMCHHRER )
AT aBEORFETIE RIS, B FTIREIC, 77 e B, -Bib, o,
0, KN 0, BRIEZE32T 5 Z ERIE ST D 3,



CHg3-CHy-CH,

hCroH > CH-COOH
2=tu2 ’ NTOmF by L Jvo 0L BaaE
(4-enth) 5 Bk f ~a
CH3-CH,-CH {t CH3-CH-CH CHg-CHz-CH
CHyCHyCHy -k S oHcOOH ZEE T S oom = N 6.c00H
> CH-COOH~—— CHg-CHp-CH, CHg-CHp-CH? CHyCHx-CH, 7 T
CHy-CH=GCH (LT OE) (@-enth) )
(3-enf&) w-B1t * w-1-B81t w-2-F1t
CH3-CH,-CH, CHy-CHp-CH,
CH,- CH-COOH .
CH3-CH, CH2> ecooh  oHsOHOH, ) CHa-Hy-CH > CH-COOH
HO-CHy-CHp-CHy OH OH
(5-& KO * &) (4-& FO % 21F) (3-& FA* 1F)
| CH3-CH,-CH, CHg-CHz-CHg CHz-CHy-CH,
CHy-CHy-CHy . >CH-COOH -~ >CH-COOH > >CHy
Schcoon CHegcHe CHg-CH-C CH-CHy-C
HOOG-CHy-CH, o) o) o)
PGA : (4-7r M) (8-4r MMF) BATHI )
2n-7OENT L5 — VB ¥
CH3-CHz-CH,
> CH-COOH (FAEH=ICoA) (K% 1 ILCoA)

HO-?-CHg

(7m Sb:/\,]&) J (ZEFICoA) (7AEF=ICoA)
(#2=JLCoA)
(7 T BER)

CO,

1 - 2-en {K, 3-en K, 4-en KTV TN E cis K, trans (KD 2 FIENRH Y . £/, 77 b &K
45,

s 3—en K, 4—en A HZENEFN4-L Fuxifk 5-t Rax AR ERTDEDOEZL L H DN,
KT T AL T a B b EERIL SN T Fad BB T sEE 251 T0n5,

(2) RBHBE5 T HEEF (CYP450 %) D7y FiE -
B 59 2 fUHESR OEIA1XT h 7 v— 24 P-450 (CYP) 78 10%. Z/Vv7 v fRinfE
# (UGT) 28 40%. B-B(b)s 30~35%FETH D Z L AL STV D 32,
4-en KROERKIZIZEIZ CYP2A6, 2B6, 2C9 73 FHE, L7 afgd /s a oW
BRDAERITIZ UGT2BT 43 FHEA LT 5 2 & i ST 5 49 (in vitro),

(3) DEEBHROERRUZDHE -
KPR L

(4) (D EHEDH MR ULLER 09
SGMENT — &>
2-en &, 4-en &KIT VPA XV 55\ )N EBIEMENR S 5
7, d-en KAIFEHEORBUCBIL LT % LHEES ATV S,

(5

~

EERBMORER/ANSA—4
P - L



6.5kt

(1) HEHERAL R UHRER 9 -
T RN 6 Bl % K51 T 73 o R BE@REEE200me) 3 $E 137 737 v B (i HE:200mg) 3
FE(S LT afgl LT 600me) Hial# G L, #51% 120 R E T VPA R OMRE D IR
ki A R L7, VPA K OYREI 12D\ C O HEMSE E VB RS HEI R 1 TR
FTEBO T, BH% 5 BUNICHE GRS B 60% 03 PR <7,

F 0 v R $8(600mg) T T 2347 L $E(600mg) HL[A1#5 5-#% o JR e B D HER (n=6)

o RIS R Tt RS

(mefhr) ;% {ma/n) fé
180k 2 180 [
151 70 i 470
160 F 80 *
BE10 | BOE g0F 50 &
i a0 i laog
i £ 3 £
E o5l 430 iz E o5l 430 iz
20 4 Joo Hf
10 5 410 2
0 L J g% O o ! g2
0412 243648 72 96 120 0412 24 36 48 72 96 120 =

B (hr) RS (hr)

F7o. HEREDORFPEMEBOFEIGITTRIRT LBV THY, WA GH L EIC
3-keto K& L THEME S, AR VPA D7 V7 v &k, 3-OH {K, 2-propyl-
glutaric acid, 4-OH {&, 5-OH {K, 4-keto fK, cis—2-en 1K, trans-2-en {KDJETH
0. REIR, 3—en i, 4-en KITIT L A PRSI L7272,

Fe bt 120 Bl £ TOSNHP O R PP EOEI &

R T v RS (%) TR EERGRE (%)
VPA-7 V7 v VERRA R 11.9 18.9
3-keto {£ 67.6 60.5
3-OH f& 10.0 8.5
4-OH 1k 2.8 3.1
5-OH f& 1.5 1.7
PGA 3.7 4.8
4-keto {£ 1.0 1.2
cis—2-en & 0.8 0.7
trans—2-en & 0.5 0.4

(VPA Y| U CHEE)

(2) HEit R
OEYVBENS A —4 (5 i/ STk E)



PNV T B RORIACARD R PEERIT 1~3% & OWEDR DD 19,

(3) B
[VIL6.(1) PN, K ORI ) DIAZ

U RAR—2—ICET 51E#HR
EERe L

8.EMFICL DIREE
JEREZEAT 50 R ER R L
(BB R 2D LT CAPDIRHe IR E T E] 2 3 A 7o R . VPA
IR AR 2 7R U 7223, R B 1 3D L 72 T & OED B 5)
1% Z A DA ERR L
(&;é&f“[%ﬁiﬂ SN D BEIGITARGE)
ECHZ M REDT - RZ 4Bk L



I ££% (ERLOIEES) (CEJ SHEHE

ANEEZNDER
I TV

2ERRNBEETNER

222 (ROBHIZIFEBELAEWNI &)

(GhEEHIE)

2.1 EERFEEOS L EH [9.3.1 ]

2.2 H VSRR LRGUEME A G o8 [10.1 2]

2.3 REFEVA IV NVREREORE [BERET VE=TIERSLLDOND Z ERH D, ]
(FEERRHEAE D FAEF])

2.4 TR XOTAEIR L CW D aTREMED & 5 bt [9.5.1 2]

(AEE5)

2.1

2.2

2.3

2.4

AFNZ XD %2 F DI FFEEOHENRE I TWbH itttz e L, [IVIL6.
(3)) DIEHMH]

TR ARG E O 5 I AR O ML P EME T L, 584 78 L7 fE 6l
BICHEDE NNV AR LRGVEWE E AR O Z LR L Uiz, [TVIL7.(1)) oS E]
AENZ L DET V=T MIEDOREBRE SN TWDLHELVREFA 7 VICEFEOH
LZERETIIERT VBT HMERRY A7 BEED . EERIERICORNDZ ENEX
bIDL., RBEVA I NVBEIEDBREZE~ORK O G132 L LT,

<GEFD : 2019 A 4 H SETRE>

ok 31 4 3 H 28 Aft  JEAGHEVE EIE - TGRSR ERZ SRR RS R
W) ([CESE, Mg, TRAZER) OHAKET L,

P R T OWRM CESE O EEOLE CFR 3144 A 1 HEH) 20,
NEAIZE D) OEAREILSNDZ EnD, AFO THRAZE ) OBRIBAIZONT,
Rk 30 REEES 12 [FI3EEH - BN HAR RS FORSER ML FE L2 RS2 A0 R
AT THREN T O,

ZOREHR, TRAZED ) LS Tnd HEEXUIERE L CTW D AgEEOH DA 12
BALT. eI D 5 b [THERBIEORKIEMSI] ~DEHIX 15z & L7
[TVIl.6.(5)) DTS ]

(2019 4F 3 A 28 HAY JEAEF@EEE - AiGf A RE KL 2 Rk kmm 38R %05 0328 55 1 5)

SHEEXRIIHRICEHET 5 EE & TDER
(V.2 BBESUTRRIC BT 2758 ) 22T 52 &

ARERVAEICEET 5FE L TDER
(V.4 HELOHEICEET L HER] 22752 L



S5EEREARNIE L TDEH

B EELEARNEER

(FhRESIE)

8.1 EHERNITFEE (BEYH 6 » ALUNIZZ ) BNHLbNbsZENnHDHDT, 5N
6 » ARNIEMCIFHREMRELITO 2 8, BEOREZ FDICBIET L2 &,
F D% b E AT EAN I RERM A 21T O Z AR E LUy, [11.1.1 BE]

8.2 W7 VE=TIMIEZME ) BEREENSL LD Z EBRHDHDOT, EHMIIZT v E=
THAZRET 57 EBEEL 712179 2 &, [11.1.2 ]

8.3 HH I EHIMIC B RERE, MKMREZITH> Z ENEE LV, [11.1.8, 11.1.5 &
]

8.4 MR&, WE - )] - REEBRENEORTAEZDZ ENH LD T, KAIKS
HOBEITITH B EOEIREERE (O M OBEICIEF S TR VWE I EET L 2
&

(BRRETADAVBEIUTADNAICES ERITHEEDAR)

85 (534 REETIL 8.6
HARPIZBIT 25 EOAERED IV LESEORIEIC LY TAMNABERIRRES
HobLNDLZERHLOT, FHETIETHEHAITIE, RalCBET 57 SEEIC
1oL, [9.1.4 (7 REETIZI.1.5), 9.8.2 %]

(REERREEDQREINF])

8.6 [T /37 REETIL8.7T)
BEORAEEES~OIEN R 2ol b—BARKIOR 52 H 1L L, #&5HkEDHE
PEIZOWTHETT 2 2 &, JERDBEEDFE D HILRWIGEITIT, B L &5 2 fitii
Lz &,

(fZE%]

8.1 L7 u R ARHCIFREENE LD Z XA EZEO THRE SN TND, LD
P GATBE U CIINTHS M 2 EMIIC RS 5 Z E N E LU, [[VIL8.(1)) DIES ]

8.2 [IVI.8.(1)) IVI.2) [VI.6.(1)) »IEZH]

8.3 AANIEMMMLEH I D Z ENZ VO THIEEMRA LM b B IERE, MEHRED
FhENEE L, [[VIL8.(1)) DIES ]

8.4 AANIFHARRINHEIER , EIERRIHER 2 H/ 3 5701 TIRKY NEED - £
71« KHHEERE SO T | BEN D AR T E TE RV, 1o TARAIZE L LT
W5 EEITITE B EOBEREMSER L M O R OBEICIEEFIERnWEH, BT L
&

8.5 PLCAMAIIIAMICE A IE, MET 2 Z LI TANAERRENRD Sbh
LZ2E0HHDOT, BEEPIES LATEET DBREITITRA T 2L PRMETH
%o ElE. EIREOLSIIRCEET S Z L, [IVIL6.(1)) TVIL6.(8)) DIHZ ]

8.6 FEHNRABEICH W CITIERERIED HEATE~OFEBE R L, AA| OB 5HksE % Fit
THMEND D, £o. 2HRDBEEO SNRWVEAITITEBR E B ke Lk i
BETOMLENRD D,

BT/ 72 REDH



8.5

8. EELEARMIE

(e @)

oo S 7 rlgd b U v KB A T o BB IR W TR A 2 AANZ O D B A
D8%6. MPRENEE T2 E03H50 7T, MHREZRET L2 ENEE LY,

(AZER)

F R

6.HED

Ma

7o REMRIBIERAI TH L Z LICKH2BEFRHTH D,

BREZATHBEICHI IR
HHE - BEEFOHLHEE -

9.1 &t - MEEZEOHLHEE

9.1.1 EVMBBIEDRETEOHZEE

9.1.2 BREROBERVERSEDHIERRVIES DROBIKEDEE
HEAEMSCHEERSENELT2B8ENNH 5, [15.1 ]

9.1.3 REVAMVILEBENTEONLIEE
LIFD LD RBEICBNTEL, RFEGANCT I/ BOTEOREL %
Bt aEEbic, AFFGTIX, TUoE=THEOEBICER L, o7
BIREZITH L, BERGT VETIENS ORI BENLLRH 5,
[11.1.2 BH]
« JRIKABA D s U < VRSB O B RED AT D & 5 I
- JREVA T VEEE TR E A O FLIESEC OFIREED & 5 B

9.1.4 (737 REETIX9.1.5)
EBE
(BRBTANMB LU TANAIZES ERITEIEZ D AR
BHEZRIET D513, RAICBET LR EFICEETHZ L, [85
(737> REETIL8.6) &

(##E5R)

9.1.1 HWIZBE 7 B CIERAIR 502 X 0 BBUEZ 5| &k Z 9 alRErEN B D A2 1E
HIZEGZITOMERD D,

9.1.2 TER I LR O DIR OEREE DIRIE ] ~DO#GICEET 25 4 Bfs L7 BRIC
KE O LEOLIMFHAZSZICHH L7, BRREILD 2 FEORAFRER D
BHTHHIENELL . THUTKHIER OBHARD b b £ Tl T % & & 2
bNTWD, £Z CTHEDOMGBRMEZ AT 2BFITEEICKRELIT O LELRD
%, [TVI.12.(1)) DIEEH]

9.1.3 REVA I NVICRFOHHEZETIEET VE=TMERBY A7 PNEED, &
BERIEIRICORND ZENEZONDL T2, RBYA 7 VEFEIEDBE~DA
BOFHIIEZTHY, TORWDEHLHEF LT =T EHOEE 2 Ei2+
NEBETL2HENRG L, [IVIL8.(1)) DESH]

9.1.4 [[VIL5 (FFECANAE L TADAITEE D MR TEIEE OIRIE) | OIEZB]



BF/85 Y REDH
9.1 GHHE - BEEZEOHIEE
914 EELTHOHDLEE
AFENIRFN LR v T e U o A0 EGIE L CTRBME S 87
HLOTHY, A% —ERFELENICHERE T O HLERH L0 T, MH
BERH I ER LW AREER H 5,

(23]
Ty REEDRIEEA TH 5 = L2k B EERETH S,

(2) BEHREIEERE -
BRE STV

(3) FFHREfEE B4 -

9.3 HFHrEfEEEE
93.1 EELGHEEFEOHLIEE
BH LN &, IFEENES & OONBIEMIZ R BENRH 5, [2.1
]
9.3.2 HFHEEEXFIZDOHBEROHLIEE (EELGHEEFOHSBELZR)
e SRR H bbb sBENRH 5, [11.1.1 ]

(FEER)

9.3.1 AANZ LD TH & & O NFFEEOEENRE SN TNLTEOIZEER & LT,
[[VIL.2) DXEZF]

9.3.2 AFIRMABRHCATEENEL D Z ENEEHZ2EDTELBESNTND, Z0D
7= OFRERERR 0 OREEIE O & 2 BB I IIEEICE G AT HOLERH 5, [TVIL
8.(1)] DIESM]

(4) £EREEHT % -

9.4 XMEREE BT HE
BENRT D ATREME D & 2 2T T 556 121, AANC L D EFMEIC DV T
FRTEIA L, ARAI O AN EY) CTH 2 EEIHET 5 2 &, ARAITHREE
PHERRDO LN TND, [9.5.4, 9.5.8 5]

§::5))
AHNITIIEATTEERTRD DAL TV DT, dRIRFTRE/ M AN (ZcthE) (ZIXBEATED U
ATIZOWTHBEITO, ARAMEHOBEEIEICOWCTHIETT2 Z B3R ETH D, KR
RO OV T+ Em STV D A, [FEERBEIEDORIEMH ) DOhEE
T RIBANC D, AL ERTIDIAAN Y 2B L, 4T O iE D @ HImE &
LGB L7, [[VIL2) IVIL6.(5)) DIEZ ]
<JBFD : 2019 4 4 HGETR (B F&GT) >




WAk 3143 H 28 HAF EAGEE =K - AR ARERLZ xR RS GEAE
) 1ZHSL TEEm, THAEER ) Thks, PElw, RAmE~O®K L] OEOK
A EITo T,

(5) 1 -

9.5 14w

(FEERRFAE D FRAEHF])

9.5.1 Ilm X ITAEHR L TV D ATREMED & A LRI IR, - L2 &, [2.4 ]

(BRETANABIUTANVITES ERITEIEZEDEE. BES L UVED DR

DRKEDEE)

9.5.2 Il TR L TV B RIREME D & 5 ethicid, 1B Bt 2570 &
Wrah 256 %kRE, &ELRNWZ &,

9.5.3 IERFIZRD A B TAREHZ G T 256, el Flks+52 &
DEFE LW, OFITANAAKl FRZH A ~EBEY) EOFARFIC, &
B a4 2 W2 M U7 23K BB 55 & LElg LT 20 & DJE 7
TERENH D,

(ZheEFIR)

9.5.4 ZpEHER &2 HPE LT REBLO IS, KB DRy Z BRI i B S v
BIDSKIHEEE L D 220 & OB FRRERENH Y | Flo. KEIOR & &
BN ®#Blc, DEFRREZEOLFECLIEE, DHEH, JKiE TR
HEOHNERAE., TOMOHFRERTHREHE LT LORERSHDH, F
7o FA OB (RTSEEZE . WAREERE ., ST, E<EWATE,
HWOOES) 26870 EHELEEEOREND D, [9.4 2]

9.5.5 R OEEIZ LY | FAERICIREE JFESE, K77V —F v
MyE, RMbE, BERER (MRtEE, BEE, K m) S2X5H 560
no&EoWREND 5,

9.5.6 MESM CHENE SN BEMIEICBN T, HIREFICH TADLAREEZELE S
T2 CADAEBED L OMA 224 il % %1512 6 RO e 1Q) [*F
Il (95%FHEIXM) ] &bk L= F., AFlz b5 S CAnABE
MNHOMARD 1Q [98 (95-102)] 1X, 7 hU ¥ [108 (105-111) 1,
7 x=hkA [109 (105-113)], H/A"~E L [106 (103-109)] %
B ENTZTANABENLOHARD 1Q &l L TR o 72 & o
N D, Ik, AR OFGEMN 1,000mg/H (KHFFEICBIT 5 Rl R
MOLAIEL [104 (99-109) ], 1,000mg/ H & % 585415 (94 (90-99) ]
ThoTz 5,

9.5.7 WA THEME SN BEZEIC BN T, RS ICAH 2% 5 S - R
5 OHAEN 508 B, A&|Z B H STV REBL B O AR 655,107
Bl &l LC, HEERIEY A7 B@Emnol- L OWENH 5 [FHE Y
— R 1 2.9 (95%(EHIXH : 1.7-4.9) ] %2,

9.5.8 W IR (w7 R) T, KAIVEBRIAIE L., AN OLRIESTE
(BT A AHREM N D D & OWMENRDH D ¥, [9.4 BHR]




(fFER)

9.5.1 [IVI.2) DIEZH]

9.56.2 9564
KRN S KA B — XA 7 > 2 (European Surveillance of Congenital
Anomalies : EUROCAT) OF7 — % X—2 &\ =7 —A a2 ha—/Uif5EIc
F AT oIl A 7R REGHO U 27 el S v, 2V 7 m i EA| O
TP CADAEDIEZEN e WS LT, 6 DOEKRAE (OB, OFE
iR, NHBH, JRE TR, ZRESICHEEFTBAIE) OUXZ7HNER
%K%@Lfnt&@ﬁ%#%éwoUm&@Jmﬁﬁﬁ

9.5.6 9.5.7
AAN 2 IR U7t @ b A L2 R o IQ KT 50 K OVE BE 52 122\ T, AR
il & D BaEAE A AR T D MFFERE R DNV ST,
IEZIT T, FDA X TAFIZRA Lci @ o A LZRO IQ KT 122
WTIHMI SCEIZBRLT 2 K 9Bk LT, Fo, BINESEST (EMA) ZI2hb
DF = IR ERER IOV T L Ea—2IAL T\ 5,
DO E L O, A TORM BB E 2, AFICBNTY HEw] DA
W NIQIKT) & THEME] oW GERRTAZ & s Li-, (B EWED

(6) =3l -

9.6 LI
1B EDOA MR ORFFRTE ORI L ZE L AL O I 1k 2 a4
5L, B MR ABITT 28085,

(7) IMR

9.7 MR
(Fheek@)
9.7.1 MRHAEMRE R SUTH AR 258 & LI ARMER OV 2 5 & LTk
PRERBR 1T T2 L TV 720,
<H‘EEJ§%1’E0)%T#IH%IJ>
9.7.2 NRFEZRG & LT ARMER OVZ M2 8 & U TR RARBIT5EM L <
11\7331/\0

(8) =t

9.8 EkNE
(FheESIR)
9.8.1 HEICHE L CTHEHEICKRETAZ L, AFIZ, MIE7 LTI DS
PEASFRNAS, EE CTIXIME T L7 2 R LT D 2 ERE N
WEBE DS O M P IREREL TR BENRH D,
(BFRETADLAVBEIUTANAICES ERITHIEZEDAR)




9.8.2 hH AT ILTHLEITIE, BRAICHET AR ERICERTLHIZ L, [85
(/%7 REETIL 8.6) ]

(FEEfRFAEDFAEHF])

9.8.3 Ml E xR & LI BIMER VLM 2 FEE & U7 BRI 50 L C
[AYAQAN

(fi#E%)
9.8.2 [IVI.5] »IEHM]

7HEER
(1) HEZEEZFDER
101 BHEZZES BFtRALLGWI &)
S|4, BERRSER - H5E 715 HeFs - falRE T

TSRS BRI EWE
INERRLREZI Ty (A
=)
AR AKF (A rRy)

IR LKW T ALK T

(Fx=F &)

U LR B BIRF) « A ISR A
Kfy - T AEF L (L IALT
V)

ETANRRL (FAT )

R U AR LKFM (7 4 =23 7 R)
TENRR L ERF UL (T K
L)
[2.2 2]

TAMADFNED I
THZENDD,

2V i o L R
PETT 5,

(3R]

V.2 DIEZRR

<GEFD : 2021 A 12 A SLGTIE >

VLT B ERFI) « A IXRLKFW) « T AXF o NI o (54 Vv
7 ) ABA REEEH) L OOFRIZ LY . AFIOMPIREMER T 2 AR H D 2
EMD . MFIDRM SCEDEEMEEZ K H-DIC, TFHAEMR] © THHHAES] DIHEIC
BRiL, EEMEAITO) 2L E L, (HEKED

(2) ptRZFE L EDER :

10.2 BtREE (BFRICEFET S L)
SR 4 B ARESR - B 1

BEFF - fERRIK -

2L Y — LR A
Tz )NV H— L

sV T aEOER B EES,
FLEAIOMER NIRRT 5 2 &
N b,

FEZRIEHN DN L 7 v i DA
PHEEL, A7 apoimh
BENMETI 5, £72, £t
HAOMPREEZ LA S
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$KH % 55

BRARAEIR - HEE ST A

WP - flRi T

TJrz=krA v
A il i

PN T aROVER NS,
RLBEAN DR 23 #8508 3138055
THZENDHD,

FEFHEFN DL 7 i AR
PERE L L7 afpo
BEMITT 5, /2, i
FEHN O i R & A 3K
TEHES W,

T hRJZ IR
TIMVTTFY
JIVRUTTFY v

FERLERANDOIE R 3858 % 2
LD D,

FERLEEAI O MR EE EA-S
T2,

VA =VaSi AN 2N aEOVER N SN (BRI TH DM, v
LT ENDD, o RO M PR EDN TS5,
FER) X FERLERAN O WK 2| FFCB T 2 7 v 7 v U RS
BIERT 5 & DORERDH D, | PBHET D,
=R AV FEFRHEBIOW RN IE R | T IcB i 2 7 v 7 v Uigi s
(A THZEND D, a5,
R UT R RIEA| FEFDEEFN OVER S TR % = | WERER o> /= 30 55K oD 1. s i
D PAWN- ERH 5, T EHREE5,
U7yl
U F LR A 2V [ OVEF 2358 S A | ERERL SV T e R E S R
TAEY LI ENDD, T35, 2. ST aiBofk

HAPLE S ND,

L S S

2V a R OAER 3R S

FERRERANBHTF b7 v — L

) bbbl & OGN
Ho,

VAFU HT ERD S, P-450 1T L 2 3G 2 Jii
L. 2L a R I o FE A3
FHA 5,

7 aFE oA T 7Y AEME (KMRIEE |[#FIE R TH D,

(FRER)

17BN AEHK (RE4 - v 7 EXEE) 13, ZORBRKICEID v T afige o
OFHCTHRERHINVEE T2 Z E RIS, 7B R0 VT Z U ARNMET LT
TEMRHEIN TS, F. BT B RAEFEOESIT CANAERIRETH D |
R Eosv 7l gFH SR D REMNH D Z Enn, TFAEER] o THHEE]
DIIEFE L, EEMELZITI 2 & & L,

(H F%ET - 2020 42 H)

8.El1E M

1. 8I{ER
ROBWERBHHOND ZEBRHLDT, BEEL THITITV, BESRDONISGE
W3R G2 Tk 570 CEURAEZITH Z L,

(1) EXGEMER & HER

11.1 EXEIERA
11.1.1 BUEFXZEOEELHES. &E. BHHFE (Wb HEERT)
JFBEE L & bICAMBREREERbO DD Z ERH D, [8.1, 9.3.2
Z ]




11.1.2

11.1.3

11.1.4

11.1.5

11.1.6

11.1.7

11.1.8

11.1.9

11.1.10

11.1.11

B7 VEZTIEEHR S EHET GHERH)
[8.2, 9.1.3 & /]
AmtEEm, FREFERE, RMBKELD. EEGM/MRED. FFERBRED

(T4 b S ARH)

(8.3 & H]

SRR (BHEAR)

PL WSS, B RS MRS ORERN B bz v | FERFFREO

EADBRD ONTHGAIIE, EE5EPIEL, EURNLEEZITO 2L,
FMEMEER., 77 3= —FEEHE (Wb HEEAH)

(8.3 ]

hEMREIEEMARE (Toxic Epidermal Necrolysis : TEN)., KRE#h
JZARfEIEEE (Stevens—Johnson FEIERE) (W40 & #EHEARIT)
BEERERRE (BB

IHEIR & L TRIE, BENHLLIL, I HIZY U EilER, ek
H=ORMmEREEIN, EEEkEE . B Y L OoERMBIEOTER N H 6 b
A EG 2R L, WY RAE ST 2L, B, BB, B
B\ ITHSRERES ORI RS 2 WIEE LT 5 2 EnH 5D THE
BETaoZ &,

IMDEME. RBEERRER. /N—F 2V URER (Wb BEE AR
AHERRAEIR & U T, HO4FkbEEs . SREESE. 8. MusE T,
BIESIREN D LDOND Z DD, N—F Y UARIERE L THIE
RFRER, BEE, B8 - ITEREERHODLNDLZ N H D, B, Z
NWEDIERNBEL LTI IEICE D 1 FEAEN 1~2 » H TlH
mLTWD,

R ARAE (B AT)

R, Wi, CK B&, kORI A7 e e o EHERR
D ONTHAICITEEEZRIE L, WU RLEEITY Z L,
RARBILE DR EE 7 AEIRRE (SIADH) (BHEERB)

K7 b U U A ME, RREEIE, RPN Y U ABEOHN, &R
ERDOLONIZGEITIE, KPEBIRORIREOEY) 2AEEZITS Z &,
BIE MM, IFEREKMEM L (T b HEEAH])

Nk, PR IR REVE DGR DAL A IR, WIS X AR,
Wl CT FE DA 4 FEM T 5 2 &, MEMENMAR, GFERBkrEfiz s 5o
NI a I G2 i U, BB R VE CHl OGO D) 72 /L
BEITHZ &,

-
—

(##E5R)

11.1.1 [IVIL5) VIL6.(3)) DIEZ:HE]
11.1.2 [[VI.5) TVIL.6.(1)) DIEZMH]
11.1.3 [[VIL5) DIEZE]
11.1.5 [IVI.5] »IEZ ]




11.1.11 EWIZEB W TARAR 512 R EMEM S, FRRERME R 2 R B U 7= JEBI 23 EAH
Sfe e, TERAREWER ] OBEICERLTAZ L E LT,
(2014 45 1 A 7 BT EAG @A R 5 R 72 2 R Emm KA 01079 1 5)

(2) ZEDfDEIERA

1.2 ZOHDEI1ER
BT/ Uk, MR, >ay S

5%LA 1 0.1~5%AJi 0.1%A i 1 A
1 1 BR e 2, IFIRERIE %
i I/ MR EREREIR T
K7 470 =%
> LE
T fEEHR SR BETR . RIR.| R L Rk, O F WV, M
RS EN N RS
L - g, RBR | DN T B, MW
e TR, H AP,
R Fi
AST 5 ALT L
" 5. AP ER
BT i =B
WO P95
WAIR A% IR - BEIR MR, KR
5 AR (IR | 22NN
AR WAL A )
PESUE, S Oy, EIE, BB | &7 =T E,
PRI, AR
ot M. B =Fv
%

) FEBUHEEL XRIE R BEE R % 5 e,
BT\ > REE

0.1~5% At 0.1%ATi B A
i i, AMmERD, i | IR T Y = /R BT
FEER S % ik

" P IR, KA. DFEV, | AR, AR BREZE b, | fRRE, oo
IERUIELT S S o

Sy L - MM BRARRIE | BN, MR, T | DNZE, B

I, BRI
" AST &, ALT k&,
LI Al-P |5
KR JiiZE




0.1~5%Ai5 0.1%Ai5 N
W UE 2
UAPR 2R MpR . BIR - BEIR R
rop | ERE BTUE=T | S 08, FIE WAL, 8. 1L
MfLAE, PREHEIN =F b

1) FEBUBEL 3B B A 2 5 e

QEEEIEFRARREERVRKREERE &
BT /X7 28 100mg. T/37 U8 200mg. T/ > ay T 5%E LT

A ST SRAER] 10,563 B 1,529 #1(14.5%)12 2,141 HEORITERA AR LT,

BRI FSE B Tl 18.7%(275/2,011) Al A OF FHAER]ClE 21.8%(1,866/8,552) DI B HEE T

o7,
ZTNHONRIFLLTOEEBY TH D,
<HERZ>
I35 1 N TR LU D IR A =
ABIRFIE O (1977 4E 12 A 31 BiZ) i
O AEfEEE 19 354 373
@ FHAREFIEL 748 9,815 10,563
(A 1)) (140) (1,871) (2,011)
(fth AR 51) (608) (7,944) (8,552)
@ EIVERZBUERFIER 191 1,338 1,529
@ FIfERZIMK 264 1,877 2,141
(A FH 431)) - - (275)
(fth 751 4 1)) — — (1,866)
® BIERRSEERI% . ) )
(@@ x 100) 25.5% 13.6% 14.5%
<1) B¥h{EREH>
BIEFAZREBA (%)
BIVEFH OFEXH
e AR LI DT B
= (1977 42 12 A 31 H32) ;
mig
RERr BRI E 0 1 (0.05) 1 (0.05)
EHEER
R 8 (5.7) 39 (2.08) 47 (2.34)
il s S50 3 (2.1 22 (1.18) 25 (1.24)
H 9 A DK 2 (1.4) 2 (0.11) 4 (0.20)




BIFERZ B (%)
AIERI T e e FRARE DA D i A .
A (1977 4 12 A 31 A3Z) :

- 0 4 (0.21) 4 (0.20)
G ) 1 (0.7 6 (0.32) 7 (0.35)
R 0 2 (0.11) 2 (0.10)
ROIR 0 7 (0.37) 7 (0.35)
REMRE(L 0 3 (0.16) 3 (0.15)
ITENSLH 0 3 (0.16) 3 (0.15)
R 2 (1.4) 1 (0.05) 3 (0.15)
R o 0 1 (0.05) 1 (0.05)
% % 1 (0.7) 1 (0.05) 2 (0.10)
HIESRR

T - I 6 (4.3) 55 (2.94) 61 (3.03)
FACRER 6 (4.3) 25 (1.34) 31 (1.54)
H 2 (1.4) 15 (0.80) 17 (0.85)
£ 1 (0.7) 6 (0.32) 7 (0.35)
T W 0 1 (0.05) 1 (0.05)
I 0 4 (0.21) 4 (0.20)
Z D

BB R 0 11 (0.59) 11 (0.55)
T 1 (0.7) 5 (0.27) 6 (0.30)
Jbi. 75 & 0 3 (0.16) 3 (0.15)
® R 1 (0.7) 6 (0.32) 7 (0.35)
TERIE R 0 3 (0.16) 3 (0.15)
T PR 0 1 (0.05) 1 (0.05)
o I 1 (0.7) 3 (0.16) 4 (0.20)
i E 0 3 (0.16) 3 (0.15)
BEIR - 2R 0 2 (0.11) 2 (0.10)
woOME 0 2 (0.11) 2 (0.10)
Lo<Y 0 1 (0.05) 1 (0.05)
RRZEAL, 1 (0.7 0 1 (0.05)
H e 0 1 (0.05) 1 (0.05)

<2) ZHIGtRESF>



RITERIEBE (%)

HIFHORE e e RS DA D i A -
AR (1977 4 12 A 31 HiZ) :

mi&

{1 i BRI iE 0 1 (0.01) 1 (0.01)
FHEHER

R 59 (9.7) 476 (5.99) 535 (6.26)
Kl « HHox 43 (7.1) 315 (3.97) 358 (4.19)
Ry 5 (0.8) 28 (0.35) 33 (0.39)
| 3 (0.5) 26 (0.33) 29 (0.34)
G ) 4 (0.7) 13 (0.16) 17 (0.20)
9H K 0 17 (0.21) 17 (0.20)
L 5 (0.8 13 (0.16) 18 (0.21)
R 2 (0.3) 9 (0.11) 11 (0.13)
REMRE(L 1 (0.2) 10 (0.13) 11 (0.13)
ITENSLH 0 9 (0.11) 9 (0.11)
R, 0 4 (0.05) 4 (0.05)
o 0 3 (0.04) 3 (0.04)
% % 0 1 (0.01) 1 (0.01)
HIESRR

L - g 39 (6.4) 174 (2.19) 213 (2.49)
RACRER 10 (1.6) 141 (1.77) 151 (1.77)
W 21 (3.5) 119 (1.50) 140 (1.64)
£ 0 13 (0.16) 13 (0.15)
T W 1 (0.2) 6 (0.08) 7 (0.08)
bW & 0 3 (0.04) 3 (0.04)
N 2R 4 (0.7) 3 (0.04) 7 (0.08)
Z D

BB R 4 (0.7) 58 (0.73) 62 (0.72)
¥*® B 9 (1.5) 33 (0.42) 42 (0.49)
Jbi. 75 & 3 (0.5) 28 (0.35) 31 (0.36)
w IR 6 (1.0) 21 (0.26) 27 (0.32)
E2ES 0 32 (0.40) 32 (0.37)
VI R(EEN 1 (0.2) 26 (0.33) 27 (0.32)
T PR 0 11 (0.14) 11 (0.13)
M 1 (0.2) 6 (0.08) 7 (0.08)
i E 0 6 (0.08) 6 (0.07)
BEIR - 2R 0 6 (0.08) 6 (0.07)




BIERFEBE (%)

HIER TS e e FRHRE LB D B A -

AR (1977 4 12 A 31 AiZ) el
A 1 (0.2) 4 (0.05) 5 (0.06)
Lxo< b 0 6 (0.08) 6 (0.07)
0% 3 (0.5) 3 (0.04) 6 (0.07)
% B 1 (0.2) 3 (0.04) 4 (0.05)
AR 1 (0.2) 3 (0.04) 4 (0.05)
AVRT Y 0 4 (0.05) 4 (0.05)
Z O 1 (0.2) 4 (0.05) 5 (0.06)

FREOMITIE, AFNC L DBEERIFEENSEN, A THESNTEY, 2013 L A L DREH
TG 6 » AU THILL TnD, o, ERMAHESE L L TAFICERT 22525
NDE7 =T MIENRHE I TS,

R OAE & LTk, AST L5 1.7%(42/2,469), ALT L5 1.3%(32/2,375), Al-P -
1.8 %(38/2,116) 13 #8 Hiv, Fiz, —RMEIZ I/ MR RO bz & ORERH 5,

W7 /34> REE100mg, 7/87 > REE200mg & LT

AFRIE % T M OVKER % ORIVE I FRAER 3,919 5 254 #1(6.5%). 341 1HIZ FRARMAE D2
A2 ETRITER RO biv,

ZDOFERLOIIET =T MAE 35 14(0.9%), fEIR - BRA 34 £4(0.9%), Hls - N7 29 {4
0.7%). Al-P L5 14 {4(0.4%), B ifERED - 47 ERE 17 4:00.4%) . i/ 11 4
(0.3%). AFEEERIEZ 11 14:(0.83%), REIEHN - AN 11 ££(0.3%). K 10 14(0.3%), #if. 8
7£(0.2%), EEUK 8 14:(0.2%). H%Z 6 141(0.2%)F ThH - 7=,

AR T M OVRGRZ (BE AR A O SR A M © 1990 4F 9 H 28 H~1994 429 A 27 HiZ)
25 BT BRIR R AEE O A B 42 B LRI EAR BRI OFEMIIE 4~ LI TO LB ThoT,

<HERZ>

iR AGRERZ DA i A A AT 7
O FAEHEEE 66 337 381
©@ FHEIERIEK 530 3,389 3,919
@ EIVERZBUE B 102 152 254
@ RIERZEEL 159 182 341
® BIERRBERI% ) . .
(@=@x100) 19.2% 4.5% 6.5%
BIEA S (%)
RIE R R "
HKGRERZ DA i AR AR A 5
KIE - EEERES 1 (0.2) 8 (0.2) 9 (0.2)
= i B 0 1 (0.03) 1 (0.03)
RIS ERFS S 0 2 (0.06) 2 (0.05)




RITER SIS (%)

BI{EH OfESE
HGRIEZ O A it FH AR A A &t
¥ 2 0 1 (0.03) 1 (0.03)
2 0 1 (0.03) 1 (0.03)
7 bR S 0 1 (0.03) 1 (0.03)
i & (iE) 1 (0.2) 2 (0.06) 3 (0.08)
IR - REMERES 3 (0.6) 14 (0.4) 17 (0.4)
B 0 1 (0.03) 1 (0.03)
TR 0 2 (0.06) 2 (0.05)
9 1 (0.2) 2 (0.06) 3 (0.08)
GHH () 0 1 (0.03) 1 (0.03)
AT E 0 1 (0.03) 1 (0.03)
W FE W 0 2 (0.06) 2 (0.05)
bV 0 2 (0.06) 2 (0.05)
¥ A 2 (0.4) 0 2 (0.05)
SboE (&) 2 (0.4) 5 (0.2) 7 (0.2)
BEBEREE 1 (0.2) 1 (0.03) 2 (0.05)
M & 1 (0.2) 0 1 (0.03)
oo E 0 1 (0.03) 1 (0.03)
BE - piEREE 0 1 (0.03) 1 (0.03)
H B 0 1 (0.03) 1 (0.03)
FRHEE 7 (1.3) 31 (0.9) 28 (1.0)
'R 5 (0.9) 3 (0.09) 8 (0.2)
R = 0 26 (0.8) 26 (0.7)
RO 1 (0.2) 0 1 (0.03)
R 1 (0.2) 0 1 (0.03)
1TEN R 2 (0.4) 0 2 (0.05)
L IRT 0 2 (0.06) 2 (0.05)
HILERE 7 (1.3) 22 (0.7) 29 (0.7)
A 0 3 (0.09) 3 (0.08)
o 5 (0.9) 7 (0.2) 12 (0.3)
H: X K 0 3 (0.09) 3 (0.08)
gk 5 (0.9) 6 (0.2) 11 (0.3)
BARARR 4 (0.8) 0 4 (0.1)
RARTIHE 0 2 (0.06) 2 (0.05)
- 1] 1 (0.2) 0 1 (0.03)
T 1 (0.2) 2 (0.06) 3 (0.08)
"% 0 1 (0.03) 1 (0.03)




RITER SIS (%)

BI{EH OfESE
REHZ O it FH AR A A &t
ER gV 0 1 (0.03) 1 (0.03)
AP 0 1 (0.03) 1 (0.03)
B IR 0 1 (0.03) 1 (0.03)
ATl - RERES 21 (4.0) 22 (0.7) 43 (1.1)
I % 0 1 (0.03) 1 (0.03)
JH A RE S 0 2 (0.06) 2 (0.05)
JH A RE R 0 2 (0.06) 2 (0.05)
i3 AST F5- 5 (0.9) 2 (0.06) 7 (0.2)
i ALT -5- 2 (0.4) 3 (0.09) 5 (0.1)
N7 AT I —E L 0 1 (0.03) 1 (0.03)
y-GTP -5 0 9 (0.3) 9 (0.2)
& E UL E S IE 0 1 (0.03) 1 (0.03)
vavy =5 Utk 2 (0.4) 3 (0.09) 5 (0.1)
T — VIR SO B 4 (0.8) 0 4 (0.1)
i e L B VR VR s S 11 (2.1) 0 11 (0.3)
R - RBEEE 35 (6.6) 36 (1.1) 71 (1.8)
&7 T =T ME 10 (1.9) 25 (0.7) 35 (0.9)
Mmig7 7 —+% k& 4 (0.8) 1 (0.03) 5 (0.1)
Mmig7 27 —ERT 1 (0.2) 0 1 (0.03)
Al-P L5 9 (1.7) 5 (0.2) 14 (0.4)
LDH 5 0 2 (0.06) 2 (0.05)
fmfF b Y v AKT 1 (0.2) 0 1 (0.03)
Mmiga v v L k5 7 (1.3) 0 7 (0.2)
MmigEH v o LMK T 1 (0.2) 0 1 (0.03)
MmigHLs v LB 1 (0.2) 0 1 (0.03)
Mg B L 7 MET 1 (0.2) 1 (0.03) 2 (0.05)
MiFHEH Y AR 3 (0.6) 0 3 (0.08)
& U R i E 0 1 (0.03) 1 (0.03)
e PRI IS 0 1 (0.03) 1 (0.03)
7 2 (0.4) 0 2 (0.05)
FRIEREE 5 (0.9) 1 (0.03) 6 (0.2)
27 1 (0.2) 1 (0.03) 2 (0.05)
PR R 1 (0.2) 0 1 (0.03)
NIRRT 4 (0.8) 0 4 (0.1)
~< b7 U M 1 (0.2) 0 1 (0.03)
Bk - MARES 28 (5.3) 7 (0.2) 35 (0.9)
DL BRI (RE) 0 1 (0.03) 1 (0.03)




y ) BIERRE M (%)
RIVER OFEEE
HGRIEZ O A it FH AR A A &t
i BRI 7 (1.3) 0 7 (0.2)
B BRI 1 (0.2) 0 1 (0.03)
FHL B (E) 5 (0.9) 5 (0.2) 10 (0.3)
AMmEREZ (F) 3 (0.6) 0 3 (0.08)
IFREERME 2 (E) 10 (1.9) 1 (0.03) 11 (0.3)
U RIS OF) 7 (1.3) 0 7 (0.2)
HERIEZ () 2 (0.4) 1 (0.03) 3 (0.08)
m/piR - HiLEmMES 5 (0.9) 14 (0.4) 19 (0.5)
1A GiE) 3 (0.6) 8 (0.2) 11 (0.3)
ML /INHEE N 2 (0.4) 0 2 (0.05)
=3 =1V ] S 1S 0 2 (0.06) 2 (0.05)
M7 4 7V ) —27 b 0 3 (0.09) 3 (0.08)
S 0 1 (0.03) 1 (0.03)
WIRBFRES 8 (1.5) 2 (0.06) 10 (0.3)
BUN L& 4 (0.8) 0 4 (0.1)
JRE A 4 (0.8) 0 4 (0.1)
o JR 0 1 (0.03) 1 (0.03)
"R CE) 0 1 (0.03) 1 (0.03)
—BHEBEE 7 (1.3) 13 (0.4) 20 (0.5)
RN 6 (1.1) 1 (0.03) 7 (0.2)
JIE i (i) 0 4 (0.1) 4 (0.1)
G0 T3 0 1 (0.03) 1 (0.03)
B () 1 (0.2) 1 (0.03) 2 (0.05)
a0 0 1 (0.03) 1 (0.03)
E e NS 0 3 (0.09) 3 (0.08)
AN PR R 0 1 (0.03) 1 (0.03)
FE 1 (0.2) 1 (0.03)
BRI PR 0 1 (0.03) 1 (0.03)

B, T afp b U o ARANC L0 BEEAFEENEN - A THRESNTEBY ., 201

ENEDIEFNIREAIH 6 » HUWNIZRBE L T\ 5,

AR BRERREICRIZTZE
BRE STV




10 BERS

W7/ N7 U, fit, oy T
13. BEHRE
13.1 fEIR
A AR L A BRI L0 Bk (AR, BehE) , RO PR am]
w7 =T E, IMKIEA L 2 L7 F NS S TV D, SVETIESE A
HEIhTna,
13.2 &
TAIL TR G EITO, RPE A EE ST D, iz, LEIE U CE MR
i, MRENT 21T, Tux Y OREPEH TholtTrHERH D,

BT\ REE
13. BEHRE
13.1 fEIR
AP B AR RN K A BRI X0 EakEE (R, BRE) | ki PR
7= T IE, MAKEEE Z LFIwmE ST b, SNETIISE T HID
HEINTWD, AFNIREERATH D720, ERBENLTHLDND Z 0D
Zap
13.2 AiE
TAIL IEMERE G 2TV, R RE ST S, Fio, LEIS U CHEEMEE
Wiy MEENTEITO, T XY v ORENES Tholz TR ENH D,

MNBERALOIEE

W7 /\/7 U8 100mg. T/\47 & 200mg
14 BALDIEE
14.1 EFIFRBFOIE
AFNT— A ZRET D 2 &, [20.20]
14.2 EFIRFEFOIE
PTP @2 DAL PTP > — M DBV L CIRAT 2 L 288452 &, PTP
= FORREKIZ LY | WA EERRE AL, I AL E2 B 2 LTt
AR SEOEERGIHEZ RT3 H 5,

(AZE%]
14.1 [IX.4) omEZH]
14.2 ASKEIE 240 5 [PTP ORI HOWT) (CERk 843 H 27 Af)) oH L&D
HHREIZLVFEEHE L,

W7 /347> R & 100mg. T/34 > R £ 200mg
14.BHLEDEE

14.1 ERIRFEFDZE

14.1.1 AANIWGARENTIZ, KE EBITRIESED Z &,




14.1.2 ARHNO A OFRENEFE PP S D,
14.1.3 PTP a2 #ANT PTP > — b6l HH L TIRAT 5 L o RE4 52 L, PTP

Y— FOBKIC LY BOG S RERBERIA L, BB E S D LT
HERIRZ S OB AR AIHER DI T 5 = L85 B,

(&)
14.1.1

14.1.2

14.1.3

TR REETY N v 7 R EEE L, O EERBEEIR Ca—T 4 75
ZEIC RV BRAE LTEBRAITH D, SMIOBERITIELE N TR CIHE L TH
oy DAV alEF B v (VPA) BAKRIEAED S Y v 7 2D BIRKIMER
Bz L CiRA 2 EN 5 (9~10 R CIEIE 100%) L < A2 -> T\ b,
WoT, AN TLE D & IO DOHENENTLEW, RAEE L L ToOMie
DR DIVENTIREN LT 52 ENEZXbND,

PRI SN EEIIAR DR SN oETHRO L St o (ki
RRIe~ N Y v 7 AR OBRBPERIR) TH Y| 7= & 28R OBIR BRI TN T
HAREE L TH S 10 FERILLERE > T VPA OWRIRIC K & Z2REIZ v & & 2
bNb, 7272, EHER THOD S EE TIE, VPA R+ S 9 HIchk
ERFEE PP SN DB ENHLOTEETHZ &,

H3# I 240 B [PTP O HIZHOWT) CERL 84E3 A 27 HAN) oH LA
POEFIAEIZL Y FEHE L,

12.ZDHMDEE

(1) BRERFEAIZE D < fER -

15.1 BEERERICE D < 1EFHR

WS G S = AKN 2 G0 EBEOPICANAIKITEBIT 5, TAnA, K%
BEZ XSG L LTz 199 O 7 7 2 AR5 RERRRBR ORI T, BRS
AR OEBRERORBLO Y 2703, JrCANAERORMAEETT 7 B ARRE L g
LT 2MEm < BUTADASKIRMEE : 0.43%., 7 7R : 0.24%), HLT
IPAEOIRARETIZ, 77 B RBEL 21,000 A2 1.9 AZ W LR E
iz (95%E#EIXR] : 0.6-3.9), F7o, TADABEOY T I NV—TTlL, 7
TRARBEL AR 1,000 AbH720 24 AW EFHRE SN TWS, [9.1.2 5]

(fiEER)
[VIL6.(1)) DIAESRE]

(2) JEBGRRERERICE D 1EHR -
BRIEZI T2



X. JEEREREBRICEEI SR E

1. R
(1) EREHAER (TVI. ERREBICETHEB] 28)

(2) BIRAGZEREER -
P - L 2

REMREHRER 1

FFRLd & REEERII TRO LB Th D,

1) FHE AR RIS % L 200mg/kg LA E (=~ 7 & p.o.) THIEEE OH, 50mg/kg LI E(~
7 A s.) TAF YL X — )L DOIEIRKE M 2 ET 5,

2) PR, PPRERIZAS L 50melkg Bhb( 4 iv) /5 CHED TEHRIC 10mmHg B2
JFED MR T 2380 72 UM 2 < ERITRRD b TRy,
728, IMJEIX 60~90 4y ClEIET %,

(3

~

(4) TDMDZEIEER

B R L
HHAER
(1) BE%REEHEHR (R%F%)
Z BRI LD;, (mg/kg)
~ A (dd &) p.o. 1,197
Z v kb (Wistar %) p.o. 1,494
AV p.o. 1,650

(LD, ¥Ti0 COI L HNILFAT, BEIESH O, #EFERE2 R LT,
HEHEHITE~T A, Ty b, XL 24 B £ TIZREIE L)

2) REREEMHAR (BEAMSH - BHESH)
+ 7 v b (Sprague-Dawley %) (2 100~540mg/kg. 7 F(H AH@FE)IZ 200~
650mg/kg #% AT 3 o A RLEGEL G- LRGSR, RSN, ik, kA b
TITITER L BIIRBO DN oo, mEGEERFTT v b, v LBz
AR, HEHEPN B R ITHREE DB TR BT,
- 7 v b (Sprague-Dawley %)(Z 100~540mg/kg. 7 ¥ F(H AH @A) IZ 200~
360mg/kg % 6 » A IR DBk G- U2 fE . (REHN, ik A LA
FRRECITBO Dot Ty b, T L bICEmBEGEHETY VN
ik, MIHEN S R~DREDF L 727 v MOE G- EFICEE O A Bk i
B3R BT,



PLEDOFER., 7~ F Tl 230mg/kg, 73 ¥ Tl 360mg/kg Nk KL 48 & HEE S
nTng

(3) EJEFEF MR 559 .
- fEFRE
Z v ~M(Wistar %) Tl 400mg/kg UL |, ~ 7 AICR-JCL) Tl 200mg/kg LA oo
HETOHHEOMEFENRD bz, 7 H 7P B0 TEmE# 5 £(400mg/
k) BEICIRPED RO BTN, EAFTEEITRRD Do Tz,

(4) F DD EFHEM > -
- BIRIRTEN
Z v h(Wistar )2 600~1,200mg/kg % 46 H[H. ifJ X2 500mg/kg % 80 H
MREOEG LN, 7 v b, A4 X EBITHRIERFEITRRD b ho T,



X. BEEMEIEICEY 5IEH

1. 385X 5
B LGRS
ENEE-EREOLTTZIZ L VERT 52 L
AZESY BRI Sy 7 L

2. B AR I fE FAEARR
BT /N7 U8 100mg. T/37 D88 200mg. T/ R 20%. T\ HERL 40%.

Ty 7 5%, T34 2 R EE 200mg
BhWIE - 34

W7 /34 > R 100mg
AN : 24 A

3.ATiE - RERM
FEDRAT

4 FFIRFDNLEDEER
W7/ 28 100mg. T/347 > 200mg

20. LV EDEFE
AFNTIIRPED RN D T, IRFHERTE TCPTP > — F BB S 2D &, 72, 1%

FIZELTPTP v — b 2B L2 &, [14.1 ]

BT /N7 VR 20%. T /N D HERL 40%.

20. L EDERE
PREMER ISR A RET 2 2 &

M ERTORYHFENEDBESIZDLNT :
BRI
(2) HHIZHBFORYFWIZDODNWT (BEFICBEITANESNEFES)

(VIL11. @ FodE ] OHESMR
<TOoLEY (THFLTANLAAL B - BoREEREA THEERIBEA)

A9 (AAFE - 555k
BERMERLTA R A0
(3) RFIFFDEERIZONT
TN BE T REROT AN CHRLZITER OB 3 o D720 B DFRIR,
EMEICER L, Y BENNIEET L 2 &,



HER] PTP v — Moy — MMaFl

e PTP > — N3aly— O
F 34 BE 100mg £ )
F o U BE 200mg [
%37 R #E 100mg IRE
F /37 R BE 200mg He
0.5g PN
T o HIRE 40%
1g #H

(FHTOEH, SBICHOWTIE TIV.L. B OESR)

5 RKBEMSE
PR

6.8%

737 V88 100mg  : [PTP]100 # (10 & X 10)

737 U8E 200mg : [PTP]100 £ (10 #£X10), 1000 & (10 #& X 100)

T HIRL 20% [T HEEAIA D ]100g, 500g

TN UHRL 40%  c [53101]0.5gx120 B, 1gx120 1
[NZ . #8HI ANV ]100g, 500g

TR vvn 7 5% 0 120mL, 500mL

737 > R #E 100mg : [PTP]100 # (10 £ X 10), 1000 & (10 & X 100)
[NZ | HLdEH N D 11000

737 > R §E 200mg : [PTP]100 & (10 #£X<10), 1000 && (10 & X 100)
[NZ . HzEHIN D 11000 &

1TRBOME
BT /37 U8 100mg. T/347 >4 200mg
[PTP] #Fm: RV, Ha: 7V
W7/ VAL 20%. T/ U HiRL 40%
(5] smar—h T
[(RF] B RV FLy, HE:RY 7oLy, hEF : RJzFLo
BT/\7r>iny75%
Kag RV =FLv, Frv7 KL
HEI Yy RV Tavry AET oA R TF L
BT /847> R# 100mg. /34 > R §& 200mg
[PTP] M : RV ev'Ly, EHi: 7LIH
(RT7] B RKVxzFLo, H: RV 7Ly, o RzFL v



8.F—m 5 - REhEE
B—m% : EL =% R 200mg/400mg « & L =% R JEK; 40%.
N U UEE 100mg/200mg « N LU a7 5% 5%
BE  (BETANAB IO TADAITHE D HRRITEIREE O 1RR)
s HNNR2PE, Txz=h Ay, V=PI R, ZuirE L%
(5 3 & OB 5 95 OERIREE D157
CIREEY F T L, IR E Y
U BEYR F& VR DS IE M)

AT

o ElpRFLLESF A B
AR L

10 WERFTARDEABRVARES

KB BUOEIRTEAGREH B
73 2§ 100mg 22400AMX00867000 20124 8] 3 H*
TN g 200mg 22400AMX00868000 20124 8] 3 H*?
TN KL 20% 21700AMX00157000 2005 4F 11 H 30 H*3
T KL 40% 21700AMX00158000 2005 4F 11 ] 30 H*4
FRrrva w7 5% 21900AMX01204000 2007 4E 8 ] 27 H*
773 > R §E 100mg 22400AMX00869000 20124 8] 3 H*®
773 > R §E 200mg 22400AMX00870000 20124 8] 3 H*®

1S 8100 & LT 1981 4E 1 H 14 AR

#20 SN U BEE LTC 1974 4E 5 24 AAGE.

#3200 & L C 1986 4E 4 A 17 HIKER

# S Ur UIRE 400 & LT 1984 4F 2 A 7T HIKER

BT rrvay 7L LT 1974455 A 24 HIKGR

#6 . 5 > R BE 100 - 200 & LT 1990 4= 9 A 28 HIKRE

M EMEEREFR B

T3 U BE 100mg
737 B 200mg
T IR 20%
TN AL 40%

TR va sy 7 5%
T34 R #E 100mg :
:20134F 6 H 21 H*S

F 37 R #E 200mg

12012412 H 14 A
: 2012 4£ 12 /] 14 A *2
12006 4F 6] 9 A*®
12006 4F 6] 9 A

2007 /£ 12 H 21 A *5
20134 6 A 21 H*¢

T 82 200 & LT 2003 £ 2 H 27 HAGR




*1

*2

*3

k4

%5

*6

78 £ 100 & LT 198142 8 /1 31 H
DTN B LTI9TAE 12 A AT HL TR 200 £ LT 2003 2T A 4 1
D78 KL 200 & LC 19874510 A 1 H
D TN KL 400 & LT 1984 4E 6 H 2 H
LTy Yy LT 1974412 4 17 A
: 73 REE100 - 200 & LT 1990 411 A 22 H

12 RER IR EMN., RERVHEEZEFENEOEABRUVZTORNE
BIFE L VRS DIRDOBIKEDAE : 200249 A 20 H
FEERRFEAEDFREIH 12011426 H 16 H

13 BEERRE. BIMERERARFABRUVEORAE

T3 g 100mg*!

T3 U BE 200mg *2

Bk L

TN HBRL 20% %3

<BHEENT R >

TN R 40% %

FIr Uy 5%

FFETAL 0 19894 12 A 20 H
HGRFIEHD — i 2 A T3 R, ARIEGIHEOWT I

(B CTAMDA UNEIE - BREE - RiEE) R
HNTIREZE) B L OTADANTEE D MR TE)E 2
(RHgE - B80S OTBRbNCRE) o 1
Bz 50N 2 HIBR

F %7 R EE 100mg*®

7,37 > R b 200mg*7

TR 1996 4 12 H 12
KBRS FH OV N

H
THxY L

*1
*2 .
*3
*4
*5
*6

*7

TN UBE100 & LT
TR UBEE LT

s T IR 200 & LT
C T HIRL 400 & LT
TRy LT
TN REEL00 & LT
TN REE200 & LT

14 BEEHAM
737 > R € 100mg + 200mg
44F 1199049 H 28 H~19944E 9 H 27 H ()& 7T : 534 REE 100 - 200 & L)

15 R EHRHRERRICET 51FH
AN, FBH (D0 IFERE) HIRICBET D HIRITED BT,




16.%E1—F

B4, HOT(O #7)% 5 Eiﬁg‘f RIREE | e ramnma—
T 37 U 8E 100mg 100650601 1139004F1096 620065001
T 237 U BE 200mg 100657501 1139004F2173 620065701
T KL 20% 100643801 1139004C1057 620003577
T KL 40% 100646901 1139004C2061 620003578
TR va sy 7 5% 100664301 1139004Q1100 620006033
737 R §E 100mg 100661201 1139004G 1040 620066101
37 > R BE 200mg 100662901 1139004G2063 620066201
17 RBBH EOEE
Hriz/p L
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1 INDICATIONS AND USAGE
1.1 Mania

Depakote (divalproex sodium) is a valproate and is indicated for the treatment
of the manic episodes associated with bipolar disorder. A manic episode is a
distinct period of abnormally and persistently elevated, expansive, or irritable
mood. Typical symptoms of mania include pressure of speech, motor
hyperactivity, reduced need for sleep, flight of ideas, grandiosity, poor
judgment, aggressiveness, and possible hostility.

The efficacy of Depakote was established in 3-week trials with patients
meeting DSM-III-R criteria for bipolar disorder who were hospitalized for
acute mania /see Clinical Studies (14.1)].

The safety and effectiveness of Depakote for long—term use in mania, i.e., more
than 3 weeks, has not been demonstrated in controlled clinical trials.
Therefore, healthcare providers who elect to use Depakote for extended
periods should continually reevaluate the long—term usefulness of the drug
for the individual patient.

1.2 Epilepsy
Depakote is indicated as monotherapy and adjunctive therapy in the
treatment of patients with complex partial seizures that occur either in
isolation or in association with other types of seizures. Depakote is also
indicated for use as sole and adjunctive therapy in the treatment of simple
and complex absence seizures, and adjunctively in patients with multiple
seizure types that include absence seizures.

Simple absence is defined as very brief clouding of the sensorium or loss of
consciousness accompanied by certain generalized epileptic discharges
without other detectable clinical signs. Complex absence is the term used
when other signs are also present.

1.3 Migraine

Depakote is indicated for prophylaxis of migraine headaches. There is no
evidence that Depakote is useful in the acute treatment of migraine
headaches.

1.4 Important Limitations

Because of the risk to the fetus of decreased IQ, neurodevelopmental
disorders, neural tube defects, and other major congenital malformations,
which may occur very early in pregnancy, valproate should not be used to treat
women with epilepsy or bipolar disorder who are pregnant or who plan to
become pregnant unless other medications have failed to provide adequate
symptom control or are otherwise unacceptable. Valproate should not be
administered to a woman of childbearing potential unless other medications
have failed to provide adequate symptom control or are otherwise
unacceptable [see Warnings and Precautions (5.2, 5.3, 5.4), Use in Specific
Populations (8.1), and Patient Counseling Information (17)].

For prophylaxis of migraine headaches, Depakote is contraindicated in
women who are pregnant and in women of childbearing potential who are not
using effective contraception /see Contraindications (4)].
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2 DOSAGE AND ADMINISTRATION

Depakote tablets are intended for oral administration. Depakote tablets
should be swallowed whole and should not be crushed or chewed.

Patients should be informed to take Depakote every day as prescribed. If a
dose is missed it should be taken as soon as possible, unless it is almost time
for the next dose. If a dose is skipped, the patient should not double the next
dose.

2.1 Mania

Depakote tablets are administered orally. The recommended initial dose is
750 mg daily in divided doses. The dose should be increased as rapidly as
possible to achieve the lowest therapeutic dose which produces the desired
clinical effect or the desired range of plasma concentrations. In placebo-
controlled clinical trials of acute mania, patients were dosed to a clinical
response with a trough plasma concentration between 50 and 125 mcg/mL.
Maximum concentrations were generally achieved within 14 days. The
maximum recommended dosage is 60 mg/kg/day.

There is no body of evidence available from controlled trials to guide a clinician
in the longer term management of a patient who improves during Depakote
treatment of an acute manic episode. While it is generally agreed that
pharmacological treatment beyond an acute response in mania is desirable,
both for maintenance of the initial response and for prevention of new manic
episodes, there are no data to support the benefits of Depakote in such
longer—term treatment. Although there are no efficacy data that specifically
address longer-term antimanic treatment with Depakote, the safety of
Depakote in long-term use is supported by data from record reviews involving
approximately 360 patients treated with Depakote for greater than 3 months.

2.2 Epilepsy

Depakote tablets are administered orally. Depakote is indicated as
monotherapy and adjunctive therapy in complex partial seizures in adults and
pediatric patients down to the age of 10 years, and in simple and complex
absence seizures. As the Depakote dosage is titrated upward, concentrations
of clonazepam, diazepam, ethosuximide, lamotrigine, tolbutamide,
phenobarbital, carbamazepine, and/or phenytoin may be affected /see Drug
Interactions (7.2)].

Complex Partial Seizures
For adults and children 10 years of age or older.

Monotherapy (Initial Therapy)

Depakote has not been systematically studied as initial therapy. Patients
should initiate therapy at 10 to 15 mg/kg/day. The dosage should be
increased by 5 to 10 mg/kg/week to achieve optimal clinical response.
Ordinarily, optimal clinical response is achieved at daily doses below 60
mg/kg/day. If satisfactory clinical response has not been achieved, plasma
levels should be measured to determine whether or not they are in the
usually accepted therapeutic range (50 to 100 mecg/mL). No
recommendation regarding the safety of valproate for use at doses above
60 mg/kg/day can be made.

The probability of thrombocytopenia increases significantly at total trough
valproate plasma concentrations above 110 mcg/mL in females and 135
mcg/mL in males. The benefit of improved seizure control with higher
doses should be weighed against the possibility of a greater incidence of
adverse reactions.
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Conversion to Monotherapy

Patients should initiate therapy at 10 to 15 mg/kg/day. The dosage should
be increased by 5 to 10 mg/kg/week to achieve optimal clinical response.
Ordinarily, optimal clinical response is achieved at daily doses below 60
mg/kg/day. If satisfactory clinical response has not been achieved, plasma
levels should be measured to determine whether or not they are in the
usually accepted therapeutic range (50-100 mcg/mL). No recommendation
regarding the safety of valproate for use at doses above 60 mg/kg/day can
be made. Concomitant antiepilepsy drug (AED) dosage can ordinarily be
reduced by approximately 25% every 2 weeks. This reduction may be
started at initiation of Depakote therapy, or delayed by 1 to 2 weeks if there
is a concern that seizures are likely to occur with a reduction. The speed
and duration of withdrawal of the concomitant AED can be highly variable,
and patients should be monitored closely during this period for increased
seizure frequency.

Adjunctive Therapy

Depakote may be added to the patient's regimen at a dosage of 10 to 15
mg/kg/day. The dosage may be increased by 5 to 10 mg/kg/week to achieve
optimal clinical response. Ordinarily, optimal clinical response is achieved
at daily doses below 60 mg/kg/day. If satisfactory clinical response has not
been achieved, plasma levels should be measured to determine whether or
not they are in the usually accepted therapeutic range (50 to 100 mcg/mL).
No recommendation regarding the safety of valproate for use at doses
above 60 mg/kg/day can be made. If the total daily dose exceeds 250 mg, it
should be given in divided doses.

In a study of adjunctive therapy for complex partial seizures in which
patients were receiving either carbamazepine or phenytoin in addition to
valproate, no adjustment of carbamazepine or phenytoin dosage was
needed /[see Clinical Studies (14.2)]. However, since valproate may interact
with these or other concurrently administered AEDs as well as other
drugs, periodic plasma concentration determinations of concomitant AEDs
are recommended during the early course of therapy /[see Drug
Interactions (7).
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Simple and Complex Absence Seizures

The recommended initial dose is 15 mg/kg/day, increasing at one week
intervals by 5 to 10 mg/kg/day until seizures are controlled or side effects
preclude further increases. The maximum recommended dosage is 60
mg/kg/day. If the total daily dose exceeds 250 mg, it should be given in
divided doses.

A good correlation has not been established between daily dose, serum
concentrations, and therapeutic effect. However, therapeutic valproate
serum concentrations for most patients with absence seizures is considered
to range from 50 to 100 meg/mL. Some patients may be controlled with lower
or higher serum concentrations /[see Clinical Pharmacology (12.3)].

As the Depakote dosage is titrated upward, blood concentrations of
phenobarbital and/or phenytoin may be affected /see Drug Interactions

(7.2)]

Antiepilepsy drugs should not be abruptly discontinued in patients in whom
the drug is administered to prevent major seizures because of the strong
possibility of precipitating status epilepticus with attendant hypoxia and
threat to life.

In epileptic patients previously receiving valproic acid therapy, Depakote
tablets should be initiated at the same daily dose and dosing schedule. After
the patient is stabilized on Depakote tablets, a dosing schedule of two or
three times a day may be elected in selected patients.

2.3 Migraine
Depakote is indicated for prophylaxis of migraine headaches in adults.

Depakote tablets are administered orally. The recommended starting dose is
FHENR OV & 250 mg twice daily. Some patients may benefit from doses up to 1,000 mg/day.
In the clinical trials, there was no evidence that higher doses led to greater
efficacy.

2.4 General Dosing Advice
Dosing in Elderly Patients

Due to a decrease in unbound clearance of valproate and possibly a greater
sensitivity to somnolence in the elderly, the starting dose should be reduced
in these patients. Dosage should be increased more slowly and with regular
monitoring for fluid and nutritional intake, dehydration, somnolence, and
other adverse reactions. Dose reductions or discontinuation of valproate
should be considered in patients with decreased food or fluid intake and in
patients with excessive somnolence. The ultimate therapeutic dose should
be achieved on the basis of both tolerability and clinical response /see
Warnings and Precautions (5.14), Use in Specific Populations (8.5) and
Clinical Pharmacology (12.3)].

Dose—-Related Adverse Reactions

The frequency of adverse effects (particularly elevated liver enzymes and
thrombocytopenia) may be dose - related. The probability of
thrombocytopenia appears to increase significantly at total valproate
concentrations of > 110 mcg/mL (females) or > 135 mcg/mL (males) /see
Warnings and Precautions (5.8)]. The benefit of improved therapeutic effect
with higher doses should be weighed against the possibility of a greater
incidence of adverse reactions.

Patients who experience G.I. irritation may benefit from administration of
the drug with food or by slowly building up the dose from an initial low level.
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2.5 Dosing in Patients Taking Rufinamide

R OV & Patients stabilized on rufinamide before being prescribed valproate should
begin valproate therapy at a low dose, and titrate to a clinically effective dose
[see Drug Interactions (7.2)].
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8.1 Pregnancy

Pregnancy Exposure Registry

There is a pregnancy exposure registry that monitors pregnancy outcomes in
women exposed to antiepileptic drugs (AEDs), including Depakote, during
pregnancy. Encourage women who are taking Depakote during pregnancy to
enroll in the North American Antiepileptic Drug NAAED) Pregnancy Registry
by calling toll-free 1-888-233-2334 or visiting the website,
http://www.aedpregnancyregistry.org/. This must be done by the patient
herself.

Risk Summary

For use in prophylaxis of migraine headaches, valproate is contraindicated in
women who are pregnant and in women of childbearing potential who are not
using effective contraception /see Contraindications (4)].

For use in epilepsy or bipolar disorder, valproate should not be used to treat
women who are pregnant or who plan to become pregnant unless other
medications have failed to provide adequate symptom control or are otherwise
unacceptable /see Boxed Warning and Warnings and Precautions (5.2, 5.3)].
Women with epilepsy who become pregnant while taking valproate should not
discontinue valproate abruptly, as this can precipitate status epilepticus with
resulting maternal and fetal hypoxia and threat to life.
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Maternal valproate use during pregnancy for any indication increases the risk
of congenital malformations, particularly neural tube defects including spina
bifida, but also malformations involving other body systems (e.g., craniofacial
defects including oral clefts, cardiovascular malformations, hypospadias, limb
malformations). This risk is dose-dependent; however, a threshold dose below
which no risk exists cannot be established. /n utero exposure to valproate may
also result in hearing impairment or hearing loss. Valproate polytherapy with
other AEDs has been associated with an increased frequency of congenital
malformations compared with AED monotherapy. The risk of major structural
abnormalities is greatest during the first trimester; however, other serious
developmental effects can occur with valproate use throughout pregnancy. The
rate of congenital malformations among babies born to epileptic mothers who
used valproate during pregnancy has been shown to be about four times higher
than the rate among babies born to epileptic mothers who used other anti-
seizure monotherapies [see Warnings and Precautions (5.2) and Data

(]{LI m 217)].

Epidemiological studies have indicated that children exposed to valproate in
utero have lower 1Q scores and a higher risk of neurodevelopmental disorders
compared to children exposed to either another AED 1n uteroor to no AEDs in
utero[see Warnings and Precautions (5.3) and Data (Human)/.

An observational study has suggested that exposure to valproate products
during pregnancy increases the risk of autism spectrum disorders /see Data

(]{LI m 317)].

In animal studies, valproate administration during pregnancy resulted in fetal
structural malformations similar to those seen in humans and neurobehavioral
deficits in the offspring at clinically relevant doses [see Data (Animal)].

There have been reports of hypoglycemia in neonates and fatal cases of hepatic
failure in infants following maternal use of valproate during pregnancy.

Pregnant women taking valproate may develop hepatic failure or clotting
abnormalities including thrombocytopenia, hypofibrinogenemia, and/or
decrease in other coagulation factors, which may result in hemorrhagic
complications in the neonate including death /see Warnings and Precautions
(5.1, 5.8)].

Available prenatal diagnostic testing to detect neural tube and other defects
should be offered to pregnant women using valproate.

Evidence suggests that folic acid supplementation prior to conception and
during the first trimester of pregnancy decreases the risk for congenital neural
tube defects in the general population. It is not known whether the risk of
neural tube defects or decreased IQ in the offspring of women receiving
valproate is reduced by folic acid supplementation. Dietary folic acid
supplementation both prior to conception and during pregnancy should be
routinely recommended for patients using valproate [see Warnings and
Precautions (5.2, 5.4)].

All pregnancies have a background risk of birth defect, loss, or other adverse
outcomes. In the U.S. general population, the estimated background risk of
major birth defects and miscarriage in clinically recognized pregnancies is 2 to
4% and 15 to 20%, respectively.
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Clinical Considerations

Disease-associated maternal and/or embryo/fetal risk

To prevent major seizures, women with epilepsy should not discontinue
valproate abruptly, as this can precipitate status epilepticus with resulting
maternal and fetal hypoxia and threat to life. Even minor seizures may pose
some hazard to the developing embryo or fetus /see Warnings and Precautions
(6.4)]. However, discontinuation of the drug may be considered prior to and
during pregnancy in individual cases if the seizure disorder severity and
frequency do not pose a serious threat to the patient.

Maternal adverse reactions

Pregnant women taking valproate may develop clotting abnormalities
including thrombocytopenia, hypofibrinogenemia, and/or decrease in other
coagulation factors, which may result in hemorrhagic complications in the
neonate including death /see Warnings and Precautions (5.8)]. If valproate is
used in pregnancy, the clotting parameters should be monitored carefully in
the mother. If abnormal in the mother, then these parameters should also be
monitored in the neonate.

Patients taking valproate may develop hepatic failure /see Boxed Warning and
Warnings and Precautions (5.1)]. Fatal cases of hepatic failure in infants
exposed to valproate 1n utero have also been reported following maternal use
of valproate during pregnancy.

Hypoglycemia has been reported in neonates whose mothers have taken
valproate during pregnancy.

Data
Human

Neural tube defects and other structural abnormalities

There is an extensive body of evidence demonstrating that exposure to
valproate in uteroincreases the risk of neural tube defects and other structural
abnormalities. Based on published data from the CDC’ s National Birth
Defects Prevention Network, the risk of spina bifida in the general population
is about 0.06 to 0.07% (6 to 7 in 10,000 births) compared to the risk following
1in uterovalproate exposure estimated to be approximately 1 to 2% (100 to 200
in 10,000 births).

The NAAED Pregnancy Registry has reported a major malformation rate of
9-11% in the offspring of women exposed to an average of 1,000 mg/day of
valproate monotherapy during pregnancy. These data show an up to a five—fold
increased risk for any major malformation following valproate exposure Iin
utero compared to the risk following exposure in uteroto other AEDs taken as
monotherapy. The major congenital malformations included cases of neural
tube defects, cardiovascular malformations, craniofacial defects (e.g., oral
clefts, craniosynostosis), hypospadias, limb malformations (e.g., clubfoot,
polydactyly), and other malformations of varying severity involving other body
systems [see Warnings and Precautions (5.2)].
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Effect on IQ and neurodevelopmental effects

Published epidemiological studies have indicated that children exposed to
valproate in uterohave lower 1Q scores than children exposed to either another
AED in utero or to no AEDs in utero. The largest of these studies! is a
prospective cohort study conducted in the United States and United Kingdom
that found that children with prenatal exposure to valproate (n=62) had lower
1Q scores at age 6 (97 [95% C.I. 94-101]) than children with prenatal exposure
to the other anti-epileptic drug monotherapy treatments evaluated:
lamotrigine (108 [95% C.I. 105-110]), carbamazepine (105 [95% C.I. 102-108])
and phenytoin (108 [95% C.I. 104-112]). It is not known when during pregnancy
cognitive effects in valproate—exposed children occur. Because the women in
this study were exposed to AEDs throughout pregnancy, whether the risk for
decreased 1Q was related to a particular time period during pregnancy could
not be assessed [see Warnings and Precautions (5.3)].

Although the available studies have methodological limitations, the weight of
the evidence supports a causal association between valproate exposure in utero
and subsequent adverse effects on neurodevelopment, including increases in
autism spectrum disorders and attention deficit/hyperactivity disorder
(ADHD). An observational study has suggested that exposure to valproate
products during pregnancy increases the risk of autism spectrum disorders. In
this study, children born to mothers who had used valproate products during
pregnancy had 2.9 times the risk (95% confidence interval [CI]: 1.7-4.9) of
developing autism spectrum disorders compared to children born to mothers
not exposed to valproate products during pregnancy. The absolute risks for
autism spectrum disorders were 4.4% (95% CI: 2.6%-17.5%) in valproate—
exposed children and 1.5% (95% CI: 1.5%-1.6%) in children not exposed to
valproate products. Another observational study found that children who were
exposed to valproate in utero had an increased risk of ADHD (adjusted HR
1.48; 95% CI, 1.09-2.00) compared with the unexposed children. Because these
studies were observational in nature, conclusions regarding a causal
association between in utero valproate exposure and an increased risk of
autism spectrum disorder and ADHD cannot be considered definitive.

Other

There are published case reports of fatal hepatic failure in offspring of women
who used valproate during pregnancy.

Animal

In developmental toxicity studies conducted in mice, rats, rabbits, and
monkeys, increased rates of fetal structural abnormalities, intrauterine
growth retardation, and embryo—fetal death occurred following administration
of valproate to pregnant animals during organogenesis at clinically relevant
doses (calculated on a body surface area [mg/m? basis). Valproate induced
malformations of multiple organ systems, including skeletal, cardiac, and
urogenital defects. In mice, in addition to other malformations, fetal neural
tube defects have been reported following valproate administration during
critical periods of organogenesis, and the teratogenic response correlated with
peak maternal drug levels. Behavioral abnormalities (including cognitive,
locomotor, and social interaction deficits) and brain histopathological changes
have also been reported in mice and rat offspring exposed prenatally to
clinically relevant doses of valproate.
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8.2 Lactation

Risk Summary

Valproate is excreted in human milk. Data in the published literature describe
the presence of valproate in human milk (range: 0.4 meg/mL to 3.9 mcg/mL),
corresponding to 1% to 10% of maternal serum levels. Valproate serum
concentrations collected from breastfed infants aged 3 days postnatal to 12
weeks following delivery ranged from 0.7 meg/mL to 4 meg/mL, which were 1%
to 6% of maternal serum valproate levels. A published study in children up to
six years of age did not report adverse developmental or cognitive effects
following exposure to valproate via breast milk /see Data (Human)].

There are no data to assess the effects of Depakote on milk production or
excretion.

Clinical Considerations

The developmental and health benefits of breastfeeding should be considered
along with the mother's clinical need for Depakote and any potential adverse
effects on the breastfed infant from Depakote or from the underlying maternal
condition.

Monitor the breastfed infant for signs of liver damage including jaundice and
unusual bruising or bleeding. There have been reports of hepatic failure and
clotting abnormalities in offspring of women who used valproate during
pregnancy /see Use in Specific Populations (8.1)].

Data
Human

In a published study, breast milk and maternal blood samples were obtained
from 11 epilepsy patients taking valproate at doses ranging from 300 mg/day
to 2,400 mg/day on postnatal days 3 to 6. In 4 patients who were taking
valproate only, breast milk contained an average valproate concentration of 1.8
mcg/mL (range: 1.1 mcg/mL to 2.2 meg/mL), which corresponded to 4.8% of the
maternal plasma concentration (range: 2.7% to 7.4%). Across all patients (7 of
whom were taking other AEDs concomitantly), similar results were obtained
for breast milk concentration (1.8 mcg/mL, range: 0.4 mcg/mL to 3.9 mcg/mL)
and maternal plasma ratio (5.1%, range: 1.3% to 9.6%).

A published study of 6 breastfeeding mother—-infant pairs measured serum
valproate levels during maternal treatment for bipolar disorder (750 mg/day
or 1,000 mg/day). None of the mothers received valproate during pregnancy,
and infants were aged from 4 weeks to 19 weeks at the time of evaluation.
Infant serum levels ranged from 0.7 mcg/mL to 1.5 mcg/mL. With maternal
serum valproate levels near or within the therapeutic range, infant exposure
was 0.9% to 2.3% of maternal levels. Similarly, in 2 published case reports with
maternal doses of 500 mg/day or 750 mg/day during breastfeeding of infants
aged 3 months and 1 month, infant exposure was 1.5% and 6% that of the
mother, respectively.

A prospective observational multicenter study evaluated the long-term
neurodevelopmental effects of AED use on children. Pregnant women receiving
monotherapy for epilepsy were enrolled with assessments of their children at
ages 3 years and 6 years. Mothers continued AED therapy during the
breastfeeding period. Adjusted I1Qs measured at 3 years for breastfed and
non-breastfed children were 93 (n=11) and 90 (n=24), respectively. At 6 years,
the scores for breastfed and non-breastfed children were 106 (n=11) and 94
(n=25), respectively (p=0.04). For other cognitive domains evaluated at 6 years,
no adverse cognitive effects of continued exposure to an AED (including
valproate) via breast milk were observed.
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8.3 Females and Males of Reproductive Potential

Contraception

Women of childbearing potential should use effective contraception while
taking valproate [see Boxed Warning, Warnings and Precautions (5.4), Drug
Interactions (7), and Use in Specific Populations (8.1)]. This is especially
important when valproate use is considered for a condition not usually
associated with permanent injury or death such as prophylaxis of migraine

PSS {/J"ﬁi% headaches /see Contraindications (4)].
(Depakote™* :
2021 ££ 10 ) Infertility

There have been reports of male infertility coincident with valproate therapy
[see Adverse Reactions (6.4)].

In animal studies, oral administration of valproate at clinically relevant doses
resulted in adverse reproductive effects in males /see Nonclinical Toxicology

(13.1)].
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8.4 Pediatric Use

Experience has indicated that pediatric patients under the age of two years are
at a considerably increased risk of developing fatal hepatotoxicity, especially
those with the aforementioned conditions /see Boxed Warning and Warnings
and Precautions (5.1)]. When Depakote is used in this patient group, it should
be used with extreme caution and as a sole agent. The benefits of therapy
should be weighed against the risks. Above the age of 2 years, experience in
epilepsy has indicated that the incidence of fatal hepatotoxicity decreases
considerably in progressively older patient groups.

Younger children, especially those receiving enzyme-inducing drugs, will
require larger maintenance doses to attain targeted total and unbound
valproate concentrations. Pediatric patients (i.e., between 3 months and 10
years) have 50% higher clearances expressed on weight (i.e., mL/min/kg) than
do adults. Over the age of 10 years, children have pharmacokinetic parameters
that approximate those of adults.

The variability in free fraction limits the clinical usefulness of monitoring total
serum valproic acid concentrations. Interpretation of valproic acid
concentrations in children should include consideration of factors that affect
hepatic metabolism and protein binding.

Pediatric Clinical Trials
Depakote was studied in seven pediatric clinical trials.

Two of the pediatric studies were double-blinded placebo-controlled trials to

K ETRA 2 evaluate the efficacy of Depakote ER for the indications of mania (150
(Depakote™ : patients aged 10 to 17 years, 76 of whom were on Depakote ER) and migraine
2021 4E 10 A) (304 patients aged 12 to 17 years, 231 of whom were on Depakote ER).

Efficacy was not established for either the treatment of migraine or the
treatment of mania. The most common drug-related adverse reactions
(reported >5% and twice the rate of placebo) reported in the controlled
pediatric mania study were nausea, upper abdominal pain, somnolence,
increased ammonia, gastritis and rash.

The remaining five trials were long term safety studies. Two six—month
pediatric studies were conducted to evaluate the long-term safety of
Depakote ER for the indication of mania (292 patients aged 10 to 17 years).
Two twelve-month pediatric studies were conducted to evaluate the long—
term safety of Depakote ER for the indication of migraine (353 patients aged
12 to 17 years). One twelve-month study was conducted to evaluate the
safety of Depakote Sprinkle Capsules in the indication of partial seizures
(169 patients aged 3 to 10 years).

In these seven clinical trials, the safety and tolerability of Depakote in
pediatric patients were shown to be comparable to those in adults /see
Adverse Reactions (6)].

Juvenile Animal Toxicology
In studies of valproate in immature animals, toxic effects not observed in
adult animals included retinal dysplasia in rats treated during the neonatal
period (from postnatal day 4) and nephrotoxicity in rats treated during the
neonatal and juvenile (from postnatal day 14) periods. The no—effect dose for
these findings was less than the maximum recommended human dose on a
mg/m? basis.

3% : Depakote® DA% 57 1T divalproex sodium (b7 afigl L7 afiE Na 2 1l: 1 THESR) THD,
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