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[ LU — MREZERL 40%™ | 1%, [BL =75 R A 40%) OBBERSE L CHBELZ B L, [EEG
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1. BR5E4H
(Hf £
L7 i Na $E 100mg [ 7 2F 4 )
sV ik Na $E 200mg [ 7 2F 4 )
A7 aENa a7 5% [ 70F 7]
V7 g Na RIERL 40% 72777
2F %
SODIUM VALPROATE TABLETS 100mg “FUJINAGA”
SODIUM VALPROATE TABLETS 200mg “FUJINAGA”
SODIUM VALPROATE SYRUP 5% “FUJINAGA”
SODIUM VALPROATE EXTENDED RELEASE GRANULES 40% “FUJINAGA”
(3)&FRDHE
AEIO— s o7 afgr FU oA BKERASEORBICH kK

2. —f&&
(Mf £ (@&%)
ST afpr b o s (JAN)
(2)F #& (@R
Sodium Valproate (JAN)
(3)RF L
AN

3. BEXAX(TRMEX
COzNa

H.C— " ~CH.

4. P FRARULDF=
45+2 : CsH1sNaOs
& : 166.19
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BT & %,
(2)iafEME

AKITHRD TEEIF L <. =& 7 —/b (99.5) XIFEEEE (100) ([ZEIT090,
(3T %

Fi D TR TR < | 225 TR & IZiifE+ 2 D,
@R (PER) . BR. BER

il K 860°C (4rfig) V
(5)EIE A AR REE B

pKa : 4.6V
(6) P ERfHRE

logP'ocr= 0.26

(HEE : 77 RAav=A X 7k n-A 27 % /7 —/VIpHT7.4 R EEIR)
(7)ZF DD E 2 RIEE

pH : A8 1.0g 27K 20mL (ZIE L 728D pH 1% 7.0~8.5 TH D,
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1. #
(1) DX B
2L 7 a i Na $& 100mg [ 7)) TN a—T ¢ T
sV 7 a i Na $& 200mg [ 7)) TN a—T ¢ T
ASvFalgENawy 7 5% (7070 vayTH
sV a g Na IRGERL 40% (7271 FERIA (TR MERRRL)

(Q)BLFI DI B R U IR
e
AR7E4 iz @, B EX X
(mm) (mm) (mg)
7L a i Na $E 100mg SN Q Q D)
[ g | TN ha—T 4 VT8 | AR
71 | 37 | 131
L7 Na B 200mg o Q Q D
[ g | TN ha—T 4 VT8 | AR
91 | 48 | 260
R5e4 iz = pH
VT ag Navay 7 5% o . N
(S S sy T 4 5 Y B 7.0~17.8
R4 bailbiz =)
/LT ik Na R HERE 40% T
NN TR A

()R —FK
sV afg Na fE 100mg [ 75747 EP100 (PTP ¥ — MMIZFER)
27 a g Na $E 200mg [72F 77 : EP200 (PTP v — MIFR)
(4K DY
sV 7 i Na $ 100mg [ 7 V)7 )
T : 6.48kg
L7k Na $E 200mg [ 7 2F 4 )
W : 8.75kg
V7 a8 Na IREUERL 40% 172797 )
2R :21.4°
RENTEE  : 0.60g/mL
KIS AR 110 578 0.0%
12 5% 0.0%
42 Fi@EiE  0.1%
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D D A LT B £ IVEE P SV
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QREMEEDRE
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)& =

vy 7Hl 1lmL H7- 0 OB 2.40keal TH 5,

3. RTBRBRDHEARUEE
B L

4. 71 i
A% L7220

5. BAT B ARIED B 5 IHY
AR L



V. $AC

6. HADZBEMGTICEITOIREN
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25°CI75%RH il L
A 67 A BICEEAIZR IR 2 2 AR
CIT5% PTP {13 3 » A BICEAIZEICHRARM. 6 4
40°C/75%RH GRS IR 012 g
o o 3 » HHICEERIFmIHRm N RE, 6 » AB
40°C/90%RH IR 012 g
; 3 FER] B IR O R HAERR™ | 5 W B LA
X % - ik .
25°C/75%RH 24 R[] PR R i L
1,000Lux (25°C) 60 5 Lux*hr PTP % ik L
It
s> 36 7 J1 i EfLis L
RERIEE - MRk, &8 GRS )
) MR AN E BB LITRD bRV, HIREB L ITEENERE TH -1,
/NLFOEE Na §8 200mg 7044
PRAFSRA: PRAF IR PRI HE i S
oo PTP ‘as/
40°C/75%RH* S B
25°C/I75%RH il L
25°C/190%RH
. 6 » 3 » A BICEERIZE IR R, 6 » AR
40°C/75%RH PTP a4 TR O R B TR A
1 % A BIZEERIEmIZHRY R, 3 » HH
40°C/90%RH TR OR IS TR E, 6 »HAT
B
. 5 W[ H 2 D EERIFR mIIE O A 03584, 6 B
°CI75% : 108 1) ) ’ il
25°C/75%RH 24 IR @k LRI B4 0 12 R
1,000Lux (25°C) 60 77 Lux - hr PTP w3t 2L
A%
SR 60 # A e Bl
ARBREA - MR, AR CrIEHRBR b I
) MR AN E B2 LITRD bRV, HIREB L ITEENERETH - T,
NILTOENaT Ay T5% D04
PRATSRAE TRA7 IR PRI RE WwoOR
40°C/75%RH 6 4
1,000Lux (§25°C) | 60 5 Lux - hr | #'F 2 (1B) 7L
=ik 60 » H
AREREE - MR, pH, A&

B4 5 H



Iv. WANCEE4 5 H

NV T OB Na fRIREERL 40% (D24 )

[EeE Skl PRAFHAM PRAFTERE WwOR
40°C/75%RH 6 » H 7T 2AF v 7 7R Zi7z L
25°C/60%RH* BRIk AE (AT
5 o « 30 H[#] PREN L7277 T 2 )R 10 H BIZH#E b, (EREL
40°C/75%RH (R )
E=eir] 36 » H TT AT 7 BUH 7z L

ABRIEE - PRIR. SR, HEE GeMEIR o 2252 hE)
( IXAEmZWEDIE] 1)

7. RRERVBEREREOREN
Y LR

8. hFl&EDEEEL (MEILFEMZEIL)
NILTO8Na>RyT5% 20+ 4)
S TeENa T ey 7 5% (704 30mLIZ 7 = /23— £39L 0.4% 30mL % OVK 60mL %%
72b D% 30E1CTT7T HHMRAFLIZ L 24, SMBL. Bt %, 2BV R UEEICEITRh T,
NV T OEE Na fRIREERL 40% T OF 7 )
[XW.2. Z DMOBEER /3L T O Na fRIREEHI 40% (D07 BREELRARME S0



IV. BFIZRE4 5 IEH

9. Btk

N)LTOEE Na g 100mg 72044
(M RHBHRE~DES 1 2
ARG VT afgt N U LEEOEEBSFITHEVRRT 5 L &, 30 3 DOEHZED 85% U L Th -7,
(QAK| L IZEMR DB EEE
( TEFEHS DLW FHIREERBRAT A R7 4 2 Fa 18 4F 11 A 24 BAF  JERFEAFE 1124004 5] )

AR AL
Fo YA
BRI
BRI

BRI

[EI} 73
FIEALE

BRI R

sV a g Na §E 100mg [ 707 )
SeRA] LT afES Y v A 100me & A FE)
H R — R BRVE IR AR 2 15 (S RLiE)

pH 1.2= A R MR 11’

pH 4.0=3# 7= Mcllvaine ¥ZE %

pH 6.8= H HE R 2 K

K= R ek oK

50rpm

TEERIFI OVEHICIAMER T 74 A D e\, LT O 3 &AL CHIE LTz,

FEYERLAI AN 15 43 LAINIZ ) 85% LA LW HI T 256 (pH4.0. 7K) - sRBRELAI S 15 43 ANIZ PR

85% LA LIEIT 273 XUT 15 4312331) 2 3kBR LA D 157 H = S R MERL A D SIS HH =R+ 15%

DHEIFANIZH 5,

PEYERLAIAN 15~30 401218 85% LA L HI T2 556 (pH6.8)  « AEHERUAI D EE =R 73 60% K

WY 85% 1T D 2 7 2 g ;RIS\ T BRBR AN 0D PR P H =2 M A YR B oD SR8 HH 3R £ 15 % D

P D, T2 BEBOEIZ42ULETH D,

FEE HERUF 0D SE S HHERAS 30 43 AP ) 85% 125 L 22 WA T, HER I TO LB H R 50%

K D6 (pH1.2)  FEERFINHIE S 7o sBRREE (2 i) 123617 2 FHE =D 1/2 D

P R e o 93 X e IR s S OVBUE S U7 RBRIEIEN L 450 T BRI D S5 HH 3 A3 R R A

DYEE R 9% OHMIZH 5, XL £2 BEOED 63 L ETH S,

pH4.0 ZOVK D 2 RERIEMEIC BT, FEHERIRNIL 15 /0 AN Y 85% L BIRH Lz, v

% Na $E 100mg [ 7 UFH ) 1L, W h 15 312810 2 PR H SR DMERERLE| O S H 3 £

15% DOEPANIZ B o 7=,

pH6.8 ITH W\ T, HEUERIFIL 15~30 4312 85% LA LI L7, »S/v 7 g Na € 100mg [~

DI F, EEAERE O TR HERDY 60% KON 85% AT D 2 WA (BREUFER 10 43 & O 15 43)

IZBWT, 60% 3 DR L CIEERIF O HIEHFE L 15% OFIFAN Th o772, {2 BT &
DAHIE LTz, 15647, 30 0 TN 45 4310 T £2 P CLui L 72 R, £2 B OfEIE 57.8 £ 720 42

UEThotz,

pH1.2 (28T, FEHERAIOELEE HRITHE SR BRIRERH] (2 Fifi)) T 50% AR CTh -7z,

sV g Na $E 100mg [7 00 @, FBEHERGRIORE S 7R BR 236 1) 2 s R
(33.9%) @ 1/2 ONFEHEEHE (16.9%) ZR3 14 28R M0 75.2 20 (NIfEICE D) THY,

FHAE E 75.2 R T ORI RD 14.5% ., 2 R[] % DA HFN 26.4% TH Y, 2R &b

SR HH SR M HE R O SV R - 9% D FIPAIC B o T2,

L7223 T, »3v 7 alg Na $E 100mg [ 777 & EERAOFE H 28 ZEEL L T b &HIE

<Y AW



Iv. WANCEE4 5 H

—o— /\LTOENagE100mgl D2+ H1  —o— 1ZERIK

100 -
& 75
2 H1.2
= s0 | pHA1l.
%

v R o @ . N
0 15 30 45 60 75 90 105 120 0 5 10 15 20 25 30 35 40 45
(min) (min)

100 100
%3 3
B s

75 75
H H
x x
~ 950 _. 50
% %
~ 25 1 ~ 25

0 S S 0 L e

0 5 10 15 20 25 30 35 40 45 0 5 10 15 20 25 30 35 40 45
(min) (min)

QR)AFI L EZEVHA DB HEE Y

(TE BN DN BB OEYFEOREERBRTA T4 2 PRk 1845 11 A 24 AfF FKEHFERE

1124004 5] )

AREBRRUA] . L7 R Na $€ 100mg [ 7 2F 4 |

FEAERIA] . L7 m g Na $E 200mg [ 7 24 (& EEWRA])

ARG - BR—ERBREE R 215 (N FLviE)

PR  AEVERIA) D KRS M ORI 5 1L OB R G 1

REAR K= H IFERK

[F#%c 50 rpm

HEREE - EVERAI OB MICHER 7 7 2 A DT,
TERHE AR 15~30 /5ICFY) 85% L LI T 254 FEUERK O VA H A
60% &N 85% & 72 Hi M 78 2 REAICIN T, BRBRELAN 0D W1 HH 38 S AR HE B 0 S35 78 HH 3 &
10% DO#PAIZH 50, T £ 2 BIKOMEN 50 LLETH 5,
il % DO F A& I 31T 2 3B EA O 2 OVE IOV T, R O3
R 85% LA LIZiET D & & FHBRRAIOLILEE =R £ 15% OFPHEZ 2 5 b DA% 12 fH 1 ELLT
T, =25%DHIFHZHEZ DB DR,

FRBRAE R PR EHERLRIY 15~380 4312 ) 85% LA EIEH U 7o, BEHERLE| O SRR KT 60% K Y
85% 3IT 2 AU U N T, BRBRELA oD SRV SR MR R O SRR S £ 10% OFEFAN TH - 7=,
82 O FAE A (30 43) 12381F 2 BBRILAI O 2 OFEHIZEIZ W T, BRERELF] 0
PR E15% OHIEEZE 2 52O 12 i 1 LT T, £25%DEHZEZ 5 b DN ehro
2o LIZMR-T, 72V afE NadE 100mg [ 7974 &30 7 afg Na $E 200mg [ 7 V)7
DEHZEEMAFRFELHE L, EMFRICREL AR T LR TER,



IV. BFIZRE4 5 IEH

—e— /\LT7OEENafE100mgl 747 |
—O0— /NJLTAEENafE200mgl 7244 |

(&) # EE 3

(min)

/NLTOEE Na §8 200mg T2+ 4]
AHNL 2004 4 2 A 23 HIZSVEFFREMAHE T U, BRI EH A GBS HAE No.19 [IZH# S v Tn D,
(N RHBHRE~DEE £ 2
AARIER G v aiEg) ) U LAFEOERLEFRIEOCHRT 5 & X, 30 0OBRHEN 8% L ETH -7,
QAK| L ZEMK DB EEE
o B B ATl B 0D A S BRAE R
( TERMER SO WEITER D B FZREEICOWT - AL 1047 H 15 B EHRHEE 634 5 )
ARERELA] . L7 g Na § 200mg [ 7 )4 |
YRR - JEREE v aEgS R U U A 200mg EA HE)
RERTE - B RGBT R 215 (O FLiE)
AR
Bk pH1.2= HJRR B 1K
pH 4.0=FilE - FERR ) N U 7 24E K (0.05mol/L)
pH 6.8= HJmak3E - BRD U B AR EIR
K= H Jatg oK
x4k 50rpm
FIERHUE . EUERRIOVEHIC B 7 7 4 A 2037p < BEHERLKIDS 15~30 /3T 85%LL RiRH T 2454
(pH4.0, pH6.8, 7K) : HEHERIAID FETRHERD 60% K O 85% (1L Dl 24 72 2 i AIZF VT,
FRER LA O IV H R AR AERIF) O VA R £ 15% OFMHIC H D, T £ 2 Bk oL 45 LIk
Thd,
FEHERLE O VR R DS BUE S 7 BRI LANIC 85%I23E L 72 WA T BUERHH T O TR
A 50% KM O%E (pH1.2) AR HERAI 2N BUE S 7 3BRERH] (2 Fef]) 23810 2 R
D 12 OFEIE N Z R332 72 W & OFRE S =R 0 T BRBRELE] O SERE H R 3
FEAERLA) DS E 8% OFIFAIC H D, T £2 BBOEIL 55 LA ETh D,
ARBRKE R . pH4.0, pH6.8 K UVKD 3 iBRIEIEIC IV T, EHERLANE 15~30 /012 %) 85% L B L=,
sV a g Na §E 200mg [ 72 13, ARHERGH O PRI RN 60% K& U 85% (1T 2 iR
(BREURERE] 10 43 e ON 15 43) 128 T WL S0 H R AR HE R o0 SR 38 £ 15% D
FHIZH > T2,
pH1.2 128\ T, AZEUERF O 1A R IIHLE S 7o BRI (2 R5R) BANIC 85% IC 297,
2 W4 O SPE D 50% Kl T o7z, »/L 7 g Na $E 200mg [ 7 P F ) O, FEHERF]
OBUEREIZE T D R (20.9%) O 1/2 OFHFRHER (10.9%) /37758 2 7 ke L 71.9
gy (NFRIEIC L Z) THY ., FHE E 71.9 R CTOFEEHEN 9.5%, 2 Relith O @
2516.1% ThH V| 2 B & b a3 H RO AEAERGR O P H R £ 8% DFIHIZ & - 7o,



V. ®HICBI9 5HH

L72i3> T, 77 alig Na §E 200mg [ 727 77| O HZEE)IEERAI L F%E TH L5 LHES

iz,
—0— /\L7OFENafE200me Do+ 4] —O— ZHERF|
100 - 100 -
I B 70
H H
= 50 | pH1.2 = 50 |
% %
VKOu&araﬂfléﬁﬁﬁﬁ =By
o 1 L L 1 1 0
0 15 30 45 60 75 90 105 120 0 5 10 15 20 25 30 35 40 45

(min) (min)

100
B 75
fas]
# 50
%
~ 25
0
0 5 10 15 20 25 30 35 40 45 0 5 10 15 20 25 30 35 40 45
(min) (min)

NILTaENa>Oy 5% D0+ 4)
Y LR
/NL T OEE Na fRIERHI 40% D2 F )
AHNL 2003 4 6 A 24 HIZSVE AT U, BRI A B HEE No.16 [ZH#E ST\ D,
(N RHBHRE~DEE £ 2
JSMRE =3I S T i R U U AREERLIZAE VBT 5 & & 3 RO ED 15~45%, 6 RO
7Y 35~60%. 24 FFEOEEHED T5% LU ETh -7,
(Q)ARK| LZEMFI DB EEE
mEEHEROAHABRER
( TEERHESR S O SVE I TAR 5 FRR O FEMEICHOWT - Rk 1045 7 H 15 BAF ESKIE% 634 51 )
AR . L7 a g Na fREUERL 40% [7 2577 )
IRV - SRR (LT e R U U A 40% 5 A RN
RERTE . B R RERBIEE MR 215 (O FLiE)
AR
R pH1.2= HRIRHHABRE 11
pH 4.0=FilE - FERR T N U 7 24E K (0.05mol/L)
pH 6.8= HJRak3E - SRD U > B AR EIR
K= H Jag oK
B4k 50rpm
HIEIEAE  EERE O R RS 30%. 50%. 80%FHIT DI Y Ae 8 MEsIcB T, BRI 0 TR
SREHERF O SRR E15% OFPAICH D, 7272 L, FEHERIEIDSHLE S 7z RN R



IV. BFIZRE4 5 IEH

DY 80% 12 LW G 6 (pH1.2) 1213, RERASHE S 7B RIS 1T 2 s R
D 1/2 O R A2 /00 2 7R R R OUE S - alBRErH (2 Bef) 12T, RBREA O
VR R DS AR YRR O SRR HER £ 8% D#IPHIZ H 5

ARG R - AUBREGANE, EEVERA O HER DY 30%. 50%. 80%TUE D Y 72 3 KFAIZISUWL T, ARTERL
FOYIE R 15% OHFMIZH 0 . pH1.2 (IZFW TIIHEARERGI N BUE S L7 BRIF I B 1T 5
VTR ER D 1/2 O HER 2 7m 970 Y 2R i e O 2 BRI W T, AR TERIA O P59 H == £
8% DHIPAIZH V) | ¥aHIZEENLFE & HIE ST,

—0— /N\LTOFENaRIEERI40% I Do+  —O0— 1ZAERF|

100 125
B o5+
H
= 50 - pH1.2
%
25t

0 [l 1 1 L

0 15 30 45 60 75 90 105 120 0 3 6 9 12 15 18 21 24

(min) (hr)

() MEED
() MEEB

0 3 6 9 12 15 18 21 24
(hr)

10.583% - 2%
(EEARELGRES - K. NENRRLERSE - BRICET 1EHR
Y LR

Q8
NV T OB Na §8 100mg T2+ 41 )
(PTP) 100 & (10 £ 10)
NV T OB Na §8200mg T2+ 41 )
(PTP) 100 £ (10 ££Xx10)

1,000 $& (10 $2X 100)
NLTBRENaTOy 5% Moo+ H] )
() 100mL
500mL
(LT OB Na fRIREEH 40% T2 2F7] )
(FZ72F v 7 8jk)  100g
500g



V. ®HICBI9 5HH

QB)FEEE
AN
4)BHEOME
NLT O Nafg100mg 72+ H1 . /NLT 08 Na §8 200mg T2+ 41
PTP : RV E=VEE, TAI =T L
NLTO8Na>BayT5% 705 4)
100mLjffi : #T7 A (#Bf) . R 7ol oy y ' RIxzFL oy Fw
500mL i : 77 A (#8fa) | KUY =F Lo R) e L rdy v
NV T OEE Na fRIREEHL 40% (DO F 7]
RVZF LU, R 7ebElLrdy v

MARRE SN S EME
YL

12.Z Dt
Y LR



V. 1BRICEEd HEH

V. AEICEY HIER

1. EEXIEHR
O BETANA UMFEME - ERRE - BREBREL L VICSEERE) BLUTANAVITHES EBRITEES (F
Hik - BBMEE) 0BR
OBRE L UIES DEDEREDAR
O REEERAE D RAEMH

2. EERITHRICEEET 5FE

5. SEEX TS BICEET 55FE

(FEEAFAE D FIE )

51 AAFNX, WEBRBIEOBMEMIGEOA TIL A FHAGRICEL XL LTV BEICORELET L &,

5.2 AFNIFEH L -BERRAEE BT 5 HH TIXARW DT, AFIF G- ICEERFEEN R LS AI TS E
B U CHR B MEIRRRA A ST 2 &, BN Z L 2B HICHF L T 2 &,

3. HERUHE
(WRERUVHEDREDR

VL0 Nafe100mg T2+ 41 - 8200mg 1725 4H1 - A9 T5% (20544 )

(BETADAB LU TADAITES ERITEIREED AR, BRE L VRS DROEBIKEDER)
(£ 100mg, #& 200mg)
WH 1 HEALT afE; Y 7 AL LT 400~1,200mg % 1 A 2~3 [l TRO& 535,
72U, AR - ERICIS CEEHERT S,
(v vy 7 5%)
WE 1 P& 8~24mL (VL7 afg) F U AL LT 400~1,200mg) % 1 H 2~3 [E[243 1 TR A& 54
5,
7oL, AR - SRR U a5,

(FEEfERAED RIS
(£ 100mg, #E 200mg])
WE 1 A& LT aik) b U AL LT 400~800mg & 1 A 2~3 [ TR OB EG§ 5,
7ek. A - JERIZS CE BT 52, 1 HEE LT 1,000mg #7202 &,
(vavy~75%)
WHE 1 HES~16mL (L7 afgE) R Y Al LT 400~800mg) % 1 H 2~3 [/ TRO#® 5T 5,
7RE, AEHD - ERICIS CHEEIEET 528, 1 BEE LT 20mL (7 afgS U v AL LT 1,000mg)
HHZIRNZ &,



V. 1BRICET HIEH

(LT O Na fRIEEH 40% (22541 )

(BRETADABIUTANVICHE S HRITEREDRR. BRE I VR DROEBKEDER)
W, oL afgEr Y AL LT 400~1200mg & 1 H 1 EROEET 5, 7272 L, s - ERIZE T
HEEET 5.

(FREEREFEAE D FAE IS
WE. v alEt bY 7 AL L T400~800meg & 1 H 1 B OG54 5, 2B, Fi, JERICS CEE
BT 5728, 1 H&E LT 1000mg #2722 &,

FAZRUHEDHRTERZRE - 1Rl
Pl v/

4. RZERUVAZICEET 5FE

7. BZERUVRAEICEET 53R

(BHEELVIES DHEDRIREDARE)
N7 afEOERR LU S SR OBIRREIC 2 3 HHU EoRBIFEICOWTIE, ERAAOERKR
BRCHfE /e = BT RGBT UL 49,

5. ERPRRHE
(MERERT—2 /1w r—2
%Y L
(2)BRPRZEIHEAER
ZUERR L
Q) HERGIERAER
ZUERR L
(4)RREERIELER
1) AREREEAER
M EE R L
2) ReMHER
M EE R L
(5)EE - WEAIHER
ZYERR L
(6)AFRH{E
1) FERABERE (—REARERE. BECRARERE. FARBELEERE) | HERTRT —2~A—XH
E. HERTREREBRONE
Y L
2) RREFHELTERFEOHNEXIER L AL - HROBE
PARBANA



V. 1BRICEEd HEH

(1) Z Dt
(BETANB LU TADNAICHES BRITEIRESDRE)
1) EWERRHER (GHl. >0y FI2& %)

2)

JeREIROENICEBIT 5 2 O —HERLEGERZ & LRI B T, 2 RHE x84 1,301 #1C
DEFREAEDOMEIILL FD LB TH D 67,

Ny B A 1 \ filu I OF A 5 \
B CHEDHI FEBIED Hahse (B2 TG0

B TANA 87.7% (128/146) 69.1% (414/599)

ER T ADA 75.7% (28/37) 65.4% (134/205)

Z Ofth™ 80.4% (37/46) 70.5% (189/268)

) REFEME. W TADAITHED MG - ITEIRES ., A RIS

EREERAR (RMEENAIICKL D)

INEZE G CTAMABEE MBSV T aiET ) o SRFEEERA 2 5 U 7o — B RS BR O F 1 LA

TOLBY Thotz, RMUEHELE L, FBIELEE, T8 ONRHEIRGEE & O EEG (M) &%

TG I I L 7=,

s INRTANABIE 16 Bl x5, ST afit b U U ARBIEERIA 0.75~3g (v 7 mlgt hY Y
2 300~1,200mg) % 1 H 1[0 4~48 MR DG Uiz, ST, daEll 23 15/16 61 (93.8%)
Thol, BWERHITRO o7 9,

< INRTAMDAEBEFE 20 Bl RIS, ST aliEd U U AREPEERIF 0.75~2g (KSTaliEt U v
2 300~800mg) % 1 H 18] 4~34 B DL Uiz, SRERE T, &ELL LD 17/20 ] (85.0%)
Thole, BWERIZFEO biLienro7z 9,

- TADAETE 21 Blaxtic, S ali@d b o AREPEERA 1~4g (V7 alig) s U w2 400
~1,600mg) % 1 A 1[0 4~36 WMH#E DL Uiz, SRUGEET, SELL B 9/21 1 (42.8%) To
o7z, BWEMIZ 5/21 5 (23.8%) 258 Hv, HIER 2 1 (9.5%) . #K{E - FHIBLE 1 61 (4.8%) .
AL-P B 16 (4.8%) . EAK 16 (4.8%) Th o7z 10,

- CAMAERE 19 BlZ2xtIT, ST afg) b o MREERRIA] 1~6g (L7 mEES Y A 400
~2,400mg) % 1 H 1] 2 HE~13 EEREO&L Lz, s, &Ll B 15/18 il (83.3%)
Thoto, BIEMIZ 21861 (11.1%) IZRDHIL, MFT7 =7l EH 161 (5.6%) . BRI
141 (5.6%) Toh-o7-1,

(BfRH & VS DRDIBIRREDARE)

1)

2)

B —EERLERAR

KIET, BBPEREEEE 179 fl 2RI, Svrafg, VFUvLAIT 78R % 3G T2 _HEM
PEREEREBR N s S 7z, £ OfE R, FHUE (BURRHGRE T < &b 50% UL L) 2R LG 1T
NAT it 48%., VT U LRE49% THY . 2L T aBREELE N T U LAREE BITT T B ARRE 25% 2
AEIERL W, AFEFRIIOVTALT BB TEH B L FZIT R L OEROA TH o729,
BN —EERLEEGER

KET, UF U LIS L0 D WIEREED 72\ 36 Bl BBIERERFICOWT, 77 R &%t
U VT @O R e L AN —EERIEGRERIC LV it Sz, 2O, FEA 2MEREnE H
Td % Bl R R A R R RAE DO AL DO EIE TSV T e BEHET 54%, 7 7B AREET 5% & /L7 o iRl
THEIERL T\, 77 BRI B CHEICREBIBE O WA FEFLITR O bRl o
7= 5,



VI LRI B9 5

. EYEB(ICEAT HIER

1. EEZMICEEH HILEMXITILEME
Briz7a L

2. FEIEER
(1EREMLL - FERBEF
AR DOFGAZ L VN GABARE, FARIUVREO LR L& EHIC, Er b= AGEIMEESNLD Z L3O
LTS, ZIHDHREREND, KAIDOHTA N AT EWE ORI 24t L 72N O] % O liE
ERIZHES S EHEES LTV D 12,
PUEAEH K OV B TS E O FIEMFIERIZ DWW T H GABA MR EIEEEHNHF G L WD AREERE 2 6
TN 5 1314

)EMZEEMIT HHBRAIE

1) RIEFRERIINT H4H
RRNEEERE (VA Ty b, X)) | AP Fo—EHE (vURX) | BB PRUUKEER (U
Z) . BEEFIE (T ) L BRI (vUR) | NUT TV U (v R B | NS
7A MR (v ) 235 151617,

2) S TAMAVETIVIZNT 2R
BT AMAET AONFHERERE () | BEEE (7 R) 27 25 181920,

3) ;AR TAMAVETIVIZHNT 2R
E4y C A AE T VO Kindling & (=) &84 5 20,

4) BEERERVRHBROFEEEREICRITTEZE
MRS 7% X ORI DR E 2 i35 (T 33F) 19,

5) HRRNMARRIARIRIC L 2 HAMBRBDEBRDRICRIZTEZE
HH R HEAR AN & 2 i PO TEORB AR B oD 8 SR &0 SR A Bl B 45 (7 3F) 19,

6) BAEDEBMETILICHT H/ER
BOROBMET N EEZOND, TX P T7=2F I ernn VT ERF Y REOHHEGICEVAELS
HREETEEN 2 A B2 (v A0 v b) 2,

(3)EFRRIES - FHEERT
LR L



VIL_ EYEhfelc B9 5 HH

VIl. EYEREICET 5EHE

1. MAPREDHR
()ARELENGLTRE

AmpiRE v

1) BB TANAVBEUVUTADLAIZES ERITHESDA
AR AP 40~120ug/mL & MESILTNDR, FEOBRENRH Y . ZO FRIT 50ug/mL 2 R-1E7
DAL BRI 150ug/mL &2 HiEL H D,

2) BEE L UVRS DROBIRED AR
AR 40~120ug/mL & MESILTNDR, FEOBRENRH Y . ZO FRIT 50ug/mL 2 R-1E7
5t ERRIT 150ug/mL &5 ME L H D, AMEBITARA BIYE LT D7 AN e £ =
BV U TVIMAETIZR N ARHN O R B REO B b - 128560, THI L2 IS K315
DIRWEEEIZIE, DEIOSCUMHPREES=FU 7 %217\, HEHET L2 ENEELL,

3) HEEREFEAEDFAENHI
AR EEDSMEI 72 > TR, JRAIEICIRE T =4 U > ZI3MATIER WA, A O &
B B AIRBE D IBAL N 8 - T2 A5 1T, KBS U FRET =4V v 7 &2i7v, HERET S5 2
EMEFE LY,

(QEGKRHABR CHASA-OGERE

1) /N)LFOE Na §£ 200mg 7254
HEEs 29
TR A 8 Bz V7 a g b Y v AEE 600mg (200mg % 1101 3 §E) ZZEfERHREE NG Lz &0
MIFF SNV T o BREOHRIILI TO LB TH D,

—e— frikik 5
—o— PR R -
Mean, n==8
__=o-""‘-\-\-.___‘___‘o‘____= =___Q
40 50 60

¥ (hr)



VIL_ Y Ehielc B4 5 IH H

YRR R 20

sV g Na $E 200mg [ 72| L7 /37 U8 200mg %, 7 2 A4 —/"—iEIZ XD ZnEih 3 §E (N
7 alkEF b Y Ak LT 600mg) fERERA B 20 12 22 R B [AIRE O G U C i P s R A JE L,
B ONTHEDENRE N T A — ZITOWTHEHINT 24T o 7o i R, WAl O A A RS R S vz,

AUC(0-48hr) Crnax Tmax Tz
(hr- yg/mL) (ug/mL) (hr) (hr)
V7 a g Na §E
+ + + +
200mg 7257 | 1007.4+212.2 59.7£10.8 1.0£0.8 13.8+2.4
T8 U BE 200mg 1021.3£196.0 55.88.0 1.4+0.8 13.8+2.8

(Mean+8.D., n=20)

70 —e— V)L O EENagE200me [ 7 27441 |
60 —o— Fr 2 EE200mg
T ' Mean+5.D., n=20

ﬂllii tlt 8 12 2|4 48
EEE (hr)

MSEFREEIE AUC, Cmax 0/37 A — 5 13, HHE ORI, HRiRORIREL - BERS ORBLIH

Lo TR DA B .

2) NLTOEENa>RyT5% D0+ 4]
HE#EE 2
SN 7aiENaTr vy 7 5% (79145 12mL (v afgd Y v At LT 600mg) %Rk A S
5 B 22 fERF A [EIRE O 4% 5 L TR RE 2 E L, 5O N7 FEYERE T A —Z T TRED LB TH D,

AUC(0-24nv) Crax Tmax T2
(hr- pg/mL) (ug/mL) (hr) (hr)
680.51+46.3 55.6+3.7 0.7£0.3 10.7+2.0

(Mean+S8.D., n=5)

MRS AUC, Cmax FFOD/3T A =213, #BRE OZIR, (REOTRIAEL - K5 ORI
Lo THERRDREERD D,



VIL_ EYEhfelc B9 5 HH

3) /YL T O Na fRIREERL 40% DO F 7]
H[E#%E 20
RN 12 Bl v 7 gt b U o MREEERA] 8g (N7 melfgEt U U A 1,200mg) &7 B2 A —
NEIZ K AERERER O ERICHERRO#& G L7256 O AUCos0. Cmax X Tmax 13, ZFNENLLTD &3
D Th-oT,

NLTOET B LRREENFEEZEORSROEMBE/NT A —F (BREAN)

AUCo-s0 Crnax Tmax
(hr * pg/mL) (ug/mL) (hr)
MR 5 2141.8+299.4 56.9+5.5 10.2+2.1
RE®EL 2069.4+349.9 71.0+£7.6 7.5+2.5
(Mean=8.D., n=12)
REERE 20

RN 12 Bl AV g b U U MMRMERERIA 3g (v afE) U U A 1,200mg) A HEIRE M &
H LT EOEYBENT A —2EZH\, A7 afEpt v AE L T1,000mg % 1 H 1[FE, 6 HEKXE
ARG LIEGGE Y Iab—var L, ZO/RR, @ERRLROREREG LS 1A 1 EERE THZMmT
IREE AR L, 500614 6~7 A CEFIRRBICET D Ll Sz,

EYFRIRE SRR

2V a i Na IREEERL 40% (74 L= R¥ER 40% %, 70 AL — =BV ZhnEh
1lg N7 afgt FU oA L LT 400mg) RN BIE 34 #i] (MERIRF S 20 i, BE%EEE @ 14 #i)
(CHER IR S OV I BRI A3 5 U CIUE IR EE 2 E L, 5 O N7 3B RE S T A — X2 DWW THEEHE
WraAT o 7ok R, WAlO A FRIR S MR S vz 20,

HEBRE
AUC(O*72hr) Cmax T'max T2
(hr- yg/mL) (ug/mL) (hr) (hr)
2V i Na # ek
+ + + +
40% 7 2F% | 640.1£166.7 20.7*t4.3 9.56£2.7 16.7£3.5
L =70 R PR 40% 679.21185.9 22.5+t5.7 9.2+5.5 16.2+3.4

(Mean+S.D., n=20)

40 —eo— VL OEENatR i BRI40% T 7 2577 )
" —o0— ¥ L = HREK40%
?fr 30 Mean+S. D., n=20




VIL_ Y Ehielc B4 5 IH H

B#ERBRE
AUC(O-72hr) Crnax Trmax Tz
(hr- ug /mL) (ug/mL) (hr) (hr)
2L 7 a i Na fR iR
+ + + +
40% 7 SF %) 635.561+170.2 26.4+3.2 8.1+2.1 16.2+4.1
'L =% R ¥EK 40% 679.3+159.1 30.2+2.6 8.1*x1.5 15.7+3.0

(Mean+8.D., n=14)

404 —e— VL7 OENafh i FRI40% T 7 27 )
i —o0— L = HRERA40%
?ﬁ 30 Mean+5.D.,n=14
LA
)\
-
o 204
B
it
BE
t) 107

U T T T7 T T

02468 12 24 36 48 60 72

EF] (hr)

MAEP IR NS AUC, Cumax D37 A — 213, BBRFE OIR, RIEOLRILAEL - Fp5E ORI
Ko TERD AN D D,
7SV a g Na IR BUERL 40% 17 2597 | ORAER GRS 5P REICOWT 1-a /= A MET
NERANTY I 2b—v gy LR, Rl O r7 o FY 7ok LT 1,000mg #5) K OVER
HOosovrafpt Y oAl L7T1,200mg #5) b 1 H 1 EEG CHNIM R ZHERFT 2 2 & 3R
T&ETz,
() EH
200ug/mL PL EEHEE SN D BMEAANZED B D D,
4EBE - tREOEE
BREOEE
TR 8 Bl L7 afigt kU 7 ABE 600mg (200mg % 18] 3 §8) % ZEfERE R OVBZICHIERR N L LT
L& EHERHES L AR TRB G CTIIRIGEE EH K O Crnax DA ERIE T, Tmax DA ERIERBED B

7= 23),
AUCo-- Crax Tmax Te CL™® Vd
(hr- pg/mL) (ug/mL) (hr) (hr) (L/hr) L)
ZE G R 5 964+236 59.4+6.7 0.92+0.57 9.54+2.07 0.73 9.67+1.17
BHEE 868+159 50.6+4.2 3.46+0.66 7.92+1.78 0.83 9.09+0.42

1) Vd. Kel L0 EH (Mean=*S.D., n=8)

['VIL1.(2)3) /\JL 7 O8 Na REERI 40% DO+ H) | S



VIL_ EYEhfelc B9 5 HH

HEEOZE
I.7.48E/ER) &R

2. EYRERI/INS A —4
(R A&
VIA.QEGKRABR CHRRBSIN-OPRE] 2R
(2) IR IR E 7E #1
BE) v s
() H KR EEEH
1) /N\)LTAEE Na § 200mg 172+ A1
Kel (fERERRA B ST afg)r U oad LT 600mg 22ERFH[E[# 5., Mean+S.D., n=20)
0.052%0.009hr! 29
2) NLTOENa>AyT 5% [D0F 4]
Kel (EEERA B AL 0T Y v A E LT 600mg ZEGRFHEIF L, Mean+S.D.. n=5)
0.066+0.011hr! 25
3) /N T OEE Na fRINEEN 40% [T 2F 7]
Kel (v 7 g Y AL LT 400mg HEFHE, Mean+S.D.)
Mo BERe 5. (n=20) : 0.044+0.008hr! 27
BHKEE (n=14) : 0.046+0.009hr! 27
@HIIVT7IUR
<HEAT—%>
2HI YT IR (RIEE 100% &RE) 29
6~8mL/hr/kg (FERERLA @ 16~60 i)
18~18mL/hr/kg UNETAMNABE  3~16 7%, HAEGEE)
(BEE T 2H 7 VT 7 AIRA L TR VR EHE O 7 V7 7 AR T T 5 & 0@RERH D 29,)
2RV VTSI VRICEEEEZ HEF
PNVTafEORE 7 VT 7 AFELFEE 2 V7 7 oA L MR ARG RORELZ T 5 2830,

B)yPmAE

<HBEAT—4E2>

0.1~0.4 L/’kg (IZIEHIEIMRIZFEY) 3D
(6)Z Dfth

RN

3. BEH GKEal—v3y) @
(1) BB 753
LR L
(285 A— S EBER
LR L



VIL_ Y Ehielc B4 5 IH H

4. % 4R
<HEAT—%>
H 6 FEROIHEE v
PNIVT AFRDINA FT A Z VT 4 [ FHTEOENT LS5 100% & DHENH 5 30,

5.9 %

(1) ik — A RE P9 @B
<HEAT—4E>
FAATORAEESEFE 9 Bl L7 gt R U v A (600~1,600mg/H) Z#5 Uiz & &, MANEEE, miEh
WD 6.8~27.9% T - 7= 32,

(2)Mn % — e B EA P A 1%

PR O TADABE 4Bl VT afEd N Y 7 A (600~1,200mg/ H) Z#EN G U7z & & s i A i
T, RHAMIEFIRED 1.7 5 TH o7z 39,

QR)ELT~DFITH
BHMoBE 2z v aliEgr Y A (1,000-1,400mg/H) &5 L& & BILPREE, mrhEE
D 3~6% T 7= 39,

(4)BEBR~DIBITHE
TAMAEE 3B VT alg) MY U LAEZRAERE L &, MR TIREIL, MEFRED 12% Th -
7~ 35)

(B)Z DD B~ DT
<#MT—42>

Sy M UGSV TS R U A (100mgke) ZEENHEE LZE &, #5 30 0% OERMER~DO N mILE
> /1M > AR > 8 > B > il > B > Dol > SE AL > B DIF T d - 72 99,

(6)MIFTEEEEEER
V7 a RO MR ARG HIL 90%ETH Y | R TR S K€ 100pg/mL L BTG 23 88f 5 &
DEN & 5 313D,
BARAFENME T LIBE . ERRE TR TREIME T 5 £ 55X bns s, TEIHEL R E X
BT L7V E KT D 3088

5

EBEEE (invitro)

3 S
IR 20 50 100 150 200
(ug/mL)
fEA R 91.39 91.36 88.63 85.52 80.03
(%) +0.72 +0.20 +0.72 +0.74 +0.37
SHREHTIEIC L D (Mean=*8.D.)

6. £
(DA BERAL R U BHRER
T aBEORIIFIR TR S, B B TIEEI,
5 ZERREINTND 3D,
QRHICBES5T S8R (CYPE) ONFE. F5F
BE-T 2EEEOEIAI1XT b7 a—24 P-450 (CYP) 28 10%., 7 V7 o URiEgiEsE (UGT) 2 40%.
BB’ 30~35%FEE TH H Z L N ST 5 39,

T e s EE . B . o, o1 WNerBbE 5%



VIL_ EYEhfelc B9 5 HH

4-en IROARITITTIT CYP2A6, 2B6, 2C9 4y FFES, 2L afgd 7 v 7 va o BiEIRo A1 UGT2B7
NG T 5 2 LN STV S 404D (4n vitro)
BWEEENROEERVZDEES

AR L
@RBMOEEOERR B, FELE
<B#MT—5>

~ U RITENT 2-en IR, 4-en RIT/ VT 0 LD BHWVIREEMEE A5 12,

St

LT OS b D LgE)

TERERR 6 % KB V7 i) b U U AfE% 600mg HEIRE MG L7z & & JRFA~ORPE ET & 5% 5
HLINIZE G- 'DK) 60% (VL7 afEtis) Tholz, RIP~IEFEID 3-keto (R LTHRtt S L, LT 3L
aled 7L v AR, 3-OH {A, 2-propyl-glutaric acid, 4-OH &, 5-OH 1K, 4-keto {&. cis-2-en A&,
trans-2-en (KDONETH U . KRE(LIR, 3-en K, den (KIXIF L A PRS2 0N o 72 49,

LT REEF ) o LRREER)

RN 6 BlC LT a gt b U U SRR 3g (VT afES b U v A 1,200mg) A HERRAESGL
728 E . IRPICIZEIZ 3-keto R EIE X4, B h-1% 56 Wi & TOHEIMEERIL 34.052.57 (M = AE (R =,
LUFRIER) % Tohotz, o, ROk 5% 56 Bl £ TT 61.20+5.59% T o7z 49,

B, ST aBRORERDRFBEIREIT 1~3% & OWERH B 9,

. PSS URR—E2—ICEET B 1ER
B R L

. BNFICKBHBRER

REREE AT

<BE>

FricrOIEEEATE (CAPD) M T IRIZISV T, i i B2 R ONBERERY it Tl B2 130T & A BTl L 727> 72 49,

10HENERERT HESE

UER R L

Z 0t
AR L



VI Zzs4efh (B EoiEEss) (CBId 5HA

VIIl. £ (ERLOZIESE) T3 HER

2EZ (ROBEICEEBEELLENI &)
(heRe &)

21 HERTEEOH HEHF [9.3.1 ZH]

2.2 AN ARGAEME 2 RGO BE [10.1 B3]

23 RFEFA IV NVREEOBE [EELGT VE=TIENDHLDND Z ENH 5D, ]
(BB FAEDFAEHIHI)

2.4 I UTIER L CW D ATRetE D & 5 2t [9.5.1 2]

3. MREXIIMRICEET TR L ZDER
(V28X IIHMRICEET 5EE &

4. RZERUVAEICEEY 58 L TDEB
('VARERUVHEZICEEET 58] 21

5. EERERMIE L TDOHEEH
L7 OEE Nafg 100mg TS24+ H] - §200mg 22+ H1 -8y F5% (72044 )

BEELEARMIE

(EheE@E)

8.1 HELMEE (BHHH 6 » ALINIZZ ) BHoLbNdZEnHD0T, BG4 6 » A RIZE
CIFHERERRE 21T 5 22 &, BEOREBE +2ICBZET 5 2 L, T0% b EATIIEHII TR A%
THZ2ENLEE LY, [11.1.1 B#]

82 M7 VE=TMIELIED EMEENHOONDLZ ENHLHDOT, EHMICT v E=THEZET 572 L
BIZA+mcATo9 2L, [10.2, 11.1.2 Z ]

8.3 HHIXEWHICEHREMRA, MIRMELITO ZEPEELY, [11.1.3, 11.1.5 ]

8.4 IR, HES - £ - KEEBEAEOE TN L2 BB L0 T, ARG HOBEITITHEH
DR ER% P D O BIEICREE SR VL )BT D 2 L,

(BRERTADABEUTADAIZES ERITEBIESDEE)

8.5 HHFIZBITHHEREOZMRIV 2NV LESOHRIEIZL Y, TADAERBKRERDLDNLD Z 03D
0T, gH5EPIETHHEEITIE, RAICBET SR SEEIT) 2 &, [9.1.4, 9.8.2 ]

(BB FAEDFAEHIHI)

8.6 BEDHFEE~DIEN 2 roleb—HARKOR 2 1L L, #5/EOLEIEIZOWTRHRET 5
Z &, EROUGENED SRR WEAITIE, BREEG AR LN &,




VI 2zttt (B EokEgss) (CBd5HA

(/NL 7 OEE Na fRIUEEHI 40% D254 )

8. EELEARMIE

(EheELE)

8.1 HE/RMIEE (BHUM 6 » ALINIZZ ) BHLbNDLZ LN DO T, H54H 6 » ARIZER
CIFHERERRE 21T O 22 &, BEOREBE +2ICBET 5 2 L, T0%bEATIIEHII TR A%
192 ENLEE LV, [11.1.1 ]

82 BT VE=TMIEZE) BREENH LN ENHLOT, EMWICT VE=THEERET S E
Blga o4t o 2k, [10.2, 11.1.2 B3]

8.3 HAHHIL TR RER A, MIKMAEZITY 2 EMNEE LY, [11.1.3, 11.1.5 2]

8.4 IRR., HEN - HEHh - KEEBENEOKTARILZEBHLOT, AFBEGTOBEICITHBH
DIEFEfER 2 0 O O BEICEF SR VWL Y EBET L2 &,

8.5 fld LT mfE) b Y v AREZ RO BE IO TSR Z AR 0 B2 2856, AR
BT LnHH0T, MPREEZRET L2 ENEELL,

(BRETAMABEUTADAIZES HRITBESDAE)

8.6 HMATIZHIT A HEEOAMARBAO RN LEGOTIEICE D, TANAREBRENLLDND Z L0135
0T, &G E2FIETH5EITIE, MAICBET 2R SEEICITI 2L, [9.1.5, 9.8.2 &M

(FEERERAEDFIEHIFD

8.7 BEDHEEIE~DIEN R Role b—HARFOE G2 ik L, # 5k O MLEMEIZ DWW TIRETd 2%
Z &, SEROUGENED SRR WEAITIE, BREES AR LN &,

6. HENERZTATHEBICHT IR
(MEHHE - BMEEZEDH D EE

UNLTOENafe100mg T2+ 41 - 8200mg 179+ 4H1 - A9 T5% (2054 )

9.1 BHHE - BEEZEOHLESE

(EhEEFE)

9.1.1 EMBBECRETEOHZEH

9.1.2 BRECHOBERVERIEDHLIBREVIES DFROBRREDESE
ARAEKCARSENE LT IBEAND S, [15.1.1 ]

91.3 RRYAVILEEENEDONLIEE
LIFD XS BHEICEB O T, AAIEEGRNCT 2 BT EORELEZET 5 & & bic, KFE G,
TUESTHEOEMIER L, FORBEEITO L, BEERET VESTIERS LI b BENN
b5, [11.1.2 B8]
- SRR ORIER L < VR K A OFHEDBEE D & 5 E
c RFEVA 7 NVEERE UIRERRHOILFEC OFIRED & 5 B

(BETADNABLUTALAIZES ERITEIRED AR

914 EHBE
Be b R IET 55100, A ICBET AR EFICEET L2, [8.5 5]




et W EoiEES) (B35

(/NL 7 OEE Na fRIUEEHI 40% D254 )

9.1 AfHE - BEREDHLEH

(FhREIE)

9.1.1 EMBREDBREREDHLESE

9.1.2 BRECROBERVERSENHLBRRVES DFEDBIKEDESE
HEENSSHRESENE LT 28R H 5, [15.1.1 ]

91.3 RRYAVILEEENEDONLIEE
LLFO &5 7 BEICBO T AFIRGRINCT X VBN EOREEZBET D L & bIo, RAIHE S I,
TR THEOEMIER L, +ORBEETH L, BEERGET VE=STIERS b b BENH
o, [11.1.2 58]
- JRRRB ORESE L < VZRERHOEMEDOREED & 2 B
c RFEVA 7 NVEERE SUIRERRHOIL I C OFIRED & 5 B

914 EELTHDHZEE
ARENIHAIFNZ AT o gt b ) o AOREEEHIE L CTREES b O TH 0 | RA%—EREHITY
LENICHE T 20BN H 2O T, MFREN /31 R LRWATREM R B 5,

(BRETAMABEUTADAIZES HRITBESDAE)

9.1.5 EHEE
Beh bt 258101, hr ICBETHREHICEETDHZ L, [8.6 2]

()BHRElEERE

9.2 BHEEEETESE
9.2.1 BHEEEEERE
BEAMEGFEORTEOERICLY | EHREYIREDN LA T 282001 H D,
9.22 MRBNEE
MBI L D AFIOBRERE AR AIEDOEIIC X FESEEENME T T 58200 H 5,

(Q)FftkrelEE R E

9.3 FFHaclEERE
931 EELGHEZTOHLEE
BHLRNZ &, HFEENR HODONBINIC R BTN H 5, [2.1 5]
9.32 HHEEEXIIZTOREROHIEE (EELHETOHIEFER)
e EN RS Hobh s BENAH 5, [11.1.1 ]

(H)ETEREERT HF

94 LIEREZHT HE
PENR 2 ATRENE D & 2 2RI T4 2 BB Si3 ., AANC K DMEFFTENEIC SV TH43IZ@ L, AAIOfE
PEY)TdH L MEEIHWTT 5 2 &0 AAITHRGTEESRO O TS, [9.5.4, 9.5.8 2]




VI 2zttt (B EokEgss) (CBd5HA

(5)4E 4w

9.5 1%

(FEERRAEDRAEINH)

9.5.1 Thw X ITHHE L TV D AREED & 2 LTI, #h LAanZ &, [2.4 B3]

(BRETADABEUTADAITE S MRITEIREEDRBR. BRE K VES DROBIKEDER)

9.5.2 IEMm XITHEAR L TV D AIREMED & 2 LRI, IR BT 2 B v L il s 256 2 kkE ., &5 Lk
W ok,

9.5.3 MRHPICRT 2T AR ZHGHT 256, ATRERIRY BB G325 Z ENEE LU, OB TANAA
(Frlc A "<=EBE YY) ORI, T2 AT D0 & HEE L2 B3 ARKI B 5K & i LT &
DIEFHIRERE 13D 5.,

(EhEEFIE)

9.5.4 Ty HEVE A HPE Lo REBLO I AREI Dy ARG G ST B K BREE X 0 20 & OJE T
AEREN DY . o, KRORY EHG SRS, DEPRIKESO LTS EE, NER,
JRIE THEDHFRAE, TOMOAFREG T OREME LI ORER S D, Fo. Frf OEFL (FiHAE
Hoe, WIRBERE . SRR <ROWATHE, BOWOE%) 26T 5REHELZEOWMENH D,
[9.4 Z 1]

9.5.5 MIRFT DKL LY | FHAERICHRES, ITEEF, (87 ¢ 7V /=7 CifE, RiIEE, BEER (Bt
WA, WEGR, A RN FRHObND EOWRERH D,

9.5.6 ¥ CHENE S NI-BEMRICE VT, MIRTICH TADARE RS SN CADABEN L OHAR
224 BlAEXIZIC 6 RO MmieEfE 1Q) [E¥MHE (95%EHIXM) 1 & kbl L7ofE R, AFlEis S
NiE=TAnABEENSOHAERO IQ [98 (95-102) 11X, 7 FU X2 [108 (105-111) ] . 7= =
kA2 [109 (105-113) ] . A AA=EE Y [106 (103-109) ] #&5 I TANAEBRENLOH
AERDOIQ L L TR ST L OWMERH D, 72k, AFOFEE RN 1,000me/ H (AHFFEIZH T 5 H
) R OEEIE [104 (99-109) 1 | 1,000mg/H # Wz 58541% [94 (90-99) 1 TH o747,

9.5.7 MBSt TIME S ALIZBIENIIEIC BN T AEIRTTIC AR 2 5 5 ST REBL & O AR 508 613, Az %
H S TWRRWEREE D O AR 655,107 5 & Ll LT, HFHETIE U A7 BNminole & OREDNH D
[FRHE Y — NI 2 2.9 (95% 15 HEXH : 1.7-4.9) ] 49,

9.5.8 B FEER (v~ U R) T, AFINERRIHZAE L, HrEROREREFFICEET 5 A fERH D & O
HRDD 9, [9.4 ZM]

(6)i=2L1%

9.6 ZFLiF
B EOFARIER ORFLRBOARIEEZZE L RALOMKGSUI P IEZ R0 2 &, & MR A~BAT
TLIENDD,

(7)/NR

9.7 NR

(BhEEHE)

9.7.1 ERHAKRERULHAER 2R & LI AR a2 R & U772 BRRRBRIZ I M L Tuh7gu,
(FEERFEEDRAEMHI)

9.7.2 NWNREZKG L LIcAIMER OB EZFRIE & U7 BARRER TR L T 722wy,




VI Zzs4efh (B EoiEEss) (CBId 5HA

=
UNLT7OENafe100mg T2+ 41 - 8&200mg 172+ 4H1 - 209 T 5% (20544 )

9.8 EktE

(ZhREE)

9.81 MEICHE L CEEICKET L&, AFNX, MET LT I L OFREAEMERTROD, @il Tl
VTIPS LTND ZERZWD, EHEOEMOMTIREREL 22BN H 5,

(BETAMABEIUTADAIZHES ERITHIEZEDAE)

9.82 HBHAHILTHHEITIE, MAICHET AR ERFICEET L2 L, [85 ]

(BB FAE D FIE )

9.8.3 Hllin#E &%t L L fAahth R O a2 FifE & U 7= B RRBR IS0 L Tz,

(/NL 7 OEE Na fRIEEHI 40% D254 )

9.8 EkiE

(FhREiE)

9.81 MEICHE L CEEICKET L&, AFNX, MFET LT I L OFREEMERTROD, il Tl
NTIVRED L TNDZENRZNT=D, EEOEYOMPIRENRE RDBENRH D,

(BRETAMABEUTADAIZES HRITBESDAE)

9.8.2 BHAZHIETHGAITIT, e CHET IR EFIERT LI L, [8.6 2]

(BB FAE D FIE )

9.8.3 @il & xtg & Lo AR LR Z A & U7 BFREBRIL I L TR,

7. ME/ER
(GtRESEZDER

101 GEARZE BFRALGWLI L)
A4 & BRI - H5 18 15 PP - fERRIE 1

TV ISSF DRGUEYE TAMDIDRIERERT D03 b5, | 2T rBROMPRENMETT 5,
NN s R_REI T a v
(In~R=y)

A B3R LK)
(Ar~2y)

A IR LKFW T AE
Fr

(FxF L)

L LAY B BAKFIH - A X2
RLKFW « T ARTF
(VAT Y F)

BT AR A

(AT )

R U~ A K

(74 =1y T R)

T ENRL EARFIUIL

(A TR L)
[2.2 ZPf]




VI 2zttt (B EokEgss) (CBd5HA

Q#tRIE L ZDER

10.2 SRR (BHRISEET S L)

KA %

B AEAR - HE TR

BFr + fabRIk

2L Y — LERA
T x )N X — L

ST m ORGSR A
DIERDHRT 2 Z L0 d D,

EFLHBR AL T oo 25FE L, L
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1,250mg/kg $E5-#ED 24 H HOMRAE T, MiFEA. X MG Na*OIR T4, EMIICRFEHZL )
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(6) /= P 8k 14 B BR
MERR L
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WZE, Elo, RFICELTPTP U — MBI LWL OBET L2 L, [14.1 2]

(/N)L 7 OEE Na fRIEEHI 40% D20+ 41 )
20. Bk EDEE
AFNIIRT 22 RN HLHDOT, BEBZITBRK 2T TRETH 2L, [14.1.1 2]

5. BEMMITEM
BEMERLTA R AV <FT0HhoLBY : A
ZOMOBERITESN . [XM.2.ZDMOBEEER] 2K
(FB— =3t EREBURE T A — L X—1 : https//www.medicalcommunity.jp)

N
1

IS
]

- FIBE
TN TR, BEL=F R
IRV, Tx=hAfy, V=PI R, ZJurEnE

d‘

Il

—
K
&)

B D

=)

7. EREEEAR
R




X. BEHFHEICET AEE

8. WERTARFABRVARES. EMELENKFEAD. REMEEAR
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13.8fEa—F
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KE O CE 1 INDICATIONS AND USAGE

(DEPAKOTE- 1.1 Mania
divalproex sodium Depakote (divalproex sodium) is a valproate and is indicated for the treatment
tablet, delayed of the manic episodes associated with bipolar disorder. A manic episode is a
release, AbbVie Inc., distinct period of abnormally and persistently elevated, expansive, or irritable
2024 % 3 H) 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
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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, 6.4), 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)].

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 1s 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)].
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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 meg/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.

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
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concentration determinations of concomitant AEDs are recommended during
the early course of therapy /see Drug Interactions (7)].

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 mcg/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
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
(6.14), 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
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appears to increase significantly at total valproate concentrations of > 110
mcg/mL (females) or > 135 mcg/mL (males) /see Warnings and Precautions
(6.8)]. The benefit of improved therapeutic effect with higher doses should be
weighed against the possibility of a greater incidence of adverse reactions.

G.I Irritation
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.

2.5 Dosing in Patients Taking Rufinamide

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)].

Hi[E D SPC

(Epilim 100mg
Crushable Tablets,
SANOFI, 2024 4F 4 H)

4. Clinical particulars

4.1 Therapeutic indications

Female patients:

- For all female patients aged under 55 years: For the treatment of
generalised, partial or other epilepsy only when there is no other effective or
tolerated treatment.

- For all female patients aged over 55 years: For the treatment of generalised,
partial or other epilepsy.

Male patients:

- For all male patients aged under 55 years initiating treatment with
valproate: For the treatment of generalised, partial or other epilepsy only when
there is no other effective or tolerated treatment.

- For all male patients established on treatment with valproate or male
patients aged over 55 years: For the treatment of generalised, partial or other
epilepsy.

4.2 Posology and method of administration

Posology

Daily dosage requirements vary according to age and body weight. Epilim
Crushable tablets may be given twice daily.

In patients where adequate control has been achieved Epilim Chrono
formulations are interchangeable with other Epilim conventional or prolonged
release formulations on an equivalent daily dosage basis.

Dosage
Usual requirements are as follows:

Adults

Dosage should start at 600 mg daily increasing by 200 mg at three-day
intervals until control is achieved. This is generally within the dosage range
1000 — 2000 mg per day, i.e. 20 — 30 mg/kg/day body weight. Where adequate
control is not achieved within this range the dose may be further increased to
2500 mg per day.

Special populations

Paediatric population

Children over 20 kg- Initial dosage should be 400 mg/day (irrespective of
weight) with spaced increases until control is achieved; this is usually within
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the range 20 — 30 mg/kg body weight per day. Where adequate control is not
achieved within this range the dose may be increased to 35 mg/kg body weight
per day. In children requiring doses higher than 40 mg/kg/day, clinical
chemistry and haematological parameters should be monitored.

Children under 20 kg Initial dosage should be 20 mg/kg of body weight per
day; in severe cases this may be increased but only in patients in whom plasma
valproic acid levels can be monitored. In children requiring doses higher than
40 mg/kg/day, clinical chemistry and haematological parameters should be

monitored.

Elderly

Although the pharmacokinetics of valproate are modified in the elderly, they
have limited clinical significance and dosage should be determined by seizure
control. The volume of distribution is increased in the elderly and because of
decreased binding to serum albumin, the proportion of free drug is increased.

This will affect the clinical interpretation of plasma valproic acid levels.

Renal impairment

It may be necessary in patients with renal insufficiency to decrease the dosage,
or to increase the dosage in patients on haemodialysis. Valproate is dialysable
(see section 4.9). Dosing should be modified according to clinical monitoring of
the patient (see section 4.4).

Hepatic impairment
Salicylates should not be used concomitantly with valproate since they employ
the same metabolic pathway (see sections 4.4 and 4.8).

Liver dysfunction, including hepatic failure resulting in fatalities, has occurred

in patients whose treatment included valproic acid (see sections 4.3 and 4.4).

Salicylates should not be used in children under 16 years of age (see
aspirin/salicylate product information on Reye's syndrome). In addition, in
conjunction with valproate, concomitant use in children under 3 years of age

can increase the risk of liver toxicity (see section 4.4.1).

Female children and women of childbearing potential aged under 55 years
No new female patients aged under 55 years should be initiated on valproate
unless two specialists independently consider and document that there is no

other effective or tolerated treatment (see sections 4.3, 4.4 and 4.6).

Valproate must supervised by a specialist experienced in the management of

epilepsy.

Valproate should not be prescribed in female children and women of
childbearing potential aged under 55 years unless two specialists
independently consider and document that there is no other effective or

tolerated treatment (see sections 4.3, 4.4 and 4.6).

Where possible, existing female children and women of childbearing potential
aged under 55 years should be switched to another treatment unless two

specialists independently consider and document there is no other effective or
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tolerated treatment. For those continuing to receive valproate, the benefits and
risks of valproate should be carefully reconsidered at regular treatment
reviews, at least annually (see section 4.4).

Valproate must be prescribed and dispensed according to the Valproate
Pregnancy Prevention Programme (see sections 4.3 and 4.4).

Valproate should preferably be prescribed as monotherapy and at the lowest
effective dose, if possible as a prolonged release formulation. The daily dose
should be divided into at least two single doses (see section 4.6).

Male patients aged under 55 years

No new male children or men aged under 55 years should be initiated on
valproate unless two specialists independently consider and document that
there is no other effective or tolerated treatment or the risk of infertility or

potential risk of testicular toxicity are not applicable (see sections 4.4 and 4.6).

The specialist should discuss and complete the risk acknowledgement form
with the patient and/or carer at initiation to ensure all male children and men
aged under 55 years are aware of the risk of infertility in males (see sections
4.4, 4.6 and 4.8) and of the data available showing testicular toxicity in animals
exposed to valproate and the uncertain clinical relevance (see section 5.3).

Combined therapy (see section 4.5)

When starting Epilim Crushable in patients already on other anti-convulsants,
these should be tapered slowly. Initiation of Epilim Crushable therapy should
then be gradual, with target dose being reached after about 2 weeks. In certain
cases, it may be necessary to raise the dose by 5 — 10 mg/kg/day when used in
combination with anti-convulsants which induce liver enzyme activity, e.g.
phenytoin, phenobarbital and carbamazepine. Once known enzyme inducers
have been withdrawn it may be possible to maintain seizure control on a
reduced dose of Epilim Crushable. When barbiturates are being administered
concomitantly and particularly if sedation is observed (particularly in children)
the dosage of barbiturate should be reduced.

Optimum dosage is mainly determined by seizure control and routine
measurement of plasma levels is unnecessary. However, a method for
measurement of plasma levels is available and may be helpful where there is
poor control or side effects are suspected (see section 5.2).

Method of administration
Epilim 100 mg Crushable Tablets are for oral administration. Uncoated tablets
may be crushed if necessary.
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F—A NT U TR D Drugs which have caused, are suspected to have
[VALPRO, Sodium caused or may be expected to cause, an increased
valproate, Alphapharm | incidence of human fetal malformations or
Pty Limited, irreversible damage. These drugs may also have
2018 4= 10 A] adverse pharmacological effects. Accompanying

texts should be consulted for further details.
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(DEPAKOTE- divalproex
sodium tablet, delayed
release, AbbVie Inc.,
2024 4 3 1)

i FLENA
KE DRSS SCE WARNING: LIFE THREATENING ADVERSE REACTIONS

Fetal Risk

Valproate can cause major congenital malformations, particularly neural
tube defects (e.g., spina bifida). In addition, valproate can cause decreased
1Q scores and neurodevelopmental disorders following in utero exposure.

Valproate is therefore contraindicated for prophylaxis of migraine
headaches in pregnant women and in women of childbearing potential who
are not using effective contraception /see Contraindications (4)]. 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. In such situations, effective contraception
should be used /see Warnings and Precautions (5.2, 5.3, 5.4)].

A Medication Guide describing the risks of valproate is available for
patients /[see Patient Counseling Information (17)].

4 CONTRAINDICATIONS
+ For use in 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
Warnings and Precautions (5.2, 5.3, 5.4) and Use in Specific Populations

(8.1)].

5 WARNINGS AND PRECAUTIONS

5.2 Structural Birth Defects

Valproate can cause fetal harm when administered to a pregnant woman.
Pregnancy registry data show that maternal valproate use can cause
neural tube defects and other structural abnormalities (e.g., craniofacial
defects, cardiovascular malformations, hypospadias, limb malformations).
The rate of congenital malformations among babies born to mothers using
valproate is about four times higher than the rate among babies born to
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epileptic mothers using other anti-seizure monotherapies. 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 /see Use in Specific Populations (8.1)].

5.3 Decreased 1Q Following in utero Exposure

Valproate can cause decreased 1Q scores following in utero exposure.
Published epidemiological studies have indicated that children exposed to
valproate in utero have lower cognitive test scores than children exposed in
utero to either another antiepileptic drug or to no antiepileptic drugs. 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 IQ scores at age 6 (97 [95% C.I.
94-101]) than children with prenatal exposure to the other antiepileptic
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 antiepileptic drugs throughout pregnancy, whether
the risk for decreased IQ was related to a particular time period during
pregnancy could not be assessed.

Although all of the available studies have methodological limitations, the
weight of the evidence supports the conclusion that valproate exposure in
utero can cause decreased 1Q in children.

In animal studies, offspring with prenatal exposure to valproate had
malformations similar to those seen in humans and demonstrated
neurobehavioral deficits /see Use in Specific Populations (8.1)].

5.4 Use in Women of Childbearing Potential

Because of the risk to the fetus of decreased IQ, neurodevelopmental
disorders, and major congenital malformations (including neural tube
defects), which may occur very early in pregnancy, 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. This is especially important when valproate use 1s
considered for a condition not usually associated with permanent injury or
death such as prophylaxis of migraine headaches /see Contraindications
(4)]. Women should use effective contraception while using valproate.

Women of childbearing potential should be counseled regularly regarding
the relative risks and benefits of valproate use during pregnancy. This is
especially important for women planning a pregnancy and for girls at the
onset of puberty; alternative therapeutic options should be considered for
these patients /see Boxed Warning and Use in Specific Populations (8.1)].

To prevent major seizures, valproate should not be discontinued abruptly,
as this can precipitate status epilepticus with resulting maternal and fetal
hypoxia and threat to life.

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
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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.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

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.

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. In 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 (Human)].

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 in utero or
to no AEDs in utero [see Warnings and Precautions (5.3) and Data
(Human)J.

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

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
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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.

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 (5.4)]. 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
1s 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 in 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




XII. ZEEE

Neural tube defects and other structural abnormalities

There is an extensive body of evidence demonstrating that exposure to
valproate in utero increases 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 in utero valproate 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 1n utero compared to the risk following exposure in utero to 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)].

Effect on IQ and neurodevelopmental effects

Published epidemiological studies have indicated that children exposed to
valproate in utero have 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 IQ 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%-7.5%) 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
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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.

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 mcg/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 mcg/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
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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 meg/mL (range: 1.1 mcg/mL to 2.2 mcg/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 meg/mL, range: 0.4 meg/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 IQs 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.

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 headaches /see Contraindications (4)].

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 (15.1)].

Hi[E D SPC

(Epilim 100mg Crushable
Tablets, SANOFI, 2024 4 4
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4. Clinical particulars

4.3 Contraindications

Epilim Crushable is contraindicated in the following situations:

* In pregnancy, unless two specialists independently consider and
document that there is no other effective or tolerated treatment (see
sections 4.4 and 4.6).
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* In women of childbearing potential aged under 55 years, unless two
specialists independently consider and document that there is no other
effective or tolerated treatment and the conditions of the pregnancy
prevention programme are fulfilled (see sections 4.4 and 4.6).

4.4 Special warnings and precautions for use

4.4.1 Special warnings

Female children, women of childbearing potential aged under 55 years and
pregnant women:

Pregnancy Prevention Programme

Valproate has a high teratogenic potential and children exposed in utero
to valproate have a high risk for congenital malformations (11%) and
neuro-developmental disorders (up to 30-40%) which may lead to
permanent disability (see section 4.6).

Valproate must only be initiated by two specialists who independently
consider and document that there is no other effective or tolerated
treatment.

Epilim Crushable is contraindicated in the following situations:

- In pregnancy unless two specialists independently consider and
document that there is no other effective or tolerated treatment (see
sections 4.3 and 4.6).

- In women of childbearing potential aged under 55 years, unless two
specialists independently consider and document that there is no other
effective or tolerated treatment and the conditions of the pregnancy
prevention programme are fulfilled (see sections 4.3 and 4.6).

Conditions of Pregnancy Prevention Programme:

The specialist must ensure that:

- Individual circumstances should be evaluated in each case. Involving
the patient in the discussion to support her engagement, discuss
therapeutic options and ensure her understanding of the risks and the
measures needed to minimise the risks.

- The potential for pregnancy is assessed for all female patients.

- The patient has understood and acknowledged the risks of congenital
malformations and neuro-developmental disorders which may lead to
permanent disability, including the magnitude of these risks for children
exposed to valproate in utero.

- The patient understands the need to undergo pregnancy testing prior to
initiation of treatment and during treatment, as needed.

- The patient is counselled regarding contraception, and that the patient
is capable of complying with the need to use effective contraception (for
further details please refer to subsection contraception of this boxed
warning), without interruption during the entire duration of treatment
with valproate.

- The patient understands the need for regular (at least annual) review of
treatment by a specialist experienced in the management of epilepsy.

- The patient understands the need to consult her general practitioner
(GP) for referral to a specialist as soon as she is planning a pregnancy to
ensure timely discussion and switching to another treatment prior to
conception and before contraception is discontinued.
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- The patient understands the need to urgently consult her GP for urgent
referral to a specialist in case of pregnancy.

- The patient has received the Patient Guide.

- The patient has acknowledged that she has understood the hazards and
necessary precautions associated with valproate use (Annual Risk
Acknowledgement Form).

These conditions also apply to women who are not currently sexually
active unless the specialist considers that there are compelling reasons to
indicate that there is no risk of pregnancy.

Female children

The specialist must ensure that:

- The parents/caregivers of female children understand the need to
contact their GP once the female child using valproate experiences
menarche. Their GP will refer the patient back to the specialist.

- The parents/caregivers of female children who have experienced
menarche are provided with comprehensive information about the risks of
congenital malformations and neuro-developmental disorders which may
lead to permanent disability including the magnitude of these risks for
children exposed to valproate in utero.

In patients who have experienced menarche, the prescribing specialist
must annually reassess the need for valproate therapy and consider other
treatment options. If valproate is the only effective and tolerated
treatment, the need for using effective contraception and all other
conditions of the pregnancy prevention programme should be discussed.
Every effort should be made by the specialist to switch female children to
another treatment before they reach menarche.

Pregnancy test

Pregnancy must be excluded before start of treatment with valproate.
Treatment with valproate must not be initiated in women of childbearing
potential without a negative pregnancy test (plasma pregnancy test)
result, confirmed by a healthcare provider, to rule out unintended use in
pregnancy.

Contraception

Women of childbearing potential who are prescribed valproate must use
effective contraception without interruption during the entire duration of
treatment with valproate. These patients must be provided with
comprehensive information on pregnancy prevention and should be
referred for contraceptive advice if they are not using effective
contraception. At least one effective method of contraception (preferably a
user independent form such as an intra-uterine device or implant) or two
complementary forms of contraception including a barrier method should
be used. Individual circumstances should be evaluated in each case when
choosing the contraception method, involving the patient in the discussion
to support her engagement and compliance with the chosen measures.
Even if she has amenorrhea, she must follow all the advice on effective
contraception.

Oestrogen-containing products
Concomitant use with oestrogen-containing products, including
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oestrogen-containing hormonal contraceptives, may potentially result in
decreased valproate efficacy (see section 4.5). Prescribers should monitor
clinical response (seizure control) when initiating or discontinuing
oestrogen-containing products.

On the opposite, valproate does not reduce efficacy of hormonal
contraceptives.

Annual treatment reviews by a specialist

The specialist should review at least annually whether valproate is the
most suitable treatment for the patient. The specialist should discuss and
complete the Annual Risk Acknowledgement Form with the patient
and/or carer at initiation and during each annual review and ensure that
the patient has understood its content.

Pregnancy planning

If a woman is planning to become pregnant, a specialist experienced in
the management of epilepsy must reassess valproate therapy and
consider other treatment options. Every effort should be made to switch to
an appropriate treatment prior to conception and before contraception is
discontinued (see section 4.6). If switching is not possible, the woman
should receive further counselling regarding the risks of valproate for the
unborn child to support her informed decision-making regarding family
planning.

In case of pregnancy

If a woman using valproate becomes pregnant, she must immediately
contact her GP to be referred to a specialist to re-evaluate treatment with
valproate and consider switching to other treatment options. The patients
with valproate-exposed pregnancy and their partners should be referred
by their GP to a specialist experienced in prenatal medicine for evaluation
and counselling regarding the exposed pregnancy (see section 4.6).

Pharmacists must ensure that:

- The Patient Card is provided with every valproate pack dispensation
and that patients understand its content.

- Patients are advised not to stop valproate medication and to
immediately contact their GP to be referred to a specialist in case of
planned or suspected pregnancy.

Educational materials

In order to assist healthcare professionals and patients in avoiding
exposure to valproate during pregnancy, the Marketing Authorisation
Holder has provided educational materials to reinforce the warnings,
provide guidance regarding use of valproate in women of childbearing
potential and provide details of the Pregnancy Prevention Programme. A
Patient Guide and Patient Card should be provided to all women of
childbearing potential using valproate.

An Annual Risk Acknowledgement Form needs to be discussed and
completed with the patient and/or carer at time of treatment initiation
and during each annual review of valproate treatment by the specialist.
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Valproate therapy should only be continued after a reassessment of the
benefits and risks of the treatment with valproate for the patient by a
specialist experienced in the management of epilepsy.

4.6 Fertility, pregnancy and lactation

- Epilim is contraindicated in pregnancy unless two specialists
independently consider and document that there is no other effective or
tolerated treatment (see section 4.3 and 4.4).

- Epilim is contraindicated for use in women of childbearing potential
aged under 55 years, unless two specialists independently consider and
document that there is no other effective or tolerated treatment and the
conditions of the Pregnancy Prevention Programme are fulfilled (see
sections 4.3 and 4.4).

Teratogenicity and developmental effects

Pregnancy exposure risk related to valproate

In females, both valproate monotherapy and valproate polytherapy
including other anti-epileptics are frequently associated with abnormal
pregnancy outcomes. Available data show an increased risk of major
congenital malformations and neuro-developmental disorders in both
valproate monotherapy and polytherapy compared to the population not
exposed to valproate.

Valproate was shown to cross the placental barrier in both animal species
and humans (see section 5.2).

In animals: teratogenic effects have been demonstrated in mice, rats and
rabbits (see section 5.3).

Congenital malformations from in utero exposure

A meta-analysis (including registries and cohort studies) showed that
approximately 11% of children of women with epilepsy exposed to
valproate monotherapy during pregnancy had major congenital
malformations. This is greater than the risk of major malformations in the
general population (approximately 2 — 3%).

The risk of major congenital malformations in children after in utero
exposure to anti-epileptic drug polytherapy including valproate is higher
than that of anti-epileptic drug polytherapy not including valproate.

This risk is dose-dependent in valproate monotherapy, and available data
suggests it is dose-dependent in valproate polytherapy. However, a
threshold dose below which no risk exists cannot be established.

Available data show an increased incidence of minor and major
malformations. The most common types of malformations include neural
tube defects, facial dysmorphism, cleft lip and palate, craniostenosis,
cardiac, renal and urogenital defects, limb defects (including bilateral
aplasia of the radius), and multiple anomalies involving various body
systems.

In utero exposure to valproate may also result in hearing impairment or
deafness due to ear and/or nose malformations (secondary effect) and/or
direct toxicity on the hearing function. Cases describe both unilateral and

bilateral deafness or hearing impairment. Outcomes were not reported for
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all cases. When outcomes were reported, the majority of the cases did not
recover.

In utero exposure to valproate may result in eye malformations (including
colobomas, microphthalmos) that have been reported in conjunction with
other congenital malformations. These eye malformations may affect
vision.

Neuro-developmental disorders from in utero exposure

Data have shown that exposure to valproate in utero can have adverse
effects on mental and physical development of the exposed children. The
risk of neuro-developmental disorders which may lead to permanent
disability (including that of autism) seems to be dose-dependent when
valproate is used in monotherapy, but a threshold dose below which no risk
exists cannot be established based on available data. When valproate is
administered in polytherapy with other anti-epileptic drugs during
pregnancy, the risks of neuro-developmental disorders which may lead to
permanent disability in the offspring were also significantly increased as
compared with those in children from the general population or born to
untreated women with epilepsy.

The exact gestational period of risk for these effects is uncertain and the
possibility of a risk throughout the entire pregnancy cannot be excluded.

When valproate is administered in monotherapy, studies in children
exposed in utero to valproate show that up to 30 — 40% experience delays in
their early development such as talking and walking later, lower
intellectual abilities, poor language skills (speaking and understanding)
and memory problems.

Intelligence quotient (IQ) measured in children (age 6) with a history of
valproate exposure 1n utero was on average 7 — 10 points lower than those
children exposed to other anti-epileptics. during pregnancy, although the
role of confounding factors related to intellectual disability cannot be
excluded. There is evidence in children exposed to valproate that the risk of
intellectual impairment may be independent from maternal 1Q.

There are limited data on the long-term outcomes.

Available data from a population-based study show that children exposed
to valproate in utero are at increased risk of autistic spectrum disorder
(approximately 3-fold) and childhood autism (approximately 5-fold)
compared to the unexposed population in the study.

Available data from another population-based study show that children
exposed to valproate in utero are at increased risk of developing attention
deficit/hyperactivity disorder (ADHD) (approximately 1.5-fold) compared to
the unexposed population in the study.

Female children and woman of childbearing potential aged under 55 years
(see above and section 4.4).

Oestrogen-containing products
Oestrogen-containing products, including oestrogen-containing hormonal
contraceptives, may increase the clearance of valproate, which would result

in decreased serum concentration of valproate and potentially decreased
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valproate efficacy (see section 4.4 and 4.5)

If a woman plans a pregnancy

If a woman is planning to become pregnant, a specialist experienced in the
management of epilepsy must reassess valproate therapy and consider
alternative treatment options. Every effort should be made to switch to
appropriate alternative treatment prior to conception and before
contraception is discontinued (see section 4.4). If switching is not possible,
the woman should receive further counselling regarding the risks of
valproate for the unborn child to support her informed decision-making
regarding family planning.

Pregnant women

Valproate as treatment for epilepsy is contraindicated in pregnancy unless
there is no suitable alternative treatment (see sections 4.3 and 4.4). If a
woman using valproate becomes pregnant, she must be immediately
referred by her GP to a specialist to consider alternative treatment options.

During pregnancy, maternal tonic clonic seizures and status epilepticus
with hypoxia may carry a particular risk of death for the mother and the
unborn child. If in exceptional circumstances, despite the known risks of
valproate in pregnancy and after careful consideration of alternative
treatment, a pregnant woman must receive valproate for epilepsy, it is
recommended to:

- Use the lowest effective dose and divide the daily dose valproate into
several small doses to be taken throughout the day.

- The use of a prolonged release formulation may be preferable to other
treatment formulations in order to avoid high peak plasma concentrations
(see section 4.2).

All patients with valproate-exposed pregnancy and their partners should
be referred by their GP to a specialist experienced in prenatal medicine for
evaluation and counselling regarding the exposed pregnancy. Specialised
prenatal monitoring should take place to detect the possible occurrence of
neural tube defects or other malformations. Folate supplementation before
the pregnancy may decrease the risk of neural tube defects which may
occur in all pregnancies. However, the available evidence does not suggest
it prevents the birth defects or malformations due to valproate exposure.

Risk in the neonate

- Cases of haemorrhagic syndrome have been reported very rarely in
neonates whose mothers have taken valproate during pregnancy. This
haemorrhagic syndrome is related to thrombocytopenia,
hypofibrinogenemia and/or to a decrease in other coagulation factors.
Afibrinogenemia has also been reported and may be fatal. However, this
syndrome must be distinguished from the decrease of the vitamin-K factors
induced by phenobarbital and enzymatic inducers. Therefore, platelet
count, fibrinogen plasma level, coagulation tests and coagulation factors
should be investigated in neonates.

- Cases of hypoglycaemia have been reported in neonates whose mothers
have taken valproate during the third trimester of their pregnancy.
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- Cases of hypothyroidism have been reported in neonates whose mothers
have taken valproate during pregnancy.

- Withdrawal syndrome (such as, in particular, agitation, irritability,
hyper-excitability, jitteriness, hyperkinesia, tonicity disorders, tremor,
convulsions and feeding disorders) may occur in neonates whose mothers
have taken valproate during the last trimester of their pregnancy.

Breast-feeding

Valproate is excreted in human milk with a concentration ranging from 1 —
10% of maternal serum levels. Haematological disorders have been shown
in breastfed newborns/infants of treated women (see section 4.8).

A decision must be made whether to discontinue breast-feeding or to
discontinue/abstain from valproate therapy taking into account the benefit
of breast feeding for the child and the benefit of therapy for the woman.

Fertility
Amenorrhoea, polycystic ovaries and increased testosterone levels have
been reported in women using valproate (see section 4.8).

Valproate administration may also impair fertility in men (see sections 4.2,
4.4 and 4.8). Fertility dysfunctions are in some cases reversible at least 3
months after treatment discontinuation. Limited numbers of case reports
suggest a dose reduction may improve fertility function. However, in some

cases, the reversibility of male infertility was unknown.
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(DEPAKOTE- divalproex | Hepatotoxicity
sodium tablet, delayed Children under the age of two years are at a considerably increased risk of
release, AbbVie Inc., 2024 developing fatal hepatotoxicity, especially those on multiple

A) anticonvulsants, those with congenital metabolic disorders, those with
severe seizure disorders accompanied by mental retardation, and those
with organic brain disease. 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. The incidence of
fatal hepatotoxicity decreases considerably in progressively older patient
groups.

Patients with Mitochondrial Disease’ There is an increased risk of
valproate-induced acute liver failure and resultant deaths in patients with
hereditary neurometabolic syndromes caused by DNA mutations of the
mitochondrial DNA Polymerase y (POLG) gene (e.g. Alpers Huttenlocher
Syndrome). Depakote is contraindicated in patients known to have
mitochondrial disorders caused by POLG mutations and children under
two years of age who are clinically suspected of having a mitochondrial
disorder /[see Contraindications (4)]. In patients over two years of age who
are clinically suspected of having a hereditary mitochondrial disease,
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Depakote should only be used after other anticonvulsants have failed. This
older group of patients should be closely monitored during treatment with
Depakote for the development of acute liver injury with regular clinical
assessments and serum liver testing. POLG mutation screening should be
performed in accordance with current clinical practice [see Warnings and
Precautions (5.1)].

Pancreatitis

Cases of life-threatening pancreatitis have been reported in both children
and adults receiving valproate. Some of the cases have been described as
hemorrhagic with a rapid progression from initial symptoms to death.
Cases have been reported shortly after initial use as well as after several
years of use. Patients and guardians should be warned that abdominal
pain, nausea, vomiting, and/or anorexia can be symptoms of pancreatitis
that require prompt medical evaluation. If pancreatitis is diagnosed,
valproate should ordinarily be discontinued. Alternative treatment for the
underlying medical condition should be initiated as clinically indicated /see
Warnings and Precautions (5.5)].

4 CONTRAINDICATIONS

* Depakote is contraindicated in patients known to have mitochondrial
disorders caused by mutations in mitochondrial DNA polymerase y
(POLG:; e.g., Alpers-Huttenlocher Syndrome) and children under two
years of age who are suspected of having a POLG-related disorder /see
Warnings and Precautions (5.1)].

5 WARNINGS AND PRECAUTIONS
5.1 Hepatotoxicity
General Information on Hepatotoxicity

Caution should be observed when administering valproate products to
patients with a prior history of hepatic disease. Patients on multiple
anticonvulsants, children, those with congenital metabolic disorders, those
with severe seizure disorders accompanied by mental retardation, and
those with organic brain disease may be at particular risk. See below,
“Patients with Known or Suspected Mitochondrial Disease.”

Experience has indicated that children under the age of two years are at a
considerably increased risk of developing fatal hepatotoxicity, especially
those with the aforementioned conditions. 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. In
progressively older patient groups experience in epilepsy has indicated
that the incidence of fatal hepatotoxicity decreases considerably.

Patients with Known or Suspected Mitochondrial Disease

Depakote is contraindicated in patients known to have mitochondrial
disorders caused by POLG mutations and children under two years of age
who are clinically suspected of having a mitochondrial disorder /see
Contraindications (4)]. Valproate-induced acute liver failure and
liver-related deaths have been reported in patients with hereditary
neurometabolic syndromes caused by mutations in the gene for
mitochondrial DNA polymerase y (POLG) (e.g., Alpers-Huttenlocher
Syndrome) at a higher rate than those without these syndromes. Most of
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the reported cases of liver failure in patients with these syndromes have
been identified in children and adolescents.

In patients over two years of age who are clinically suspected of having a
hereditary mitochondrial disease, Depakote should only be used after other
anticonvulsants have failed. This older group of patients should be closely
monitored during treatment with Depakote for the development of acute
liver injury with regular clinical assessments and serum liver test
monitoring.

The drug should be discontinued immediately in the presence of significant
hepatic dysfunction, suspected or apparent. In some cases, hepatic
dysfunction has progressed in spite of discontinuation of drug /see Boxed
Warning and Contraindications (4)].

5.5 Pancreatitis

Cases of life-threatening pancreatitis have been reported in both children
and adults receiving valproate. Some of the cases have been described as
hemorrhagic with rapid progression from initial symptoms to death. Some
cases have occurred shortly after initial use as well as after several years of
use. The rate based upon the reported cases exceeds that expected in the
general population and there have been cases in which pancreatitis
recurred after rechallenge with valproate. In clinical trials, there were 2
cases of pancreatitis without alternative etiology in 2,416 patients,
representing 1,044 patient-years experience. Patients and guardians
should be warned that abdominal pain, nausea, vomiting, and/or anorexia
can be symptoms of pancreatitis that require prompt medical evaluation. If
pancreatitis is diagnosed, Depakote should ordinarily be discontinued.
Alternative treatment for the underlying medical condition should be
initiated as clinically indicated /see Boxed Warning].

8 USE IN SPECIFIC POPULATIONS

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
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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 evaluate the efficacy of Depakote ER for the indications of mania (150
patients aged 10 to 17 years, 76 of whom were on Depakote ER) and
migraine (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)].

$[ED SPC

(Epilim 100mg Crushable
Tablets, SANOFI, 2024 4 4
A)

4. Clinical particulars

4.2 Posology and method of administration
Dosage

Usual requirements are as follows:

Special populations
Paediatric population

Children over 20 kg: Initial dosage should be 400 mg/day (irrespective of
weight) with spaced increases until control is achieved; this is usually
within the range 20 — 30 mg/kg body weight per day. Where adequate
control is not achieved within this range the dose may be increased to 35
mg/kg body weight per day. In children requiring doses higher than 40
mg/kg/day, clinical chemistry and haematological parameters should be
monitored.

Children under 20 kg Initial dosage should be 20 mg/kg of body weight per
day; in severe cases this may be increased but only in patients in whom
plasma valproic acid levels can be monitored. In children requiring doses
higher than 40 mg/kg/day, clinical chemistry and haematological
parameters should be monitored.

Hepatic impairment
Salicylates should not be used concomitantly with valproate since they
employ the same metabolic pathway (see sections 4.4 and 4.8).
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Liver dysfunction, including hepatic failure resulting in fatalities, has
occurred in patients whose treatment included valproic acid (see sections
4.3 and 4.4).

Salicylates should not be used in children under 16 years of age (see
aspirin/salicylate product information on Reye's syndrome). In addition, in
conjunction with valproate, concomitant use in children under 3 years of
age can increase the risk of liver toxicity (see section 4.4.1).

Female children and women of childbearing potential aged under 55 years

No new female patients aged under 55 years should be initiated on
valproate unless two specialists independently consider and document that
there is no other effective or tolerated treatment (see sections 4.3, 4.4 and
4.6).

Valproate must supervised by a specialist experienced in the management
of epilepsy.

Valproate should not be prescribed in female children and women of
childbearing potential aged under 55 years unless two specialists
independently consider and document that there is no other effective or
tolerated treatment (see sections 4.3, 4.4 and 4.6).

Where possible, existing female children and women of childbearing
potential aged under 55 years should be switched to another treatment
unless two specialists independently consider and document there is no
other effective or tolerated treatment. For those continuing to receive
valproate, the benefits and risks of valproate should be carefully
reconsidered at regular treatment reviews, at least annually (see section
4.4).

Valproate must be prescribed and dispensed according to the Valproate
Pregnancy Prevention Programme (see sections 4.3 and 4.4).

Valproate should preferably be prescribed as monotherapy and at the
lowest effective dose, if possible as a prolonged release formulation. The
daily dose should be divided into at least two single doses (see section 4.6).

Male patients aged under 55 years

No new male children or men aged under 55 years should be initiated on
valproate unless two specialists independently consider and document that
there is no other effective or tolerated treatment or the risk of infertility or
potential risk of testicular toxicity are not applicable (see sections 4.4 and
4.6).

The specialist should discuss and complete the risk acknowledgement form
with the patient and/or carer at initiation to ensure all male children and
men aged under 55 years are aware of the risk of infertility in males (see
sections 4.4, 4.6 and 4.8) and of the data available showing testicular
toxicity in animals exposed to valproate and the uncertain clinical
relevance (see section 5.3).
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Combined therapy (see section 4.5)

When starting Epilim Crushable in patients already on other
anti-convulsants, these should be tapered slowly. Initiation of Epilim
Crushable therapy should then be gradual, with target dose being reached
after about 2 weeks. In certain cases, it may be necessary to raise the dose
by 5 — 10 mg/kg/day when used in combination with anti-convulsants
which induce liver enzyme activity, e.g. phenytoin, phenobarbital and
carbamazepine. Once known enzyme inducers have been withdrawn it may
be possible to maintain seizure control on a reduced dose of Epilim
Crushable. When barbiturates are being administered concomitantly and
particularly if sedation is observed (particularly in children) the dosage of
barbiturate should be reduced.

Optimum dosage is mainly determined by seizure control and routine
measurement of plasma levels is unnecessary. However, a method for
measurement of plasma levels is available and may be helpful where there
is poor control or side effects are suspected (see section 5.2).

4.3 Contraindications
Epilim Crushable is contraindicated in the following situations:

* Patients known to have mitochondrial disorders caused by mutations in
the nuclear gene encoding the mitochondrial enzyme polymerase y (POLG),
e.g. Alpers-Huttenlocher Syndrome, and in children under two years of age
who are suspected of having a POLG-related disorder (see section 4.4).

4.4 Special warnings and precautions for use

4.4.1 Special warnings

Liver dysfunction:

Conditions of occurrence:

Severe liver damage, including hepatic failure sometimes resulting in
fatalities, has been very rarely reported. Experience in epilepsy has
indicated that patients most at risk, especially in cases of multiple
anti-convulsant therapy, are infants and in particular young children
under the age of 3 years and those with severe seizure disorders, organic
brain disease, and (or) congenital metabolic disorders including
mitochondrial disorders such as carnitine deficiency, urea cycle disorders,
POLG mutations (see sections 4.3 and 4.4) or degenerative disease
associated with mental retardation. After the age of 3 years, the incidence
of occurrence is significantly reduced and progressively decreases with age.

The concomitant use of salicylates should be avoided in children under 3
years of age due to the risk of liver toxicity (see also section 4.5).
Additionally, salicylates should not be used in children under 16 years of
age (see aspirin/salicylate product information on Reye's syndrome).

Monotherapy is recommended in children under the age of 3 years when
prescribing valproate, but the potential benefit of valproate should be
weighed against the risk of liver damage or pancreatitis in such patients
prior to initiation of therapy (see section 4.4 Severe liver damage and also
section 4.5).
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In most cases, such liver damage occurred during the first 6 months of
therapy, the period of maximum risk being 2-12 weeks.

Suggestive signs:

Clinical symptoms are essential for early diagnosis. In particular the
following conditions, which may precede jaundice, should be taken into
consideration, especially in patients at risk (see above: 'Conditions of
occurrence'):

- non-specific symptoms, usually of sudden onset, such as asthenia,
malaise, anorexia, lethargy, oedema and drowsiness, which are sometimes
associated with repeated vomiting and abdominal pain.

- in patients with epilepsy, recurrence of seizures.
These are an indication for immediate withdrawal of the drug.

Patients (or their family for children) should be instructed to report
immediately any such signs to a physician should they occur.
Investigations including clinical examination and biological assessment of
liver function should be undertaken immediately.

Pancreatitis:

Pancreatitis, which may be severe and result in fatalities, has been very
rarely reported. Patients experiencing nausea, vomiting or acute
abdominal pain should have a prompt medical evaluation (including
measurement of serum amylase). Young children are at particular risk;
this risk decreases with increasing age. Severe seizures and severe
neurological impairment with combination anti-convulsant therapy may be
risk factors. Hepatic failure with pancreatitis increases the risk of fatal

outcome. In case of pancreatitis, valproate should be discontinued.
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