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Iv. WANCEE4 5HH

2. HFIDERL
(EMES CEMRS) DEE
sV 7 Na $E 100mg [ 7254 ) C1EEPICAAREF S LT el b Y v A 100mg S
2V 7 i Na $E 200mg [ 72 F 4 ) C1EEPICAAREF S LT el b Y v A 200mg EEA

AT afENavay 7 5% (72077 c1mLHICEARER G AT afigr U oA 50mg EEH
2L a g Na RHBERL 40% 72 F 71 1g PICAARER G SV 7 aligF b oA 400mg 5 FH
(2)F ¥

R 5 4 womw

N)L T O Na 8t ARITABT NV U~ T 2T A BRI A Jash
100mg 7o+ 4] JRAFNAR—=AF RY T L AR H &
AT TV~ TR T A VEIRA HR
NLTOEE Na i b7 An—2A a—7 4 Al H &
200mg T2+ 4] (LT & a—7 4 I H &
=i H kAl A&
NLTONa>Oy T | NSRRI LEBHERATIL A7 H &
5% DS+ 4] NI FX VU REFERT o)L PRATHA H
FE FE P RSi)
ATT VAN T A HRAZA il H &
. . e | TFLELT—R a—5 4 T SKIRH
il PES SRS I AT SR
BB K A B FEM LAl A&

Z D 2 5&5y

(3)F D1t
vy 7F 1mL H72 Y OEEIT 2.40keal THh 5,

3. BMAK. AFOAMEITHT HERE
AZM LR

4. HWADOERFETICEITHREM.
/NLT0OEE Na g8 100mg 7244

RIS TRAEHIH PRIFFERE i S
. « PTP /14
40°C/75%RH vt
Ty 7
25°C/75%RH Efers L
25°C/90%RH 6 5 A
o 0 PTP A& 3#xHH Kﬁ%ﬁu%ﬁﬂl?m%*@ﬁiéﬁi 6 » A B Tk
40°C/75%RH T Dot
o 3 » HBICEERERmICHMRE, 6 » A B Tk
o)
40°C/90%RH 0 B
, 3 W BRI R | 5 FERD B AR iR
°CI759 4 ) 4 /
25°CI75%RH 24 ] PETRS Wy
1,000Lux (25°C) GOjﬁgﬁuX' PTP {14 Zb7e L
4
=R 36 » A ;;EE o ZEfk7e L

REREHE - PER. B8 GBS Ei)
F) MHERERNCE BRI b, HIREMKITEBENERECTH o2,



V. 45

(B HIEHA

/NLTOEE Na £ 200mg T2+ 41

RIS PRIFHAM PRI BE R
oo PTP 34/
40°C/75%RH* R B
25°C/75%RH Bie7a L
25°C/90%RH 6 1
CIT5% PTP At | 8 A BICEEAIRMEIC MR A=, 6 » A B THLR
40°C/75%RH RS Wy iE MR 1 A B )
o ano 1 % A BIZEEAIRE RN RH, 3 » A B TR
40°C/90%RH WOE IS T RZEA . 6 5 B B CRAFED
. 5 BEE B 2 SEERIZ M 2 S 203564, 6 BEfE B LI
X % - fmem gk . : o N
25C/75 / RH 24 E%EFEﬁ R &i/EE%%@{%Hj%%@)
1,000Lux (25°C) 60 Ehl;ux ) PTP /a2 L L
o PTP A%/ "
il 60 % H LI Pae— ZAt7e L
AERIERE MR, SR CREHRBR b FEi)
) MERZEETNIC G BT RV, PERZE(BITE BRIERETH -7,
NILT7O8NaTayT5% D0+ H]
EeE Sk PRTFHAR RTFIRE FrA
40°C/75%RH 6 7 H
1,000Lux () . A7 A (e -
95°C) 60 /5 Lux - hr ) X (AP
E=¢i 60 » H
RERTEAE - PRIR, pH, S&
/NJL T OEE Na fRIREEH 40% T O+ 4]
PRAT AT el PRAFETE R
40°C/75%RH 6 A 7T AT 7 B el L
25°C/60%RH* PRI S (fFH AT)
o . 30 HH BREF L7 T AR | 10 B BicksaE b, a5kt
40°C/75%RH (R T)
=R 36 » H 7T AF v 7 B bl L
REBRTEE - PEIR, SR, EHME (e PRRo H 3 hE)

( T XAZFHRFEWLEDIES 2.1

REERVBRREROREN

FE L

ChElEDESEIE (WBIEENEL)
NLT7OENaTayT5% (D04
S FaENasaey 5% 7275 30mL I 7 =/ 23—l %31 0.4% 30mL & Uk 60mL Z /1 x

72-bD% 301 CT7 HRRELIZE Z A, AV, BomE, bk,

EMRER Z M)

NIV T OEE Na RIREEHRL 40% T2+ 4 )
(X {#&Z&/\)L 7 OFE Na 2 iREaH 40% Do+ 1) BETIeRBREE W

IZBWEOE BB bIT o7,



Iv. WANCEE4 5HH

7. B

/N)LFOF Na §8 100mg 7S+ #)]
(MRHBHRE~DESHE ?

BAKR T V7 aliEt N ) o AEOERGLEFIEVERERT 5 L&, 30 DOEHEN 85%LL EThHh-72,
Q)FH| L FERFKI DB LEE) 2

(MRFREFESL DA FRIRIFEMERER T A BT A > 18 4F 11 A 24 BAY  FEAFFATEE 1124004 7] )

BRI
FEAERLF|

B TIE
B SA:

[EILExy
) FLE

PEAAE R

NV a g Na $E 100mg 72577 |
FeFEBE v 7 afg) B U v A 100mg & A EE)
H R — R BRIER R 2 1 (X RLiE)

pH 1.2= AR HRBRE 1)

pH 4.0=3# 7= Mcllvaine F&fE %

pH 6.8= H Jaia HFEREE 2 &

K= H FkEHRK

50rpm

TEHERLA DS IR R 7 74 A W2, LU0 3 Sefha5@H L CHIE LTz,

FEERIAY 15 53 LINIZ ) 85% L, I T 256 (pH4.0, 7K)  « sRBRELHIS 15 43 LN

85% LA E¥EHIT 220, 3T 15 4312381 2 lBREA 0 159 H =R SR VERLF O S s R+ 15%

DFFANICSH %,

FEERLAIAY 15~30 4312 85% LA LW HIT 2856 (pH6.8) AR HERLAI O A3 60% &

O 85%Hr DY 7e 2 KRBT, BRIUA D259 R DR VE R O S s R+ 15% D

HHICH D, T2 BEBEOMEIT 42U ETH 5,

TEHERLAI D SR R DY 30 43 LANIZ T 85% 125 L 72WIGA T, BUERHH TO R 50%

KiGEOHE (pH1.2)  EHERFINHE S - BRI (2 B ISR 2 FIEHED 1/2 O

PP H SR A R 9T XY Ae S R OVBUE S VT2 3 BREFRETIC W T, AR BRI D S84 HH SR AN A v )

DR 9% OFMIZH D, T £ 2 BEOED 53 L ETH 5,

pH4.0 X OVKD 2 FREREIEIZ R\ C, EERIFNT 15 5y ANIS ) 85% UL B LT, »Sv7'nm

% Na § 100mg [7 V) 1, Wb 15 312361 2 IR H SR MEAERLEA| O PR s +

15% DHFFANIZ & > 7=,

pH6.8 |23\ T, AEHERIANL 15~30 /02 85% L E¥aAH L=, 737 e fig Na §£ 100mg [~

T A E, AERERE O R D 60% & O 85% T D 2 Wi (BREUFER] 10 43 KON 15 43)

[ZIBW T, 60% T D Re S CHEMERLA| O SRS R = 15% OFaFHSN Th o 7272, £ 2 BIEIC &
VHIE LTz, 15647, 30 53 B UM 45 4312 C £2 PARCCI L7/, £2 BB OffIE 57.8 L 721 42

LETH-T-,

pH1.2 {23\ T, FEHERLA O SR HSITHE S AL 7- 3 BRmsR (2 W5f) T 50% A0 Th o7z,

sV alE Na §E 100mg [7 257 O, FEERFIOPE S 7B 1T 2 85 =R
(33.9%) @ 1/2 OFHJEEHER (16.9%) Znd @Y 2RI 75.2 70 (WIREICE D) THY,

FHE E 75.2 3R T ONEEIR N 14.5% ., 2 RE % OFEEHEN 26.4% TH Y, 2 B8 L b

SRR SR M HERL O SRR 3R = 9% OFIPAIC B o T2,

L7e3oC, 77 afE Na b 100mg [ 704 L BAIOEBFEITEL L T2 & HE

i,



Iv. RANCEE4 5

—o— /N )LT7OENafE100mel Do+ —o— FEHEH

100 | 100 |
& 75 & 75
. H1.2 o
® 50 prT. ® 50
% %

o 25 ¢ < 25
0 " ‘ : 0

0 15 30 45 60 75 90 105 120 0 5 10 15 20 25 30 35 40 45

(min) (min)
100 F——‘ 100 - )/Q;—a
s I S
MRE B
~ %0 pH6.8 ~ 50 7K
% %
- 25 ~ 25

0

(=]

0 5 10 15 20 25 30 35 40 45 0 5 10 15 20 25 30 35 40 45

(min) (min)

B)AKI L EEEVEF DB HES
(TMEENRRR DR OEERAOLEMFRIREMREBE T A R7 40 Yk 184 11 A 24 HAF WEFERE
1124004 =] )

AR A -
TR AR -
AR L
AR

BRI

B A%
) E AL AE

AR R

sV a g Na $E 100mg [ 72 F 7|

VT uE Na $E200mg [ 7014 (GEEORA)

A Jr)— MBI ETA HARBRES 2 15 (X RLik)

FEEAERLA) 0D BIAS Mo ORI 7 1 D VA BB S 1k

K= H gk

50 rpm

FEERIAI ORI AR T 7 & A K372\,

TR ERERIAS 15~30 /I 85%LL EIEH T 215G IEERLA| O PR RS
60% &N 85% & 72 B ¥ 7e 2 REAUZIRW T, FRERBRLA O ST IPR H 2R DME ERLA O S PR H 2R £
10% DFPHIZ B 5>, U £2 B OED 50 L ETH 5,

2 OYEH= AR AIZ 31T 2 RBREA Ol 2 OUSHFRIZ OV T, FEERE O SR H R
M 85%LL BIZiET 5 & & RBRBAIDOLEEHFEL15% OFEAL B2 5 b0 12 E#H 1 HELT
T, £25%DHIPHZEH X 5 H DD,

PR R AERERAAS 15~30 4312 14 85% UL B H U 7o, AR YERIAI O SR 3K 60% K Y
85% i 2 WElZIsu T, FRBRIAI D 241 HH SR RV EA O SR HH 2R + 10% DOFEPHN Td -
77

2 DI B HEERRERL (30 47) 1231 B BREAI O 2 OIEHERIZ OV T, SRBREAI D
PR E15% O®PHEZHEZ 2 b O 12 HF 1 {HLLF T, £25%DOFPHEEZ 5 L ON20 -
7o LR T, A7 el NafE 100mg (74 Lo3v7afig Na §E 200mg 7V |
DEHFENRFE EHE L, EWFRICREFE L BT ENTE,



Iv. WANCEE4 5 HHA

—o— /\JLOEENafE100megl 72+ 4 ]
—O0— /NLTOEENafE200mgl 72+ 4 ]

(min)

/NLTOEE Na 8 200mg 72+ 41
AFNZ 2004 4F 2 H 23 BIZAE RG4S T U, R ERESSEEHRE No.19 I ST 5,
(DB HRE~DE S 2
AR ST afgt b Y v AEOEKBEFITHENRIRT 5 & &, 30 rOBEHED 8% ETh o7,
Q)ARK| LAZERKIDBHEE) 2
mEBTMmEOBFHABRER
( TEERAESR 5L O SV AR 5 B D M52 ST 2 SERR 104E 7 B 15 BT [ESE 634 2 )

AR A
FEYERA
AR ITIE
BRI

BRI

Bl

I HLE

BRI R

sV a g Na $E 200mg [ 7 2F 77 )
JeRBAl v afg) U v A 200mg & A HE)
HR— BB RERE 2 18 (X FVE)

pH1.2= H JR¥a HEEREE 11K
pH 4.0=W - B b U o A5EEHE  (0.05mol/L)

pH 6.8=H a3 - SR DV - E iR ik
K= H RkEHRK
50rpm

EERF OV I AR 7 7 2 A 20372 < KEHERLAIS 15~30 43127 85% L LR 554
(pH4.0, pH6.8, 7K) : HEHERLAID LR D 60% KON 85% (L DY 72 2 B UZ BT,
FRBR AL D PR HH R A HERLA O VA R £ 15% O#PHIC H 5, XU 2 B O 45 ULk
Th s,
FEERLA O SR RS HUE S 7o SRBRIRE R LANIC 85% 123 L2 WA T BUERFH T O
N 50%ARmMO%EE (pH1.2) - FEEMERIAIZSHE S - RBs (2 Fefll) 12310 2 R0
SO 1/2 OB I 2 /73738 Y Ze RS % OBUE S 7RIz 3 €L BB O S 9 R 3
FEAERLAN O SR 8% DFIFAIC 5, XiE £ 2 BB OfEIL 55 LA ETH 5,
pH4.0. pH6.8 X UVKD 3 #BRKMEIZ I T, ARMERIANT 15~30 73012 FH) 85% L BRI L=,
27 g Na §E 200mg [7 20 &, BEERF O FEIEE D 60% K Y 85% L 2 I i
(BRIUE] 10 43 OV 15 43) 128 T, WL S0 H SR A HERLAI 00 SRV 28 £ 15% D
PHIZ®H - 7=,
pH1.2 [Z8W\Tid, A HERL O SER 7R 3R I IHLE S 7o iR BN (2 i) BANIC 85% I 297,
2 W% ORI EEAS 50% Al T o7z, »S/v 7 m g Na $E 200mg [ 7 2 F ) O, fEHERFA
OBUERFRNC BT 2 AR (20.9%) O 1/2 OSFEFERHER (10.9%) /R334 2 REaii 71.9
gy (NFRIEIC L D) THY ., FHHE E 71.9 R CTOVEEHEN 9.5%, 2 Rtk O FEEHE
RN 16.1%TH V., 2R L bR T ERA O LR TR 8% O#iFAIZ & - 7z,



Iv. RANCEE4 5 A

L7=MN-T, 27 ufg Na $E 200mg [ 7 24| OFEHEEINIEERF L RS TH D LHES
iz,

—0— /N L7 OFENafE200mgl 7o+ —O0— {ZHE 8K

100 . 100 ¢
w75 w75 |
H H
= 50 | pH1.2 = 50 |
% %
i 25M =By
0 1 1 1 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 . 100 ¢
% 75 s 75 |
H H
= 50 =g |
% %
<~ 25 < 25 |
0 0
0 5 10 15 20 25 30 35 40 45 0 5 10 15 20 25 30 35 40 45
(min) (min)

NILTOENa>OyT5% N0+ H]

LR

NIV T OEE Na RIREEHRL 40% T2 O+ 4 )
AHKL 2003 4F 6 A 24 HICHEFRMENET L, EEMHERMLDEEHRE No.16 I ST\ 5,
(NAHBHBRE~DEE N 2

RS =

o7l b YU AMRBEERICHEVBR T 5 & & 3 BFE O RN 15~45%. 6 KFE O

D 35~60%. 24 FEEIOEEHFEN 5% L ETh o7z,
Q)FH| L AZERKIDBLHEE) 2
o B B ATl R D A S ER S R
( TESRFEESR S O SE AR 5 FRHl O FE 2O\ T - Rk 1045 7 H 15 AfF EHIEE 634 51 )

AR
PR
AR
ARBR G

BRI

Lz

) FLE

VT a g Na R 40% 7))
FeRBRIA ST aliEr b U A 40% 8 A R OERL)
H R — BB B S 2 75 (O RLE)

pH1.2= AR HEERE 1k

pH 4.0=MHE% - BElE T N U U L8 (0.05mol/L)

pH 6.8= H Jajik3k « Bk D V BRI

K= H R

50rpm

FEHERLF D I DS 30% ., 50% . 80% T D X4 72 3 R RIZIBWN T, sERELA O PR H 2R
DMEERA OSSN R £ 15% OFIPHIC & 5, AL, HEERFIDEE S 7o R I 5 =



Iv. WANCEE4 5HH

2 80%IZEE L2V EA (pH1.2) (2%, FEMERIFIABUE S W7o BRI IC 31T 2 SR ISR 1/2
DOFEIR 2 18 2 e R OHUE S U2 akBRRsR (2 BERD) 12\ T 3RBRELA o R
HH R DS HE LA 0D S RE A HY 8 £ 8% DHEFHIC B 5,

FREBRAE R RRBRELAN, AEHERLE O IR IR D 30%. 50%. 80% LD Y 7e 8 K RIZIN T, HEUERLA
DR+ 15% DHEFAICH Y . pHL.2 IZFB W\ TIIEHERIFINH E S - RBREEFIC BT 5%
B HER D 1/2 OSFEIER 2 R 330 2 7 R & O 2 IRE I 38U C R MERLR O SE R PR HH3R £=8%
DFPIZH Y | RS &HE S,

—o— /LT OFENaRREBHI40% OO+  —0— 1ZHHF|

100 125
B 75 b % 100
H H
Bl pH1.2 '
{,/: % 50
2 2
0 R 0

0 15 30 45 60 75 90 105 120

(min)

() HE
() MEE

8. AMFHRERE
L7

9. HEIhDEMBD DHERHERE
/LT OE Na §£ 100mg T2 o441 . /YL T O Na 8 200mg 172+ 4]
HiE Tovrafigh RY o agE] 1285
NILTOENa>OyT5% D0+ H]
HiE 7o) obavany ) 1I2k?
/N)L T OEk Na fRIREERLI 40% T2 2F 7 )
HRE v religr ) os) [ZH#LS

10. BEAIDDENED DEES
/LT OF Na §£ 100mg 72471 . /LT OB Na §&200mg 7254
B Tosovrafig) RY o ABE] I2X5D
NILTOENa>ayT5% 205 4]
Hig Ixvrafgr ) vavey 7] 1285



Iv. RANCEE4 5

/\)L T O Na fRIRERML 40% DO FH )

HiR— R BRE k7 a~< 797 40— (LD

1.7
%Y L2

12.BAT BAEEID B 5 IHY
LB L

13 EBARELRSR - MENRRGERICET SF®

A L2

14.Z Ot
AZM LR



V. IBRICB 55HA

V. aEICET 5EE

1. ShEEXIEHHRE
Lo NafE100mg T2+ 41 - 8&200mg T2+ H] - vRvF5% T20+4H) )
1. S CTADA UNEIE - BAURIE - FEEN R (ER O CNTIRAFE) B8 L OTADAITEE S HRITEIRESE (R

Pk - SIENESE) DGR

2. B KLU S IR OBRIRIED TR
3. F IR FEAE DO FEAESH]

<HREXITHRICEET HERALDFEE>
[FrERdE R4 D R HIH ]
AANE, REREFEEOBMEINGR O TITHHAFRICKEZ E T LTV BEICORREGTH L,

(/LT OEE Na fRIREEHRL 40% T 2OF 41 )

FHTAD A UNFEIE - HEEEME  BEENVRAIER O NCIRARIE) B LOTADAITHE D ERITEIREE (R i
B - SRRMESE) DIRIE,

Bup s KOV 5 D9 D ERIRRE DRI,

J7 R FEAE OO FESE B

<HBEXRIFHRICEET HERALDITE>
(BB R D R HIH ]
AFNE, REREFEEOBMEINGR O TITHHAFRICKEZ E T LTV BEICORRETHZ L,

RERUVAE

NL7ONafE100mg T2+ 41 - 8&200mg 12+ H]1 -2y F5% 125+4H) )

1.

Wik - ZBMAEF) DBR

. BREB L UVES DROBIKEOAEE

(#£ 100mg, #E 200mg]
WE 1 HE LT afgt R U oAl LT 400~1,200mg & 1 H 2~3 [EICH I TREA#K G545,
722U, AR - RIS Ul EIE T S,
(vav~75%)
WHE 1 HE8~24mL (v gt v U 7 AL LT 400~1,200mg) 2 1 H 2~3 [EIZ/3 ) TRO# 535,
22 L, ARl - SRR Ul EE T 5,
AT F51E D FIE HI
($E 100mg, #E 200mg)
WE 1 HES VT gt b o AE LT 400~800mg & 1 H 2~3 [AIZ0 1 TR OS54 5,
¥, D - ERICE CE AT 223, 1 HEE LT 1,000mg Z#E 2 720\ 2 &,
(vm >~ 5%)
WHE 1 HE 8~16mL (v 7 ufgt R U AL LT 400~800mg) % 1 H 2~3 [/ CTROZEET 5,
R, M - JERIOS UEERRT 52, 1 HEEE LT 20mL (L7 afg) b U AL LT 1,000mg) %
BNz &,



V. IBERICBET 5 HA

(/N7 OFk Na fRIRERHL 40% D 0F 7] )

Bk - ZRME) OBE. BESLUES DROBKEDRE
WE., v alEh bY 7 AE LT 400~1200mg 2 1 H 1 [ERE D& 595, 72720, Fip, ERIG C#EE
T 5,
O REEfRFAE D FAEINH
WE, L7 afEr Y Al LT 400~800mg & 1 H 1 [EE A& T 5, 72F. Fs, BRI Ul
W 528, 1 HEE LT 1000mg 2827202 &,

i

. ERER AR

MEEERT—2 1\ r—
AR

(2ERERZNR

BEH KU S DRDERIKEE

EWIZHBW T, AR T 2 B RAR AN B & 72 2 BRARRRBR 1T 940 L Ty,

KE TOEGBEG OB EHR S L 7r o 72 2 D “HEMREEGBR OB EIIRDO LB Th 5,

1) KET, MmEREEERE 179 HlZ2xtgis, ST alE, VF v AT 78R E SHEEEEG T2 _EHER
PR e S 7o, E OSSR, FRYGE (BoRiMRE o< L b 50%LL FiE L7cEIA) 2R L
THIGIE, ST a R 48%. VT U LEE 49% ThO . N7 aBEER ) FULREE I T B ARRE
25%ITHEAREEICEN TV, AEERICOWVWT/ VT O TE < 3B LI-ERIL, MR & OYESR O 2
ThHholz 9,

2) KET, UF UG LR DH D WITAEMD 220 36 Bl BGIEREEREZFICHOWT, 7 BREX%
FRIZ LT D22 & AN T HEREGBRIC XV RET sz, TofE, EEAEMEA
T % B AT R R A S P RE DO ZALDEIE 1T S 7 0 BEEET 54%., 7T B REET 5% & 2V 7 1 gkt
THRIENL TV, 77 R~ L7 o @i CHBICRBBEE O R WA FEFRITRO o729,

HE) LT aBEOBRR L0 SR OERREEIZXT 5, MU EORHIERIZOWTL, BIfEETOHE

WA DEEARRER CHIfE/R = 7 » AR LI TR,
(3)ER PR A ER
M ER R L
(AIRFRMFER
MR L
(5)HR LRI ER

1) \|EALILITRERGHER
MR L

2) HEEREAER
MR L

3) REMRER
MR L

4) BE - REFR
BRI L



V. {BEICE95THAE

(6)BFERHIfE
1) EABERE - FEFEAMERE EHRHRE) - HERTRERAER (MRERERREER)
YL
2) RBEHLE L TERFENDABXRIIER L -HKEBEOHE
YL



VI, Hoh BRI R DI H

VI. ExhEFEIE (Y 5I1EH

. EEPMICEAEL SILEMXITIEEME
BricZa L

. EIB{EMA
(MYERERML - /EFRERF
Na*F ¥ F/b & TA CaztF ¥ F O], &L GABA 73 f#l#% D GABA h 7 > 27 I F—BOEFEICL D
GABA O ENRE 2 HILTND™),
P EH M O SR ZEAE DO FIEIHIERIZ DV TH GABA MRMEEEREEA N FH G- L TV D RIEEENR S 2 6
Nz 67,
¥) H-EUOE AR RS E 2016 : C3970-3974, fiE)IE 5

Q)EMEEN T HHERRIE
1) HITLHAER
N alEr vy AL, vV ARZBWTA T Y —UTT WAL, BREBETWILA, XA 7Y Ridnvh
Ay AR F=—F0lA, BEZ 8 hFv iAo, E\ERETOWRAZ, £727 v MW THEFER
TEZ T 5 89,
2) HEMREICHT HER
ST aEEF Y U AT, U RIS TS % E & ORI O FEM R E E B2 9,
3) HARMMIRENIC XS S1EH
AT aEd b T AE v U RIZIB T HMHEER AR K 2 A PIRGI R E) o0 B R 2h B A BRI Bk 5
% 9,
4) fiigiER
AT afEF R AL, v TAKRDRT y MCBWTEYROBET LV EEX DD, TX Y7243
vizuau VT ERXY REOAKGICE AT D ARESTTEER 2475 895 10,
(I)VEFRFIRRERT - HriGRERE
MERR L



VIL_SWBhie B4 5 HH

VI. RHBEICET SEE

1. MAREDHTR - BIEE
(1)BELEDGILTEE
AR S L7 RREE - 40~120ug/mLY
BHET AN X TANAITHE D PERATEIREE . BRI X O 5 S OBuRIBIZ 3 2 A 20 T AL I BE
LI FEORENH DM, DO TIRIL 50ug/mL Z -T2 8HEHH Y, ERIZ 150ug/mL &3 2HEL H
Do
BRIF 35 KO 9 D9F O BRIRRE I D AFI O FIZES Uik, AEiEREE2 B0 E LT b 729, KRNI
¢%E%:&UVﬁ@%ﬁﬁ%%fi@wﬁ\ﬁﬂ®%%ﬁﬁ%ﬁ%ﬁ% EOBALNH - TG00, THILZ
BRADRDTFONRNGEHE L, LEIOSCMPREDE=2 Y 7 %47V, HEHET LI ENEEL
b\
R IR FEAEIT 3 2 AA O FIZER LTk, AR IR EEAAMEIZ 22 > Tz | JRAIRYIC PR E T =
Z Y T OERMITMETITRND, ARHN O EHERE I ERARRE O BAL N & - 155 % T, BTG Ui
REOE=2Y 72TV, HERETDLZENREE LY,
(2)& = M A iRE R ERRE
TR VIAQERRAR CHRBSIN-OFRE] B
Q)EERABR TR SN ILPRE
1) /N\)LTOE Na § 200mg 172+ 41
EYFHIRF R 1
sV a g Na $E 200mg [ 727 CAEERFIEZ 7 n 24— =L XD 2N 38 (LT afig
F U AL LT 600me) AT T 20 A ZZEMERFERER A& G L iR EZRIE L, Goi
HMBNIE /X T A — Z IOV TR 24T - 72455, WA O A 2R RIS S s S Tz,

AUC(O-48hr) Crmax Tmax T
(hr- ug/mL) (ug/mL) (hr) (hr)
7SV 7 afig Na $i
+ —+ —+ +
200mg [7 57 | 1007.4£212.2 59.7+10.8 1.0£0.8 13.8£2.4
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+ + + +
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F2RHMETOZRE - 2R, ML - HEIZLITO®Y TH 5,

divalproex sodium
tablet, delayed release
AbbVie Inc. 2020 4 5
H)

aaiil FLEANE
KEOEFCE 1 INDICATIONS AND USAGE
(DEPAKOTE- 1.1 Mania

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

judgment, aggressiveness, and possible hostility.

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

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

the individual patient.

1.2 Epilepsy

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

Simple absence is defined as very brief clouding of the sensorium or loss of
consciousness accompanied by certain generalized epileptic discharges without
other detectable clinical signs.

Complex absence is the term used when other signs are also present.

1.3 Migraine
Depakote is indicated for prophylaxis of migraine headaches. There is no

evidence that Depakote is useful in the acute treatment of migraine
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headaches.

1.4 Important Limitations

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

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

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 1s missed it should be taken as soon as possible, unless it is almost time
for the next dose. If a dose is skipped, the patient should not double the next
dose.

2.1 Mania

Depakote tablets are administered orally. The recommended initial dose is 750
mg daily in divided doses. The dose should be increased as rapidly as possible
to achieve the lowest therapeutic dose which produces the desired clinical
effect or the desired range of plasma concentrations. In placebocontrolled
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
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monotherapy and adjunctive therapy in complex partial seizures in adults and
pediatric patients down to the age of 10 years, and in simple and complex
absence seizures. As the Depakote dosage is titrated upward, concentrations of
clonazepam, diazepam, ethosuximide, lamotrigine, tolbutamide,
phenobarbital, carbamazepine, and/or phenytoin may be affected /see Drug
Interactions (7.2)].

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

Monotherapy (Initial Therapy)

Depakote has not been systematically studied as initial therapy. Patients
should initiate therapy at 10 to 15 mg/kg/day. The dosage should be increased
by 5 to 10 mg/kg/week to achieve optimal clinical response. Ordinarily, optimal
clinical response is achieved at daily doses below 60 mg/kg/day. If satisfactory
clinical response has not been achieved, plasma levels should be measured to
determine whether or not they are in the usually accepted therapeutic range
(50 to 100 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
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given in divided doses.

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

the early course of therapy /see Drug Interactions (7).

Simple and Complex Abs ence 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 (12.5)].

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 Depakene (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 Dos ing 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
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achieved on the basis of both tolerability and clinical response /see Warnings
and Precautions (5.14), Use in Specific Populations (8.5), and Clinical
Pharmacology (12.3)].

Dose-Related Adverse Reactions

The frequency of adverse effects (particularly elevated liver enzymes and
thrombocytopenia) may be dose-related. The probability of thrombocytopenia
appears to increase significantly at total valproate concentrations of > 110
mcg/mL (females) or > 135 mcg/mL (males) /see Warnings and Precautions
(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)].

#[E o SPC

(Epilim 100mg
Crushable Tablets,
SANOFT 2020 4 3
A)

4.1 Therapeutic indications
In the treatment of generalized, partial or other epilepsy.

4.2 Posology and method of administration

Epilim 100 mg Crushable Tablets are for oral administration.

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

tablets may be crushed if necessary.

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.

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.

Children under 20 kg
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. Above
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40 mg/kg/day, clinical chemistry and haematological parameters should be

monitored.

Use in the elderly
Although the pharmacokinetics of Epilim 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.

In patients with renal insufficiency

It may be necessary to decrease the dosage. Dosage should be adjusted
according to clinical monitoring since monitoring of plasma concentrations

may be misleading (see section 5.2.)

In patients with hepatic insufficiency

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

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

Female children and women of childbearing potential

Valproate must be initiated and supervised by a specialist experienced in the
management of epilepsy. Valproate should not be used in female children and
women of childbearing potential unless other treatments are ineffective or not
tolerated (see sections 4.3, 4.4 and 4.6).

Valproate is prescribed and dispensed according to the Valproate Pregnancy
Prevention Programme (see sections 4.3 and 4.4). The benefits and risks
should be carefully reconsidered at regular treatment reviews (see section 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).

Combined Therapy

When starting Epilim in patients already on other anti-convulsants, these
should be tapered slowly. Initiation of Epilim 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-onvulsants 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. When barbiturates are being administered concomitantly and
particularly if sedation is observed (particularly in children) the dosage of
barbiturate should be reduced.

NB: In children requiring doses higher than 40 mg/kg/day clinical chemistry
and haematological parameters should be monitored.
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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).
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KEOUATLFE WARNING: LIFE THREATENING ADVERSE REACTIONS
(DEPAKOTE- divalproex | Fetal Risk

sodium tablet, delayed Valproate can cause major congenital malformations, particularly neural

release AbbVie Inc. 2020 4 | tube defects (e.g., spina bifida). In addition, valproate can cause decreased
5H) 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)].

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
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Precautions (5.2, 5.8, 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
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 1Q 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 1Q, 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 is
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
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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
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. /n utero exposure to valproate may also result in hearing
impairment or hearing loss. Valproate polytherapy with other AEDs has
been associated with an increased frequency of congenital malformations
compared with AED monotherapy. The risk of major structural
abnormalities is greatest during the first trimester; however, other serious
developmental effects can occur with valproate use throughout pregnancy.
The rate of congenital malformations among babies born to epileptic
mothers who used valproate during pregnancy has been shown to be about
four times higher than the rate among babies born to epileptic mothers
who used other anti-seizure monotherapies /see Warnings and Precautions
(56.2) 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
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to no AEDs in utero [see Warnings and Precautions (5.53) and Data
(Human)].

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
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
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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

Neural tube defects and other structural abnormalities

There is an extensive body of evidence demonstrating that exposure to
valproate in uteroincreases the risk of neural tube defects and other
structural abnormalities. Based on published data from the CDC’s
National Birth Defects Prevention Network, the risk of spina bifida in the
general population is about 0.06 to 0.07% (6 to 7 in 10,000 births)
compared to the risk following 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% 1in 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 in 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 uterohave lower 1Q scores than children exposed to either
another AED in utero or to no AEDs in utero. The largest of these studies
1s 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 IQ
was related to a particular time period during pregnancy could not be
assessed /see Warnings and Precautions (5.5)].

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,
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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 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?2| 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 meg/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
mceg/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.
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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 Specitic Populations (8.1)].

Data

Human

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

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

A prospective observational multicenter study evaluated the long-term
neurodevelopmental effects of AED use on children. Pregnant women
receiving monotherapy for epilepsy were enrolled with assessments of
their children at ages 3 years and 6 years. Mothers continued AED
therapy during the breastfeeding period. Adjusted 1Qs measured at 3
years for breastfed and non-breastfed children were 93 (n=11) and 90
(n=24), respectively. At 6 years, the scores for breastfed and non-breastfed
children were 106 (n=11) and 94 (n=25), respectively (p=0.04). For other
cognitive domains evaluated at 6 years, no adverse cognitive effects of
continued exposure to an AED (including valproate) via breast milk were

observed.
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4.4 Special warnings and precautions for use
4.4.1 Special warnings
Female children, women of childbearing potential and pregnant women:

Pregnancy Prevention Programme
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Valproate has a high teratogenic potential and children exposed in utero
to valproate have a high risk for congenital malformations and
neurodevelopmental disorders (see section 4.6).

Epilim is contraindicated in the following situations:

- In pregnancy unless there is no suitable alternative treatment (see
sections 4.3 and 4.6).

- In women of childbearing potential unless the conditions of the
pregnancy prevention programme are fulfilled (see sections 4.3 and 4.6).

Conditions of Pregnancy Prevention Programme:
The prescriber must ensure that:

- Individual circumstances should be evaluated in each case. Involving
the patient in the discussion to guarantee 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 neurodevelopmental disorders 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 physician as soon as
she is planning pregnancy to ensure timely discussion and switching to
alternative treatment options prior to conception and before
contraception is discontinued.

- The patient understands the need to urgently consult her physician 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 concern women who are not currently sexually
active unless the prescriber considers that there are compelling reasons
to indicate that there is no risk of pregnancy.

Female children

The prescriber must ensure that:

- The parents/caregivers of female children understand the need to
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contact the specialist once the female child using valproate experiences
menarche.

- The parents/caregivers of female children who have experienced
menarche are provided with comprehensive information about the risks of
congenital malformations and neurodevelopmental disorders 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
alternative treatment options. If valproate is the only suitable 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 alternative
treatment before they reach adulthood.

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 intrauterine 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 guarantee 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
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 the
Annual Risk Acknowledgement Form at initiation and during each
annual review and ensure that the patient has understood its content.

Pregnancy planning
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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 4.6). 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 be immediately
referred to a specialist to re-evaluate treatment with valproate and
consider alternative treatment options. The patients with valproate-
exposed pregnancy and their partners should be referred 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 dispensation and
that patients understand its content.

- Patients are advised not to stop valproate medication and to
immediately contact 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 used at time of
treatment initiation and during each annual review of valproate
treatment by the specialist.

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
- Valproate is contraindicated as treatment for epilepsy during
pregnancy unless there is no suitable alternative to treat epilepsy.

- Valproate is contraindicated for use in women of childbearing potential
unless 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
Both valproate monotherapy and valproate polytherapy including other
anti-epileptics are frequently associated with abnormal pregnancy

outcomes. Available data suggest that anti-epileptic polytherapy
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including valproate may be associated with a greater risk of congenital
malformations than valproate monotherapy.

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

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

Congenital malformations

Data derived from a meta-analysis (including registries and cohort
studies) has shown that 10.73% of children of epileptic women exposed to
valproate monotherapy during pregnancy suffer from congenital
malformations (95% CI:8.16 — 13.29). This is a greater risk of major
malformations than for the general population, for whom the risk is about
2 —3%. The risk 1s dose dependent but 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
to direct toxicity on the hearing function. Cases describe both unilateral
and bilateral deafness or hearing impairment. Outcomes were not
reported for all cases. When outcomes were reported, the majority of the
cases did not recover.

Developmental disorders

Data have shown that exposure to valproate in utero can have adverse
effects on mental and physical development of the exposed children. The
risk seems to be dose-dependent but a threshold dose below which no risk
exists, cannot be established based on available data. The exact
gestational period of risk for these effects is uncertain and the possibility
of a risk throughout the entire pregnancy cannot be excluded.

Studies in preschool 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 school aged children (age 6) with a
history of valproate exposure in utero was on average 7 — 10 points lower
than those children exposed to other anti-epileptics. Although the role of
confounding factors 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
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(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 (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 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 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 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
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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.

- 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 Epilim 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 section 4.8). Case
reports indicate that fertility dysfunctions are reversible after treatment

discontinuation.
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KE DTS SE WARNING: LIFE THREATENING ADVERSE REACTIONS
(DEPAKOTE- divalproex | Hepatotoxicity

sodium tablet, delayed Children under the age of two years are at a considerably increased risk of

release AbbVie Inc. 2020 4 | developing fatal hepatotoxicity, especially those on multiple

3A) 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
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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,
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
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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
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].

6 ADVERSE REACTIONS

6.4 Postmarketing Experience

Endocrine: There have been rare reports of Fanconi's syndrome occurring
chiefly in children.

7 DRUG INTERACTIONS
7.1 Effects of Co-Administered Drugs on Valproate Clearance
Drugs for which a potentially important interaction has been observed

Aspirin

A study involving the co-administration of aspirin at antipyretic doses (11
to 16 mg/kg) with valproate to pediatric patients (n=6) revealed a decrease
in protein binding and an inhibition of metabolism of valproate. Valproate
free fraction was increased 4-fold in the presence of aspirin compared to
valproate alone. The B-oxidation pathway consisting of 2-E-valproic acid,

3-OH-valproic acid, and 3-keto valproic acid was decreased from 25% of
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total metabolites excreted on valproate alone to 8.3% in the presence of
aspirin. Caution should be observed if valproate and aspirin are to be co-
administered.

7.2 Effects of Valproate on Other Drugs
Drugs for which a potentially important valproate interaction has been

observed

Rufinamide

Based on a population pharmacokinetic analysis, rufinamide clearance
was decreased by valproate. Rufinamide concentrations were increased by
<16% to 70%, dependent on concentration of valproate (with the larger
increases being seen in pediatric patients at high doses or concentrations
of valproate). Patients stabilized on rufinamide before being prescribed
valproate should begin valproate therapy at a low dose, and titrate to a
clinically effective dose /see Dosage and Administration (2.5)]. Similarly,
patients on valproate should begin at a rufinamide dose lower than 10
mg/kg per day (pediatric patients) or 400 mg per day (adults).

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
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,
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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)].

12 CLINICAL PHARMACOLOGY
12.3 Pharmacokinetics

Special Populations

FEffect of Age

Neonates

Children within the first two months of life have a markedly decreased
ability to eliminate valproate compared to older children and adults. This
is a result of reduced clearance (perhaps due to delay in development of
glucuronosyltransferase and other enzyme systems involved in valproate
elimination) as well as increased volume of distribution (in part due to
decreased plasma protein binding). For example, in one study, the half-life
in children under 10 days ranged from 10 to 67 hours compared to a range
of 7 to 13 hours in children greater than 2 months.

Children

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.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, and Impairment of Fertility
Mutagenesis

Valproate was not mutagenic in an in vitro bacterial assay (Ames test), did
not produce dominant lethal effects in mice, and did not increase
chromosome aberration frequency in an in vivo cytogenetic study in rats.
Increased frequencies of sister chromatid exchange (SCE) have been
reported in a study of epileptic children taking valproate; this association
was not observed in another study conducted in adults.

17 PATIENT COUNSELING INFORMATION
Birth Defects and Decreased 1Q
Inform pregnant women and women of childbearing potential (including

girls beginning the onset of puberty) that use of valproate during
pregnancy increases the risk of birth defects, decreased 1Q, and
neurodevelopmental disorders in children who were exposed in utero.
Advise women to use effective contraception while taking valproate. When

appropriate, counsel these patients about alternative therapeutic options.




Xl . BEEE

This is particularly important when valproate use is considered for a
condition not usually associated with permanent injury or death such as
prophylaxis of migraine headache /see Contraindications (4)]. Advise
patients to read the Medication Guide, which appears as the last section of
the labeling /see Warnings and Precautions (5.2, 5.3, 5.4) and Use in
Specific Populations (8.1)/.

i FLIPA

#[E @ SPC (Epilim 100mg | 4. Clinical particulars

Crushable Tablets, SANOFI | 4.3 Contraindications

2020 /-3 H) - Valproate is contraindicated in 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 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 due to the risk of liver toxicity. Additionally, salicylates should not
be used in children under 16 years (see aspirin/salicylate product
information on Reye's syndrome).

Monotherapy is recommended in children under the age of 3 years when
prescribing Epilim, but the potential benefit of Epilim should be weighed
against the risk of liver damage or pancreatitis in such patients prior to
initiation of therapy

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.
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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, Epilim should be discontinued.

4.5 Interaction with other medicinal products and other forms of
interaction

4.5.1 Effects of Epilim on other drugs

- Phenobarbital

Epilim increases phenobarbital plasma concentrations (due to inhibition
of hepatic catabolism) and sedation may occur, particularly in children.
Therefore, clinical monitoring is recommended throughout the first 15
days of combined treatment with immediate reduction of phenobarbital
doses if sedation occurs and determination of phenobarbital plasma levels
when appropriate.

- Rufinamide

Valproic acid may lead to an increase in plasma levels of rufinamide. This
increase is dependent on concentration of valproic acid. Caution should be
exercised, in particular in children, as this effect is larger in this
population.

5. Pharmacological properties

5.2 Pharmacokinetic properties

Elimination

The half-life of Epilim is usually reported to be within the range 8-20

hours. It is usually shorter in children.
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