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Enteric Coated Tablets & Syrup
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Reva Pharma

Composition:

Tablets: Each Volaken (200-500) Enteric Coated Tablet contains:
Sodium Valproate (200-500) mg.

Syrup: Each 5 ml Volaken Syrup contains:

200 mg Sodium Valproate.

Mechanism of Action:

Although the exact mechanism of action is unclear, it is believed
that Volaken increases brain concentrations of gamma-aminobu-
tyric acid (GABA), an inhibitory neurotransmitter in the CNS. It
may inhibit enzymes that catabolize GABA or block the reuptake
of GABA into glia and nerve endings. Valproic acid may also
work by preventing repetitive neuronal firing through inhibition
of voltage-sensitive sodium channels.

Pharmacokinetics:

After oral administration of Valproate sodium, it is rapidly
converted to valproic acid in the stomach. The bioavailability is
nearly 100%. Absorption of Valproate sodium from the syrup is
rapid. Peak plasma concentrations are achieved within 1 to 4 hours
after oral administration. Valproate is metabolized extensively via
hepatic glucuronidation and mitochondrial beta-oxidation. The
half-life of sodium Valproate is within the range 8 — 20 hours. It
is usually shorter in children. Protein binding of Valproate is con-
centration-dependent. Mean terminal half-life of Valproate during
adult monotherapy is 9 to 16 hours.

Indications:

Volaken is indicated as monotherapy or adjunct treatment of
absence seizures (simple and complex) or complex partial seizures,
and adjunctively for other seizure types that include absence or
partial complex seizures (e.g., tonic-clonic seizures, myoclonic
seizures).

Contraindications:

e In women of childbearing potential, unless the conditions of the
pregnancy prevention programme are fulfilled.

o In pregnancy unless there is no suitable alternative treatment.

e Hypersensitivity to the active substance or to any of the excipients.
e Active liver disease and personal or family history of severe
hepatic dysfunction.

e Patients with known urea cycle disorders Porphyria

e Patients with mitochondrial disorders caused by mutations in

the nuclear gene encoding the mitochondrial enzyme polymerase y
(POLG).

Warnings & Precautions:

e Severe liver damage has been very rarely reported.

o Antiepileptic drugs, including Volaken, increase the risk of suicid-
al thoughts or behavior.

o [f pancreatitis is suspected, treatment with sodium Valproate
should be discontinued.

e Volaken very commonly causes weight gain, which may be
marked and progressive.

o In patients with renal insufficiency, it may be necessary to de-

crease dosage.

o The use of sodium Valproate can give false positive urine test
results in patients who may have diabetes.

e Patients with an underlying carnitine palmitoyltransferase (CPT)
type II deficiency should be warned of the greater risk of rhabdomy-
olysis when taking sodium Valproate.

® Blood tests are recommended prior to initiation of therapy or
before surgery, and in case of spontaneous bruising or bleeding.

e Hypothermia has been reported during Valproate therapy with or
without associated hyperammonemia.

Pregnancy & Lactation:

Pregnancy: Pregnancy Category D. Use of Volaken during preg-
nancy can cause congenital malformations including neural tube
defects. Volaken should not be used during pregnancy unless the
benefit is judged to outweigh the risks following careful consider-
ation of alternative suitable treatment options.

Lactation: Volaken is excreted in breast milk. Because of the
potential for neonatal/infant Haematological disorders, a decision
should be made whether to discontinue breast-feeding or to discon-
tinue the drug taking into account the benefit of breast-feeding for
the child and the benefit of treatment for the mother.

Driving & Using Machines:

Patients should be warned of the risk of transient drowsiness,
dizziness, and fatigue, especially in cases of anticonvulsant poly-
therapy or association with benzodiazepines.

Drug Interactions:

e Hepatic enzyme-inducing drugs (e.g., phenytoin, carbamaze-
pine, phenobarbital, primidone, rifampin) can increase Val-
proate clearance, while enzyme inhibitors (e.g., felbamate) can
decrease Valproate clearance. Therefore, increased monitoring
of Valproate and concomitant drug concentrations and dosage
adjustment are required.

® Aspirin and carbapenem: When administering these drugs, it is
recommended to monitor Valproate concentrations.

e Co-administration of Valproate can affect the pharmacokinet-
ics of other drugs (e.g., diazepam, ethosuximide, lamotrigine,
phenytoin) by inhibiting their metabolism or protein binding
displacement.

o Patients stabilized on rufinamide should begin Valproate thera-
py at a low dose and titrate to clinically effective dose.

e Dosage adjustment of amitriptyline/nortriptyline, propofol,
warfarin, and zidovudine may be necessary if used concomitant-
ly with Volaken.

e Topiramate: Hyperammonemia and encephalopathy.

Side Effects:

Most common adverse reactions are abdominal pain, alopecia,
blurred vision, amnesia, anorexia, asthenia, ataxia, bronchitis,
constipation, depression, diarrhea, dizziness, dyspepsia, dyspnea,
ecchymosis, emotional lability, fever, flu syndrome, headache,
increased appetite, weakened immunity, insomnia, nausea,
nervousness, nystagmus, peripheral edema, pharyngitis, rhinitis,
somnolence, thinking abnormal, thrombocytopenia, tinnitus, trem-
or, vomiting, weight gain, weight loss. The safety and tolerability

of Valproate in pediatric patients were shown to be comparable to
those 1n adults.

Dosage & Administration:

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

Usual requirements are as follows:

Adults: Dosage should start at 600 mg daily increasing by 200 mg

at three-days 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 (irre-
spective 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 35mg/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 40 mg/kg/day, clinical
chemistry and haematological parameters should be monitored.
Renal impairment: Dosing should be modified according to clinical
monitoring of the patient.

Overdose:

Symptoms: Include CNS depression or coma with muscular
hypotonia, hyporeflexia, miosis, impaired respiratory function,
metabolic acidosis, hypotension and circulatory collapse/shock.
Symptoms may however be variable and Seizures have been
reported with very high levels in plasma. Cases of intracranial
hypertension related to cerebral oedema have been reported. The
presence of sodium content in the sodium Valproate formulations
may lead to hypernatraemia when taken in overdose.

Treatment: Hospital management of overdose should be symp-
tomatic, including cardio-respiratory monitoring. Gastric lavage
may be beneficial if performed within 10 to 12 hours after taking
the drug. Naloxone has been used successfully in a few isolated
cases, sometimes concomitantly with oral activated charcoal. In
the case of a massive overdose, hemodialysis and blood transfu-
sions were used successfully.

Storage:

Keep out of reach of children. Store below 25°C.

Packaging:

Tablets: Each Volaken (200-500) Carton Box contains 30 Enteric
Coated Tablets in three Alu\Alu Blisters.

Syrup: Each Volaken Carton box contains Amber Glass Bottle of
100 ml.

20¥ / 92600d

Reva Pharma for Ph

Tndustries - 1d1ib - Syria



sdhariaa) g A jall

OV ellae ) (K pmnl) (555 enll Gaun a sall e jall il Calids
s (o e

b S b L ol
dsé&x*")‘MJ‘)JJL\A}&A“'—!@)}.‘“MU‘&_\M:' L)
d&;we\.cd&‘uhba.u ua\)cy\éc )L.md\ra.ugmeh\hm

u);wey&éﬂ“ Yol asll Bala Yoo veide
8L Sy ¢ Uil 138 8 24K M\dme;cdg@, )
yéla\"h ‘_;\4.::);.‘\

e};/é_hi~~4_dj}ﬂ4.:‘);l\u}$u\g_\u @SY~uA).\S\u)yd\ALY|
\Akeu‘»)kaul\dsu‘;\;nshuubb)cn(u)}\uc).L\J\ua:u)
Giiatare Ala 4 L\A}.\?m;j‘u)}wé/tlﬁv SYeass Able
uﬁé/é.droL;‘AL)AJ‘DJ‘JJUSAJ‘QM‘\MUM?J)J‘M‘
stpenll 005
quﬂ\@‘uyﬁd\uJJwﬂ&\ﬂ. ds\ .JU.EY\
R.ﬁ[yusﬂu;ﬂwm)dld_ﬂ ugjckc);.“o&oﬂd)us.uoh.\u“
ua‘_;sylu\.c)a.“‘_g *ﬂi)ﬂ@\@ﬂ)/u\ub)w\
um)aﬂﬂ}ﬂ\dhﬂhﬁjub)ﬂ\dnwuug
As)as\h)a
)ﬂ\@eﬂ@\;\gﬁﬂ\@mﬂ\)@\md«ﬁ sal Y
wﬂ.\ﬂ\ L@Aj\g_u\l:}g_uua}cﬁ&\dmjsu&&:uy\uam} LAA:J\
M}Aﬂ\bJ}ﬂ\MM/L}\A} seﬁ\hmuambs‘;lmy\uawb
d\;@ub}:u}huc&).\Y\fu_\ﬁ}a)uua\‘)c‘}“u)&\.\s‘JACA}
Lmtm)\uybupt)uw(u LAJ)J\@\A;MSLG;\\;}NAA);}
b pssall dga g 3% B Lelanll a3 Il ddasi yall dasanll Jals ol
ad;\)d.::);djh;m?J\eya)m.]a)s‘;\?}u)d‘ub)ﬂbuﬁ)\
L cgiind 3 50030 Aol Ao ;al Zalladll )55 o i 2l
la\\mbwldwglﬁ\u,&as Lol gl g Qlel) A8 ya Sl 8
?‘M‘f"‘ ;\}.\S\d}\_u.\:u‘u:\.u\“;\\~ wdgmchd);a}\);\?.\
ULAY\UM@J44}M\uyhl\und4h3&‘_gcmu}é}l\.d|
d\;@ eﬂ\@)}:&d;bﬁ&ﬂ\d\ﬁﬂg&ﬂ ;&c\c.«w\).udsuu
Cla.ueﬁl uﬂjéﬂ\we\mlﬁcﬂ\.@l\ oub}\ 4;);.‘\
I b gy
Aygiada o YO (e i Ay 8 dadny J&Y\¢u|d,mup\mhm
<)
To e 553 (O oY+ ) S AL S5 e IS i gl
A]u\A]u&y‘ukwhww&M
o) Aruddle dala yipe o 553 SV S 15 S5 ne ISl A

p00976 / R0O2

)Lu;\ @ MJ\S 4\.\4\;4\ C_ﬂ_u ‘;l:uu u\ USA.I ?)J'U‘A‘ g.\\})ﬂlﬂ ?\M‘ u\ [

Lﬁ)&ﬂ‘;\ﬂb&@\ﬁ;&d@;ﬂ\ uaﬂls..a)aﬂdjﬂ\

3 mias 53 i ssalls (i IS i g (ko () ouaall i i @

i 5alld J 55 die gl Bladly AlaY) jlad (e Sl ¢ sl e (CPT)

e};.\)‘aﬂ

‘d\A‘;‘, MA\);J\J.\S}\ CM\ ;md.ﬁeﬂ\ubl.\.\;\c«\);bw.ay.

@\ALA_L\)J}\ Gl & gas

u\;ﬂ\&“.ic)—d‘ ;\.u\ r,....a.il n_)\);‘_guaua.l\ u}huc &).l\}“(:.l [

" gLyl dasll

JA;J\ ;Lu\ UJSY}E ?‘M‘ 64}-‘ U\ USAJ D QA;J\ M\ d.«;.“

M L_f\...aa_“u}uy“_gu}\s u;hdﬂa@@m&uhwu}hél

G355 o 00l (e aSa % ol Le Jasd) oL (Y 58 sl asi

-d.m!l ml.d\ CM\ u\)l.z;j 4.\4\4.« M\)J Az _).}a\a.aﬂ

u_lbbla..a\c_z}_\adl.u;\g_uuu Y\c_\.ﬁ;@u.\i‘!}a))m ZLA 2‘}1

oo gl ol )l)sala.'\uu‘tm)l\/nﬁjll s (Al & ged

s2ls e W1 ey 380 e o al) JHT e i il ) Apmgulall de L

?)j C)\.d\ amU} Js.]aﬂ A.u_uu\ ALL..a_)S‘

AN P\.\a.u.u\‘g salaal)

‘_g-h.a\; (xd c)\;d g).:Lr_ u.n\.uujh).}ala.nw@.aﬂ\ f&aua

il 5 s il ae Jlaaiu¥) 7 AU saliaal) Baseiall Aallaall s

2 gal) A At

‘u_\_u)thIS cu.uja.\.usl\ d.m) 4_|A.\Sl| L_|L.u).uu JSA.AM 4.\}3‘2(\ ()

cu\})ﬂm\wwu)u\u&(ummj (O «Jlin b guall

dad e Sas u\ S (u\.«hhsl\ cdu) il 1Y e2a Gildasie Laiy

m;aﬁ(\} u\j).\ﬂﬂ\ ).\S‘_)J-L\Q\)A bALUe)LA.lU rEIRY ub)ﬂu\

AL)Q\ dq.\u}w\)md&ul.&a.aw‘

315 A pay a5 A5V o2 ellne] e il A 03 5001 @

g_z\}JJ\AS\

3 5350 200 sall i) jal) e <l s il el el elae ) i of oS @

Gk oo (uu;-n,uaﬁ a5y edann i el s (i) 5 AY)

e )A\uu,ﬂ\w@\)\}\ummmm

Ml e JS i s I () salbay (pal) sl fan O oy @

m)ﬂlgsd}md\@;m)ﬂlhmg}wmﬁu\})ﬂmb

Ly e lladl

Ol iy 5l / Gl yiaY) Ao ya Jaani (55l G 5S0 5 @

OSY A e ol L Lgalaian o313 0o g 53 305 ¢l 5 e 805 el s

gLl J)us\jeﬂl L\J}A“;L)ﬁmdﬂ s e

sdouilal) e il

u\ésﬁ 54.1‘5)” C}..A} iy M.tlul\ u.}:uﬂ PY\ 6& Lc}a.n ).\SY\ -Lu.ila.n JLIY\

“_1\_:.\5‘2(\ ‘dbu‘y\ 44_\.1\}@1\ u_uuun \.\L@.\l\ ‘@Jj\ ‘uA)n A_xg_ul\ u\.\ss ‘a)SLﬂ\

GA;.“ 5&\:1\ )J}JM AGOPRN|] u.m.\“ da...a (u.agJ\ e MA}J] 5JL@.~»Y\

‘u\_u:d\ sd)‘}” deliall Cania ‘MG_AAJ‘ oé\.n) «&\A..AM ‘\)lesfy‘ MJ)\:LA

)\S&Y\ ‘uaLu” cu.\y‘ ul.g.\“ 5(4}014” u\.@.\n M.Lua.d\ MJ}M cu\)‘)j\ M\

UJ}M u\m ‘u))l\ a.\\.l) 4;593\ cu»\.c)]\ u.uH\ “_dA.\s..Al\ pAE] 4.\;.\.\2.‘\ J.\c
B e g e (S QU s il 5, sty el o

ol a0 53 5 sl

Oy g

=P

Loy Liy) 8 & Lisme e il g

s )
DJMMAA(°~~-V~~)uJSY}54.ijdS uUaﬂ
ch(O-~_Y~~)(,_9.\J_9‘A\t_I\_9‘)JU
ile (s Gl Ll GV B e 0 JS il il
CLYH(,_,.\J}AM_:\_,‘)JB
akay 4
uJSY_;Su\.\a:\a_JlM\Y\‘M\J};Mﬂ|md\u\w(m_}\é&:
Ji a5 g ledll 3 (GABA) Sl s sisal Lol (e 3 55 (30 2
‘;J\g_\\.u‘).\‘}!\lm.u.\ﬂm\us L;)SJA\M\JL@A]\‘;L.\MM
Sl s Al LAl 1 GABA uaLa.aJ.A‘ Bl aiad j\ GABA =3
LM\UJ\L|GAQJJLL}:LAJ|JJ})JN\L)MJM.\S mﬂ\
wmw‘eydydlu\)ﬁmd%unJM\M|
<) gall &Ll _ad)
ma.‘d\@ﬂu:)md L@b¢eﬂ\dnjhusfyéﬁd\u\5)ﬂud}uw
uaLa.m\yJ /\~~‘_A|PL§_§.\;.“°)5|}J d;})ﬂhl\ﬁ.«;&\
S Il s Ao s 58 IS8 e slanall o g geall il ulld
Lg.\)l:u&:;u:.c‘y‘mc_llr_ui \u_};a.c‘.gm‘))uno_s‘)ﬂ\‘).\s\).\
‘jJAS”MJJ}S}LJ\Ly).}aupcubdhésu\)ﬂm\uvw\eu
‘_J‘P(g_,.\a_;‘aﬂg_:\_,‘).\lhl‘ﬁmﬂ\‘)aﬂ\clu b‘).\.\)S)uA\‘rngaAuS\_,
u\j)ﬂul\LLu‘)lé.wu dh.h‘}!\us}aslu)&umbj Aclu Yoo A
;b\u\})ﬂhﬂ@w\@mﬂ\)ﬂlb}uul J.\S‘).\S\L_As:u.u}‘)ﬂh
Aclu V- ﬂwﬁuﬂuﬂdahwc).w
seblaato)
uw\ubywwchﬁjlmJCMQﬁYﬁm
&\_9.\‘}( 2o lue z3aS ¢Baszall 43 jall iy il J\ (oM\J «da.mul\)
) M\A.u)al\uh;ﬂ\;\u\.\d\uh}awgmgd\;y‘u&ﬂ\
(dm:d\m)l\uh}dl ‘W‘A\m}ﬂ\ub}ﬂ cJEal Jow
uuh.wyauuw
dﬁdd&uw\ CA\J‘)J&LU‘(.\J\J‘ \}“ “_l\A_N‘uu ;Luu” Lﬁ-\".
wu¢mckdmu&g\a\Y\M|aﬁ@o
g_,u—,\,‘..s\wdy J\‘dlul\ slall fpslall b 2 s b @
JM&M\}\M\@)U\j\.]a...ukjd.\sua)mﬂuh.ay‘d\;‘_g.
JEYN PR IRV A=)
Kol gl L5559 Sl a0 ey ) sl 53 o
7 (POLG) l_sadl 52 b2 5 siadll oy 3 )w sl 555l )
LEIA.\AYU‘_MJMAJ\
\aajahuYu@mugﬁuLu,hwthl q
}lj&yl)hawm}ﬁ‘uﬁyjsd!q@uct)mﬂbaha.dM.:ﬁWu\.
‘;)h.uylniju\
dalledl e cal gl cang ¢ aly Sl uL@_JthaYhe\.ﬂAY\ s
):!3)*“3“—“})-.‘3\3-3
A5 3 e 555 38 05 o5l 5k it O Y 3
Ao all Qi (g )5 peall e 5S5 B e s puaill (pn se s @

(le g sl



