ISODIUM VALPROATE|
VALPROS \'2

400 mg POWDER FOR INJECTION (IV)
ANTICONVULSANT / ANTIEPILEPTIC

FORMULATION
Eachvial contains:

Sodium Valproate.. ..400mg

PHARMACOLOGIC CATEGORY
Anticonvulsant/ Antiepileptic

PRODUCT DESCRIPTION
dium valpr forinjg for fter
This product

topperand a
L sterile water for packedinatransparent

4

p for
This product contains 53.33 g of sodium per val,
CLINICALPHARMACOLOGY

PHARMACODYNAMICS
by which sodium ts effects s not known. However, berelated, atleastin part, toi fons of the inhibitory This

effectof

PHARMACOKINETICS

alproate prod toresultin equivalent peak and total

60 minute infusion. Although the rate of valproate ion absorption may vary with the specific formulation, any such differences should be of minor chmca\ importance under steady-state condtons acmeved wmn cnmmc therapy for seizure
disorders.

Distibuton of sodium valproate i rapid and most el restricted to the cirulation and rapicly exchangeable extracellular water. Cerebrospinal flid and breast ik levels were found to be 510 15% and about 1 o 10% of pasma levels,

respectvely. Plasma alproat andthe free fraction 10%at 40 meg/mLto 18.5% at 130 meg/mL. Protein binding of valproate s reduced inthe elderly, in patients with
i i i andin ., aspirin).

The relationshi p is nonlinear; i ot i he dose, but lesser extent protein binding. The kinetics of u

arelinear

Sodium valproate is metabollzeda\mosl enure\ymlhehver Inadult patients on 30t 50% of an administered d inurine asa j dation s the other major pathway,
0% of the dos Lessth .

Sodum valpostois aimostcompltely mtabolzed priorto excretion. Plasma haifIife appearsto be 810 12 3.841015.77 hours). It inchildren

ong periods

Special Population

liminate valproate d
by 16% in patients with acute hepatits, wmpared with hea\thy subjects. Intmsstudy, the ralife of valproate was increased fom 12 0 18 hours. Lwermsease is also associated with decreased albumin concentrations and larger unbound
fractions (2 to 2.6 fold increase) of valproate. Thus, monitoring of ly elevated n ps appeartobe
normal.
renal fail i 10 mL/min), a i )in lpr However,
20%. i i indir Ohu i
Pediatric: Children b clearance of by weigh . mLimin perkg) han aduls Over he age of 10 years,chiren
of aduls. Ifants <2 months old have a markedly decreased abilty to eiminate valproate compared with oder children and aduls. This may be due to (delayin other enzyme
Geriatrics: p i or \geradults (22t 26 years old). 39%; fon s 44
Accordingh
INDICATIONS
. pyi it either
. pyi i P
DOSAGE AND ADMINISTRATION
i p i . tis admir ction (. i low IV infusion,
T i for peri 14 i i 3
it mL dil 9 59 solution). i infusi 1to weight per hour
y
IV aditi Jine. The i infusion by PVC,
o
Recommended Daily Intravenous (IV) Dose:
Monotherapy
Adults:
fusion. For example i 5
rate of 1 mglkg body weight per hour,
Other patients may ight (upto 10mglkg), 1to2mglkg body weight per hour 2,500 mg per
day, according to the patient's clinical response.
Adjunctive Therapy
these should be tapered slowly. Initiation of sodium valproate therapy should be gradual, with the target dose being reached after about two weeks. In some cases, it
y Y ight per [ ivity (e.g., phenytoin, o

pr

Special Population:
Pediatric:
20t030mghkgbody weightperday

in this range, dupto 40 mglkg body weight per day butonly in patients o Cli i parameters
ight per day.

Elderl

ly:
Due toa decrease in unbound valproate cl d possibly a greater sensitivity inth e, th tartng dos shoud be educed inthess patiens. Subsequent dose shold beincreased more soul. Likeiss, eguar
intake, deh, dr:nnn somnolence, i

those.

the basis of
Patients with impaired renal function:

Lower doses may i levels tolowered urinary excr
accordingtoclinical monitoring.

A fplasma be misleading, be adjusted

O, as prescribedbyaphysician

Preparation of Intravenous Injection/Infusion
Toreconstitute,inject the solvent provided (4 mL) into the val, allow
reconstituted vialis stable for 8 hours at 25°C and for 24 hours at 5°C.

o

solvent by the sodium valproate, ituted preparation s 95 mg/mL. The

Compatibility and Stability
forinjection, ofthe V soluion (0.9% sodium chloride, 5 seand L solution), s stable for 6 hours at 25°C and for 24 hours when keptat’5°C
isually for

* Shake the reconstituted solution before use.
2o - " N .

CONTRAINDICATIONS

+ Ureacycle disorder

+ Porphyria

+ Pre-existing oracute hepaicdysfunction

+ Personalor i

WARNINGS AND PRECAUTIONS

HEPATOTOXICITY

in fatalities h din pati i dits derivat

indicated i underlhreeyears oldare ataccnsmerablymcreased risk o'developmg'alal
those on multiple anti the ith ital metab izure disord

disorders, those with tal retardation, and those
i i i patient.

TERATOGENICITY
Sodium valp

h as neural tube defects (e.g, spina mraa) Accordingly, the use of valproate products in women of childbearing potential requires that the benefit of its use be
welghed againstthe ek ulln]ury to the fetus. This i I not ordinarily associated with permanent injury or risk of death (e.g., migraine) is
contemplated.

PANCREATITIS

et ’ " ; ’ - Someof . ! -

Casesh after initial use as well as after years of use. Pati i inal pain, nausea, vomiting, andor anorexia can be symptoms of pancreatitis

Hepatotoxicity (please see Boxed Warning)

The incidents usually occurred during the irst six months of therapy,the period of maximur risk being 2 to 12 weeks, and usually involved i therapy. inthi f

patients; the benefits of therapy the risks. are usually inthe arystages ofhepatcalre. Sanousarla(al hepatotoxicity may be
usually of i malaise, weakness, lethargy, facial edema anorexia, vomiting,

r y oceur. Liver
function be done prior to therapy intervals thereafter unil 6 months after th i is reached, when e itori fate. Itis also advi tor tests
i i is, e.g. in ti ibri in levels i i i it i However,

ly

Raised liver enzymes are not uncommon during (rea(men( wun valproate,partcularly if used in conjunction with other anicoaguants, and e usualy translenl o respond to dusage redunlwn Patients with such

hould d tests of iver arly i

(significant decrease in fibrinogen and coagulation | factors; increased biliubin level and raised transaminases) requires cessation of treatment and the subsmutlon of alternative roedicines to avoid precipiating
Py

Pancreatitis (please see Boxed Warning)

Severe pancreatis, which may result in fatalities, has been very rarely reported. Some cases have occurred shortly after iniial use while others have occurred after several years of use. There have also been cases in which pancreatits
recurred after echallenge with sodium valproate.

yberiskfactors. f
Urea Cycle Disorders (UCD)
The use of valproate in patients with known UCD (a group of which fatal, iniiation of valproate in patients with
uco i i
0 forUCD!

« History i X i ia or glutamine;

. UCD[eg. ataxia, IN),

. yofUCDora males):

+ Othersigns or symptoms of UCD

! underlying UCD.
Hyperammonemia
i can oceurin pati ing valpr Y.

Likevise, concomantuseof vprate wihopraatehas been sow 0 produce with or without in pa(lents who have tolerated ether drug alone. This adverse event s ot due to pharmacokinetic
interaction. Itis not known Iftopiramate with i inbor errors of ! ced activty may be atincreased risk for hyperammoneia with or without
encephalopathy.
' i i inically,with or o coma, as vomiting

d
Suicidl Behaviorandideation

thoughts or behavior . AED forany
behavior, and/or

y
Anyone considering prescribing sodium valproate or any other AED must balance this sk with the isk of untreated ilness. Epilepsy and many other llnesses for which AEDs are prescribed are themselves associated with morbidity and
mortality and an increased risk of suicidal thoughts and behavior. Should suicidal thoughts and behavior emerge during treatment, the prescriber needs to consider whether the emergence of these symptoms in any given patient may be
related o heillness being reated.

Patients, their i i the risk of sui behavior fthe need o be alertfor gofth depression,
any ‘behavior, or behavior, or self-harm.

Post-traumatic Seizure

Hypothermia

°C (95°F),
avari confusion, corma, and signi inother major ., cardi andrespiratory). C i i inuing valproate therapy in patients who

Weight Gain

Multi-organ Hypersensitivity Reaction

Alough there have been rare repats of multorgan hypersensiity reactons associated ith vlproate therapy in adul and pedatic patens (media time o detection 21 days; range 1 0 40 days; many of these cases resu\led in
hospitalization and even death. Patients typically presented with fever and rash associated with other organ system involvement. I this reaction s suspected, sodium valpr Id be
started

Serious Skin Reactions

Thrombocytopenia

110 megim or greater females) or 136 meg/mL or greater (males). Blood ests (eq.,blood cellcount, ncluding platelet count, bleeding
therapy or bleeding. Evidence o bruising ora disorder forreduction

ofsodium valproate dose orwithdrawal of therapy.

Lupus erythematosus

alproate

Since valproale may produce central nervous system (CNS) depression, artiulry vhen combined il another ONS depresantsuch as acohol, patets shold e wamed that sodum valprcte may impar ity (o perforn hazardous

ehicle).
HIVand CMV viruses Replication
In vitro studies showed that valproate stimulates the ‘the human irus (HIV) and (CMV) i conditions. The clinical if any, is not known. However,
: g > ) o v ot
AbruptWithdrawal
If ‘more than 1.

INTERACTIONS WITH OTHER MEDICAMENTS

=
3

alproate from protein binding st
Likewise,

valproate.

+ VitaminK- i (e

coumarin, warfarin): C

p
P these drugs.

* Carbapenem antbiotcs (e, erapene, iipin, meropenem): Dcreases i bood el of vlproi acid ave been eported et coadmiristered ithcarbapenem agents rsulfing ina 60 to 100% decrease i valroic acid
levels in about two days. Due to the rapid onset and the extent of the decrease, tabiized on valproic acid should be avoided. I reatment with these antibiotics cannot be avoided, serum
valproic acid concentrations should be monitored frequently ater nfiaing carbapenen therapy. Alternative antibacterial or periom therapy should be considered ifserum valproic acid concentrations drop significantly o seizure
controldeteriorates.

* Rifampici:

inhibitors (WAOIS), tricycli

leg. i (TCAS) and selective serotonin reuptake inhibitors (SSRIS): These my have the potenta tonhibit the metabolis of vaproate via e
cytochmme P450 system. However, ithin normal therapeuiic doses, any signficant interactionis not expected. Anfidepressants can ower the seizure threshold of I and regular
their condition i indicated.

TCAs,
« Clozapine:C i

Mayinhibit

. Olanzapme ‘Adding olanzapine to valproate may sigiicntl increase the sk of certan adverse events associted with oanzapin (e.g. neutropeni, tremor, ry mouth, ncreased appete and weight gan, speech disorder, and
somnolen

. Carbamalepme Valproate may displace carbamazepine from profein binding sites and may inhibit the metablism of both its metabolite ine 10, 11 epoxide and consequently potentiate carbamazepine
toxicty.
“F i pto16%.
+ Lamotrigine: Sodium valproate reduces lamotrigine metabolism and increases its mean half-ife by nearly two-fold. This interaction may lead to increased lamotrigine toxicity, in particular, serious skin rashes. Clinical monitoring is
. ital: Sodium valproate o may occur, particularly in children. Clinical throughout the frst treatment with an immedate
Th dence of severe C ,with or i i
if possibl
+ Primidone: i g.,sedation); g cl
mempywlth dosage adjustmentas necessary.
+ Phenytoi jproate; i Thus,
measured.
« Topiramate: Concormitant use of valproate and topiramate has been th and without Concomitant use of these drugs has also been associated with hypothermia n patients who have
rugalone. I i i i itoring ofsi i

+ Lorazepam: C

jrus (HIV), 8 i

The dosageof

alproate

- Oral contraceptive: Sodium valproate usually has no enzyme-inducing effec; thus, sodium valproate injection does not reduce the efficacy of oestroprogestative agents in women receiving hormonal contraception, ncluding oral
contraceptive pil.

Y i is elimi ighthe kidneys, i gi

ONUSAGEFC GROUPS
+ PREGNANCY (please see Boxed Warning)
Pregnancy Category D. Data suggest that there is an increased incidence of congenital malformations associated with the use of valproate by women with seizure disorders during pregnancy when compared to the

Therefore,
aghly di ot
y y .
lepic tyin patients in whom the drug to prevent major b of precipitating ith hypoxia and threat to ife. In
individual cases where the severity and frequency of hthat the ] tothe patient, fihe drug
fetus.
Congenital Malformations
The strongest association of maternal valproate usage with congenital malformations is with neural tube defects. However, other congenital anomalies (e.g., craniofacial defects, cardi ions and

Neural Tube Defects

i pr
Pregnant women who receive folic acid supplementation may be at decreased risk for congenital neural tube defects in their offspring compared to pregnant women not receiving folic acid. Whether the risk of neural tube defects in the

Dietar

ry If i i
Other Adverse Pregnancy Effects

LACTATION

Valproate s excreted in breast milk. Concentrations in breast milk have been reported to be 1 to 10% of serum concentration. Consideration should be given to discontinuing breastfeeding when sodium valproate is administered to a
breastfeeding woman

PEDIATRIC
2yearsold.
therapy should be weighed againsthe isks.
p disorder 18years old
GERIATRIC
infection, pain, somnolence, and tremor. Di i tremor. It
is notclear whether i fonal risk or whether they

Astudy in elderly patients with dementia showed drug related somnolence and discontinuation for somnolence. The starting dose should be reduced in these patients, and dosage reductions or discontinuation should be considered in
patientswith excessive somnolence.

dlproa
ADVERSE EFFECTS
Cardiovasclar: Chestpan,vasodiation,vasculls
Nervous/Psychiatric: Headache, iinoss, nomousness, setat, o, paresthsia Nypethoa extapyanidal symploms ncluing patinson, temo, reversl demnt, somoenc, hallcinaon, connisn,
Gastmuntegtmal. I Abdomialr pav:gd\:rrvle;“ m:uslea vomiting, pancreatms‘ gaslva\gla
Re:plralory prannats pneumuma

injection site pain, injection site reaction, sweating, transient hair loss, hirsutism, acne, dermal necrolyss, Stevens-Joh d iforme, angioedema, drug

Special senses: Hearing loss, taste perversion

amenorthea, imegular period:

proate:

Body as aWhole: Asthenia, fever, hypothermia, chils,infection, malaise, fatigue, edema ofthe extremities, face edema

Cardiovascular: Tachycardia, bradycardia, hypertension, hypotension, postural hypotension, vasodilation, palpitation

Endocrine/Metabolic/Nutritional: Anorexia, weight loss, increased appetite, syndrome of inappropriate secretion of ADH (SIADH), parotid gland sweling, abnormal thyroid function tests, decreased camitine concenrations,

hyperglycinemia

Nervaus  Pychiatic: Dransiness,hypertonia, ncoadnaton,cataloncreacton,hypokinesa fles nceassd, tadie yskinesa, astri,nsomria, abnoml reams, amnesi,dementa,dysartr, vertgo, erebral aophy,
pression, an

jely, stupor . excitement, psychosis, hostity, agitation
dry mouth, nln m tomatitis dyspepsia, indigestion, constipation, flatulencs is, eructation,
Hematologic: Ecchymosis, petechia, neutropenia, atered bruising epistaxis, hemorthage, eosinophilia
ithout i i

Hepatic: Serum bilirubin increased
neckpain, neck rigidty, myaigia, twitching, athralgia, arthrosis,leg cramps, myasthenia, weakness, bone pain
Fi bronchitis, rhinitis, dyspnea, sinusitis
Skinandappendages: Alopeci fash, prurius sk vty furunculosi rash, seborrhea
dryeyes, eye pain, nystagmus, deafness, otiis media, tinnitus
Urogenllal/Repmduc(lve Urinary incontinence, rinary frequency,enuresis, dysuria, oysis, vaginis,

'OVERDOSAGE & MANAGEMENT
ps Fatalit

Signs and symptoms of overdosage include somnolence, heart block or deep coma. At plasma concentrations of up to 5 or  times the maximurm therapeviic levels,there are unikely to be any symptoms other than nausea, vomiing and
cizzines. Signs of cut massve overdose (v plasta concentaions of 1010 2 imesthe maximun herapeleves), usuallynlude CNS Gepression o coma, with muscular hypolona,hyporfeia, mioss, mpared respiratory
reportedin ry ath

function,
have occurred aftermassive overdose.

isgiven, Particular

For suspected adverse drug reaction, seek medica attention immediately and report o the FDA at www.fda.gov;ph AND Unilab at (+632) 858-1000 or productsafety@unilab.com.ph. By reporting undesirable effects, you can help provide
more nformation on the safety ofthis medicine.

Manufactured by
AVAILABILITY
Sodium Valproate 400 mg powder for Injection - Box of USP type 1 glass vial GENFARMALABORATORIO, S.L.
with dmL diluent ampoule containg water for njection. Avd. Constiucion n 198, Pol. Industrial Monte Boyal Imported and Distributed by

ON 45950 Casarubios del Monte (Toledo), Spain UNILAB, Inc.
Foods, Drugs, Devices, and C Under license from No. 66 United Street, Mandaluyong City
STORAGE CONDITIONS G.E.S. GENERICOS ESPANOLES LABORATORIO, SA Metro Maniia, Phiippines

ing30°C. i c/Colguide, 6-Portal 2-1a Planta, Oficna F, 28230 Las Rozas (Madrid), Spain

Single dose. Discard any remaining portion. Date of revision: September 2015 *Reg.IPOPHIL MED156092IN03



