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|Valproic Acid|
Depamax®
250 mg/5 mL Syrup

ANTIEPILEPTIC

PRODUCT DESCRIPTION:
Light yellow, clear solution with melon odor.

FORMULATION:
Each measuring spoonfulteaspoonful (5 mL) contains:
Valproic acid 250 mg

PHARMACOLOGY:

Pharmacodynamics

Valproic acid is a carboxylic acid. It dissociates to the valproate ion in the gastrointestinal tract. The mechanisms by which valproate exerts its antiepileptic
(eéficé; ;mve not been established. It has been suggested that its activity in epilepsy is related to increased brain concentrations of gamma-aminobutyric acid

Pharmaco
Absorption
Valproic acid is rapidly and almost completely absorbed from the gastrointestinal tract. While the absorption rate from gastrointestinal tract and fluctuation in
valproate plasma concentratons vary vith dosing fegimen and formulation the eficacy of vaproate as an anticonwisant i chonic use is unlkely o be

etics.

S dauy systemic bioavailabilty (extend a s the primary f seizure control and that differences in the ratios of plasma peak to trough
between valproate from a practical clinical standpoint.

Co-administration of oral vaiproate products with food and subsmulmn among the various dlvalpmex sodium and valproic acd formulatons shold cause no

clinical problems in the management of patients with epileps 1 anges in dosage administration,

or the addiion or disconliniance of concomitant Guge Should ordinarly be acoomparied by ciose montoring of Cirical St and valpraale plasma

concentrations.

Distribution

Protein binding

The pasma protein bincing of valproate s conceniration dependent and the free fraction ncreases fom approximately 10% at 40 mogim {o 18.5% at 130
cg/mL. Protein binding of valproate is reduced in the elderly, in patients with chronic hepatic diseases, in patients with renal impairment, and in the pre:

of ahor dnugs (0.9, aspyin). Conversely. valproats may displacs coraim proain-bound GRigs (2.6 pheyioin, corbamazepin, warfarin and tolbutamide) (6

section Drug interactions).

CNS distribution
Valproate in

letabolism
Valproate is metabolized almost entirely by the liver. In adult patients on monotherapy, 30-50% of an administered dose appears in urine as a glucuronide
conjugate. Mitochondrial B-oxidation is the other major metabolic pathway, typically accounting for over 40% of the dose. Usually, less than 15-20% of the dose
is eliminated by other oxidative mechanisms. Less than 3% of an administered dose is excreted unchanged in urine. The relationship between dose and total
valproate concentration is nonlinear, concentration does not increase proportionally with the dose, but rather, increases to a lesser extent due to saturable
plasma protein binding. The kinetics of unbound drugs are linear.

Excretion

Mean plasma clearance and volume of distribution for total valproate are 0.56 Lihour/1.73 m¢ and 11 LI1.73 m?, respectively. Mean plasma clearance and

volume ofditibuton for e valproate are 4.6 Linoui1.73 m* and 52 L/1.73 . Mean teminal halfe for valproate monotherapy ranged from 9 to 16 hours

following oral dosing regimens of 250 to 1 .

The estimates cited apy primariy to pationts ho e not aking drugs tha affet hepatic metabolizing enzyme systems, For example, patints taking
will clear valproate more rapidly. Because of these changes in valproate

Clearance, monitoring of anuepnepuc e SR e T nahad whamever concomant antiepileptics are introduced or withdrawn.

Special populations

unbound

fluid (CSF) in plasma (about 10% of total concentration)

leonates
Children within the first two months of ife have a markedly decreased abilty 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).

Geriatric

The capacity of elderly patients to eliminate valproate has been shown to be reduced compared to younger adults. Intrinsic clearance is reduced by 39%; the
free fraction of valproate is increased by 44%. Accordingly, the initial dosage should be reduced in the elderly (see section Dosage and administration).
Pediatric

Pediircpatents (.. between 3 monihs and 10 years) have 50% higher pressed on weight (ie., mL
10 years, children have those of aduts,

than do adults. Over the age of

Gender
There are no differences in the body surface area adjusted unbound clearance between males and females.

Ethnicity
The effects of race on the kinetics of valproate have not been studied.

Renal impairment
Aslight reduction (27%) in the clearance of unbound valproate has been reported in patlents with renal failure (creatinine clearance <10 mLiminute); however,
hemodialysis typically reduces valproate concentrations by about 20%. Therefore, appears to b y in patients with renal failure.
Protein binding in these patients is substantially reduced; thus, monioring total concentrations may be misieading.

Hepatic impairment (see section Contraindications and Warnings and precautions-Hepatotoxicity)

Liver disease impairs the capacity to eliminate valproate. The clearance of free valproate was decreased by 50% in patients with cirthosis and by 16% in
patients with acute hepatitis. The hallife of valproate was increased from 12 to 18 hours. Liver disease is also associated with decreased albumin
concentrations and larger unbound fractions (2 to 2.6 fold increase) of valproate. Accordingly, monitoring of total concentrations may be misleading since free
concentrations may be substantially elevated in patients with hepatic disease whereas total concentrations may appear to be normal.

Plasma level and olnica offec

between plasma ion and clinical resp twell One factor is the nonlinear, ion dependent
proleln binding of valproate which affocts the Glearance of the dng. Thus, monitonng of tofzl serum valproata cannot provide a raiabia index of the bioacive
valproate species.

Epilepsy
The therapautio ango n eplepsy iscommonly considered t be 5010 100 megil of ot valproate, aiough some patents may be contolied it lower or
higher plasma concentration:

INDICATIONS:
Valproic acid 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. Valproic acid is 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 o loss of epi

other detectable dlinical signs. Complex absence is the term used when other signs are also present (see prbonds Wamlngs and precaunons e mtemont
regarding fatal hepatic dysfunction).

CONTRAINDICATIONS:

Valproic_acid should not be administered to patients with hepatic disease or significant hepatic dysfunction (see section Warnings and

procautions-Hepatotoxicty).

Valproic acid 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 section Warnings and

precautions-Hepatotoxicity).

- Valproic a)cnd is contraindicated in patients with known hyperssnsitity to the drug (see secion Wamings and precautions-Muliorgan hypersensitivity
actions).

Valproic acid is contraindicated in patients with known urea cycle disorders (see section Warnings and precautions-Urea cycle disorders).

- Valproic acid is contraindicated in patients with porphyria.

- Valproic aci of migraine
pregnancy and Pregnancy and lactation).

DOSAGE AND ADMINISTRATION:
Valproic acid s ndicated a5 monotherapy and adjunctive therapy in complex partal seizures i adults and pediatricpatients down o the age o ten years, and
in simple and complex absence seizures. As the valproic acid dosage is titrated upward, andlor phenytoin
may be affected (see section Drug interactions).

Complex partial seizures (CPS)
For adults and children ten years of age or older.

Monotherapy (initial therapy,

Valproic acid 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/kgiweek to achieve optimal clinical response. Ordinarily, optimal clinical response is achieved at dally 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/kgiday can be made.

The probabilty of thrombocytopenia increases significantly at total trough valproate plasma concentrations above 110 mcg/mL in females and 135 meg/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 (see
section Warnings and precautions-Thrombocytopenia).

ion to monothe

Patients should initiate therapy at 10 to 15 mg/kg/day. The dosage should be increased by 5 to 10 mg/kghweek to achieve optimal clinical response. Ordinarily,
optimal clinical response is achieved at daily doses below 60 mglkg/day. If satisfactory ciinical response has not been achieved, plasma levels shouid
measured to determine whether or ot they are in the usually accepted therapetic range (50-100 meg/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 two weeks. This reduction may be started at initation of valproic acid therapy or delayed by one to two weeks if there s a concen that seizures are likely
o oceur 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

in pregnant women (see section Warnings and precautions-Usage in

Gastrointestinal iritation
Patients who experience gastrointestinal irritation may benefitfrom administration of the drug with food or by slowly building p the dose from an initial low level.

WARNINGS AND PRECAUTIONS:
Hepatotoxicity

Hepatic failure resulting in fatalities has occurred in patients receiving valproic acid. These incidents usually have occurred during the first six months of
treatment. Serious or fatal hepatotoxicity may be preceded by nonspecific symptoms such as malaise, weakness, lethargy, facial edema, anorexia, and
vomiting. In patients with epilepsy, a loss of seizure control may also occur. Patients should be monitored closely for appearance of these symptoms. Liver
function tests should be performed prior to therapy and at frequent intervals thereafter, especially during the first six months. However, physicians should not
rely totally on serum biochemistry since these tests may not be abnormal in all instances, but should also consider the reslts of careful interim medical history
and physical examination. Caution should be observed when administering valproic acid 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. Experience has indicated that children under the age of two years are at a considerably increased risk of
developing fatal hepatotoxify, especial those with the aforementoned conitons. When valproic acid i used in hs patint group, t should be used wih
extreme cauion and s a sole agent. The bensfis of seizure coniol should be weighed against therisks: Above this age group, experience in epiepsy has
indicated that the incidence of fatal decreases older patient groups.

Tho arug should b discontinued immediataly n the prosence of signficant hopatic dyshumdion: suspedied or apparent,In some cases, hepatic dysfunciion
has progressed in spite of discontinuation of drug (see section Contraindications)

Valproic acid 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 section Contraindications).
Valproate induced acute liver failure and liver-related deaths have been reported in patients with hereditar d by mutations in
the gene for mitochondrial DNA polymerase y (POLG) (€., Alpers-Huttenlocher syndrome) at a higher rate than those without these syndromes.
POLG-related disorders should be suspected in patients with a family history or suggestive symptoms of a POLG- relied d\sorder incuding but not Imited to
unexplained, encephalopathy, refractory epilepsy (focal, myoclonic), status epilepticus at gression, axonal
sensorimotor neuropathy, myopathy cerebellar ataxia, opthalmoplegia, or complicated migraine with occipital e Pl metmion Togiing should be
performed in accordance with current clinical practice for the diagnostic evaluation of such disorders.

Pancreatiti
Cases of hf&threatenlng 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 shorlly 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 n cases in which pancreatilis recurred after
rechallenge with valproate. Patients and guardians should be wamed that abdominal pain, nausea, vomiting, and/or anorexia could be symptoms of
pancreaties that raquire prompt medical evaluation, f pancreats is diagnosed, velproats should orainarly be Gisconinued. Allematve testment for the
Underlying medical condition should be initiated as clinically indicated.

Urea cycle disorders (UCD)

fatal, has been reported following initiation of valproate therapy in patients with urea cycle disorders, a group
of uncommon genetic abnormaites, particularly omithine transcarbamylase deficiency. Prior to the nitaton o valproate therapy, evaluation for UCD shouid be
considered in the following patients: 1) those with a history of ociated with a protein load,
prognancy-relatod or posiportum encephalopathy, unexplained mental roardation, ar istory of clovated plasme ammbnia o glatarmine: 2) those wih ycioal
vomiting and lethargy, episodic extreme rmitabilty, ataxia, low BUN, protein avoidance; 3) those with a family history of UCD or a family history of unexplained
infant deaths (particularly males); 4) those with other signs or symptoms of UCD. Patients who develop symptoms of unexplained hyperammonemic
encephalopathy while receiving valproate therapy should receive prompt treatment (including discontinuation of valproate therapy) and be evaluated for
underlying urea cycle disorders (see section Contraindications and section Warnings and and associated
with concomitant topiramate use).

Suicidal behavior and ideation
onincreasi n e risk of sucidl thought or ehavior inpatients taking AEDS forany indicaton has been reporte The increased fis ofsicidl thoughi or
behavior with AEDs was observed as early as one week after starting drug treatment with AEDs and persisted for the duration of treatment assessed. The
relative risk for suicidal thoughts or behavior was higher for epilepsy than for psychiatric or other conditions, but the absolute risk differences were similar for
the epilepsy and psychiatric indications. Patients treated with an AED for any indication should be monitored for the emergence or worsening of depression,
suicidal thoughts or behavior, andlor any unusual changes in mood or behavior.

nyone considering prescribing valproic acid or any other AED must balance the risk of suicidal thoughts or behavior with the risk of untreated ilness. Epilepsy
and many other illnesses for which AEDs are prescribed are themselves associated with morbidity and an increase risk of suicidal thoughts and behavior.
Should suicidal thoughts and behaviors emerge during treatment, the prescriber needs to consider whether the emergence of these symptoms in any given
patient may be related to the ilness being treated. Patients, their caregivers, and families should be informed that AEDs increase the risk of suicidal thoughts
and behavior and should be advised of the need to be alert for the emergence or worsening of the signs and symptoms of depression, any unusual changes
in mood or behavior or the emergence of suicidal thoughts, behavior, or thought about self-harm. Behaviors of concern should be reported immediately to
healthcare providers.

Interaction with carbapenem antibitics

imipenem, may reduce serum valproic acid concentrations to subtherapeutic levels, resulting in loss of
kb S valproic acid concentrations should be monitored frequently after initiating carbapenem therapy. Alterative antibacterial or
anticonvulsant therapy should be considered if serum valproic acid concentrations drop significantly or seizure control deferiorates (see section Drug
interactions-Carbapenem antibiotics).

Somnolence in the elderly
In eldery ptiens with dementia, there was a signfcanty Higher proporton of velproate patients had a somnolence. In some patiens with somnolerce,there
was associated reduced nutitional intake and weight loss. There was a trend for the patients who experienced these events to have a lower baseline albumin
Conceniraion, lower valproate learance, and & higher BUN. In eiderl pationts, dosage nouid b6 nareassd more siowy and wi reguiar moniiorng for fuid
and nutitional intake, dehydration, somnolence, and other adverse events. Dose reductions or discontinuation of valproate should be considered in patients
with decreased food or fluid intake and in patients with excessive somnolence (see section Dosage and administration)

Thrombocytopenia

The ffequency of adverse effets (particary elovated er enzymes and trombacytoperia may be dose-elated. The probabilly of trombacytoperia
appeared (o increase alpro: 0 meg/mL (females) or 2135 mcg/mL (males). The therapeutic benefit which may
accompany the higher doses o oo 5o wewghed against Ihe posslblmy of a greater incidence of adverse effects.

Women of childbearing potential

Because of the risk to the fetus of major congenital malformations (including neural tube defects) valproic acid should be for women of

potentl oly fter the rsks have been thoroughly discussed wihthe patient and weighed against the potential benefis of reament (see section Pregnancy
and lact .

This is espec\ally important when valproate use is considered for a condition not usually associated with permanent injury or death (e.q., migraine).
Women of childbearing potential should use effective contraception while sing valproate.

Usage in pregnancy
Since valproic acid has boen associated with certan types of bith defects, female patients of chidbearing age considering the use of valproic acid should be
advised of the risks associated with the use of valproic acid during pregnancy (see section Pregnancy and lactation).

Valproate use is contraindicated during pregnancy in women being treated for is of migraine (see section icati

Women suffering from epilepsy or bipolar disorder who are pregnant or who plan to become pregnant should not be treated with valprua(e uniess other
treatments have failed to provide adequate symptom control or are otherwise unacceptable. In such women, the benefits of treatment with valproate during
pregnancy may il outweigh th fisks (see secton Pregnancy and lactation

ruptly in patients in whom the drug is administered to prevent major seizures because of the strong possibility
of precwpwlaimg ot epuepncus wih attendant hypoxia and threat o fe.In ndividual cases whers the ety and requency of the seizure disorder are such
that the removal of medication does not pose a serious threat to the patient, of the drug m: prior o and during pregnancy.
Flawever, f canmot b said wilh any corfidenca thal even inr seizurs da ol bS6 Some heear 1 the devaloping emoryo or etus,

Hepatic dysfunction
ion Contraindications and section Warnings and precautions-Hepatotoxicy.

Hyperammonemia
Hyperammonernia has been reported in association with valproate therapy and may be present despite normal liver function tests. In patients who develop

unexplained lethargy and vomiting or changes in mental status, should be and an ammonia level should be
should also be inpatints who present with hypothermia (see section Warnings and precautions-Hypothermia), I

ammonia is mcreased valproate herapy should be d \pprop for treatment of should be initiated, and such
for underlying urea cycle di ( tion Contrai and section Warnings and precautions-Urea cycle

aors it and associated topiramate use).
Asymptomatic elevations of ammonia are more common and o] present, require close monitoring of plasma ammonia levels. If the elevation persists,
discontinuation of valproate therapy should be considered.

use

e Semiaraton o7 topiramate and valprulc 6 hoe boam acsocorae i in patients who have
{olrate iher drug alone. Cirical symploms of hyperammoniemic encephalogatty ofen ndluce acute alterations inlevel of conselousness andlor cognitve
function with lethargy or vomiting. (see section Warnings and precautions-Hypothermia). In
most cases, sympioms and signs abated with esontmuion o Siver g, This adverss event is not dus 1o & phammacokineke ntaracton. I not known
topiramate monotherapy is associated with hyperammonemia.

Patients with inbom errors of metabolism or reduced hepatic mitochondrial activity may be at an increased risk for hyperammonemia with or without
encephalopathy. Although not studied, an interaction of topiramate and valproic acid may exacerbate existing defects or unmask deficiencies in susceptible
persons (see section Contraindications and section Warnings and precautions-Urea cycle disorders and Hyperammonermia).

Hypothermia
Hypothermia, defined as an unintentional drop in body core temperature to <35°C (95°F), has been reported in association with valproate therapy both in
conjunction with and in the absence of hyperammonenia. This adverse reaction can also occur in patients using concomitant topiramate with valproate after
starting topiramate treatment or after increasing the daily dose nf topiramate (see section Drug interactions-Topiramate and section Warnings and
topiramate use and Hyperammonemia).
Bosideraiion shoud bo given 1o stopplng valproate in patients ‘who develop hypatharria, which My b manfssiad by a varity of clical abnomaliies
incuding lethargy, confusion, coma, and Sigifcant aleraions in other major organ systems such as the cardiovasoular and respiralory systems. Cirial
should include of blood ammonia levels.

Brain atrophy
There have been reports of reversible and imeversible cerebral and cerebelar atrophy temporally associated with the se of valproate products. In some cases,
patients recovered with permanent sequalae (see section Adverse reactions). The motor and cognitive functions of patients on valproate should be routinely
moniored and crug shotld be discontinued in he presence of suspeced o apparent signs of bralr\ atrophy.

Reports of cerebral atrophy with various forms of neurological problems including
in children who were exposed in-utero to valproate produicts (see section Pregnancy and Iactatlon)

General

Because of reports of thrombocylopenia (see section Wamnings and precautions-Thrombocyloperia) inhbiton of the secondary phase f platelet
and al (e.g.,low fibrinogen), platelet counts and coagulation tests are recommended before initiating therapy and

at periodic e e Tosoramendad ot palats 1acening valproit aid be monitored for platelet count and coagulation parametars pror to paANGd

surgery. There was an evidence of hemorrhage, bruising or a disorder of hemostasis/coagulation for reduction of dosage or withdrawal of theray

Since valproate mey inferact wih concurrently admiristered crugs which are capable of enzyme nducfion, perodic plasma concenraton of valproate and

concomitant drugs are recommended during the early course of therapy (see section Drug intes

Valproate is pamally Sliminaiod m e urino 25 5 Kelomelabolte, whish may 1oad (0.3 false nterpretation f the urine kefone fest.

There have been reportsof ltered thyrod unction ests associated with valproate. The clical igifcance of these is unknowr

Valproate imulatos the repication of the HIV and OV viruaos under certain experimental conditons. The cinical consequence, i any, Is ot known

have also been reported

Valproic acid may be added to the patient's regimen at a dosage of 10to 15 mg/kg/day. The dosage may
cincal Tsponse, Ortinarly, opimal iica rasponse i achieved at il doges below 60 makyday. If sallslactory dlricalresponse 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 m . No recommendation
regarding the safety of valproate for use at doses above 60 mgrkg/day can be made. Ifthe total daily dose exceeds 250 mg, it should e givon m dvided dosos
Adjunctive therapy for complex partial seizures in which patients were receiving either carbamazepine or phenyloin in addition to divalproex sodium, no
adjustment of carbamazepine or phenytoin dosage was needed. However, since valproate may interact with these or other concurrently administered AEDS as
well as other drugs, periodic plasma of AEDs are during the early course of therapy (see section
Drug interactions)

Simple and complex absence seizures
The recommended inial dose is 15 mghkyday increasing at one week intevals by 5 to 10 mghkgiday unt seizures are contrlld or side effct preclude

further increases. The maximum recommended dosage is 60 mg/kgiday. If the total daily dose exceeds 250 mg, it should be given in divided dose:

good Cormlation has, nol boen esiablihod between daily dose, serum concentrations, and therapeutic affsct, However, therapatc Vaiprosle serum
concentrations for most patients with absence seizures will range from 50 to 100 meg/mL. Some patients may be controlled with lower or higher serum
concentrations.

the valproic acid dosage is fitrated upward, blood concentrations of phenobarbital andfor phenytoin may be affected (see section Drug interactions).
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.
Table 1'is a guide for the initial daily dose of valproic acid (15 mgrkg/day):

he rolovanco of st i vito indings is unceriain for patients roceiing maxmaly therapy. ese data
shouid be bome in mind when interpreting the resuits from regular monitoring of the viral load in HIV infected patients receiving valproate or prkit following
CMV infected patients ciinically.

Multiorgan hypersensitivity reaction
Multiorgan hypersensitivity reactions have been rarely reported in close temporal association after the initiation of valproate therapy in adult and pediatric
patients. Although there have been a limited number of reports, many of these cases resuited in hospitalization and at least one death has been reported.
Signs and symptoms ofthis sorder were diverse: however, patiens typcaly, lihough not exclusivly, presented with fever and rash associated with oher
organ system involvement. Other associated may  includ patitis, liver function test abnormalities, hematological
(e pruritis, nepnrms oliguria, hepato-renal syndrome, arthralgia, and asthenia. Because the
iSorder is vaniadd in fs exprossion, olher organ systam symploms and Sigs ot nolad héro tay occur. I is raacton i SuSpecied, valproate should be
discontinued and an altemative treatment started. Although the existence of cross sensitivity with other drugs that produce this syndrome is uncear, the
experience amongst drugs associated with multiorgan hypersensitivity would indicate this to be a possibiliy.

Information for patients
Patiens and quardians shouid be wamed that abdominal pain, nauses, vomiing, andlr anorexia could be symploms of pancreats and, therefore, reque
further medical evaluation pror

Paiients and guardians should be informed of the signs and symploms associated with hyperammonemic encephalopathy (see section Warnings and
precautions-Hyperammonernia) and be told to inform the prescriber if any of these symptoms

Since valproic acid may produce CNS depression, especially when combined with another CNS depressant (e.g, alcoho),patients should be advised ot m
engage in hazardous activities, such as driving an automobile or operating dangerous machinery, until it is known that they do not become drowsy from

S valprole aci has baen Gssociated wit cerain ypes af b defack, fonle patiens of idbeering age considerng the use of valproic a0 should b6
advised of the risks associated with the se of valproic acid during pregnancy (see section Warnings and precautions-Usage in pregnancy).

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 section Warnings and precautions-Hepatotoxicity). When valproic acid is used in this patient group, it should
be used with extreme caution and as a sole agen. The benets of terapy should be weighed agains the rsks. Above the age of 2 years, experience in
epilepsy has indicated that the incidence of fatal older patient groups.

Vunger chlcren. especial thoss recating enzyrmisnducing dugs. wllredir 2rger. mantanancs toses a alai Lrgeisd total and unbound velprofe acd

General dosing advice

Geriatric

Due (o a decrease in clearance of unbound 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 nutrtional intake, dehydration, somnolence, and other
adverse events. Dose reductions or discontinuation of valproate should be considered in patients with decreased food or flid intake and in patients with
excessive somnolence. The ultimate therapeutic dose should be achieved on the basis of both tolerability and clinical response (see section Warnings and
precautions-Somnolence in the elderly and section Pharmacology-Geriatric)

Dose-related adverse events
The frequency of adverse sffects (partcularly elevated lver enzymes and thrombocytopenia) may be dose-rlated. The probabilty o thrombooytopenia

appears 1o increase significantly at total valproate concentrations of 2110 mcg/mL (females) or 2135 mcg/mL (males) (see section Warnings and
precautions-Thrombocytopenia). The beneft of mproved therapeic efectwi Higher doses should be weighed againstthe possbilty of a greater incidence
of adverse reactions.

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

of valproic acid

Table 1. Initial daily dose guide
Weight Total daily Number of measuring spoonfuliteaspoonful(s) of syrup

(kg) (Ib) dose (mg) Dose 1 Dose 2 Dose 3 Pediatric use
10-24.9 22549 250 0 0 1
25-39.9 55-87.9 500 1 0 1
40-59.9 88-131.9 750 1 1 1
60-74.9 132-164.9 1,000 1 1 2
75-89.9 165-197.9 1,250 2 1 2 Geriatric use

Ahigher percentage of patients above 65 years of age reported accidental injury, infection, pain, somnolence, and tremor. It is not clear whether these events
indicae addiional risk or whether they resul from prexisting medical llness and_concomiant medication use among these patents,
Valproate therapy in elderly patients with dementia revealed drug related (see section Warnings and
precautions-Somnalence In the eldery). The stating dose should be reduced in these paﬁents and dosage reductions or discontinuation should be
considered in patients with excessive somnolence (see section Dosage and

This medicinal product contains sucrose. This should be taken info account in pauems with diabetes melitus. Patiens with are hereditary problems
of fructose intolerance, glucose and galactose uld not take this medicine.

May be harmful to the teeth.

This medicinal product contains methy hycroxybenzoate. Those may cause allegic reactions (possibly delayed).

This medicinal product contains sorbitol

Patients with rare hereditary problems of fructose intolerance should ot take this medicine.
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PREGNANCY AND LACTATION:
gnancy (see sections i

and Warnings and precautions-Women of childbearing potential and Usage in pregnancy)
Risks associated with valproic acid:
In humans

Valproic acid may produce teratogenic effects, such as neural tube defects (e.g. spina bifida) i the offspring of human females receiving the drug during
pregnancy. There are data that suggest an increased incidence of congenital malformations associated with the use of valproic acid during pregnancy.
Therefore, valproic acid should be considered for women of childbearing potential only after the risks have been thoroughly discussed with the patient and
weighed against the potential benefits of treatment.
There are multple repors n the lcal taraturo thatndicate the use of antepleptc drugs dung pregnancy resuls i an ncreased inoidence o birth defects
in the offspring. Therefore, drugs should n of potential only if they are clearly shown to be essential in the
management of their disease.
The incidence of neural tube defects in the fetus may be increased in mothers receiving valproate during the first trimester of pregnancy. The United States
Centers for Disease Control (CDC) has estimated the risk of valproic acid exposed women having children with spina bifida to be approximately 1-2%
Other congenital anomalies (€.g., defects, and anomalies involving various body systems), compatible
and incompatible with life, have been reported

re was an increased incidence of congenital malformations in children born to epileptic women exposed to valproate monotherapy during pregnancy.
Available data indicate dose-dependency of this effect.
Valproate can cause deareased 1Q scores following i utero exposure, Pubished epidemiologica sudies have indcated that chidren exposed to valproste in
ulero have lower oognve fest scores than chidren exposed inuteo t either another 9

elay, autism autism spectrum disorder n (he offspring v exposedio valproic acid during pregnancy.

Expcsure e 1 valproa(e products has been associated with cerebral atrophy with vz including
delays and (so6 Saction Adversa reactions and Warnings and precautions).

In animals

Animal studies have te-induced wih retardation and

gro
death, have been observed in mice, mts rabbits, and monkeys lo\lowmg prena(al exposure % va\proate Malicrmatlons of the skeletal system are the most
common structural abnormalities produced in experimental animals, but neural tube closure defects n seen in mice exposed to matemal plasma
Valprodte concentralions excaeding 230 megimL. (2.3 lmes the upper Imit of the human therapeutc range) during Susceptible. perods of embryonc
development

Risks in the neonates
Pregnant women taking valproate may develop clottin

andlor decrease in other coagulation
i T ia and

Migraine
Although valproic acid has not been evaluated for safety and efficacy in the treatment of prophylaxis of migraine headaches, the following adverse
events not listed above were reported in patients whom treated with valproic acid tablets.

Body as a whole

Face edema

Digestive system
Dry mouth, stomatitis.

Urogenital system
Cyslitis, metrorthagia, and vaginal hemorrhage.

DRUG INTERACTIONS:
Effects of co-administered drugs on valproate clearance

Drugs that affect the level of expression of hepatic enzymes, particularly those that elevate levels of glucuronosyltransferases (such as ritonavir), may increase
the clearance of valproate. For example, phenytoin, carbamazepine, and phenobarbital (or primidone) can double the clearance of valproate. Thus, patients
on monotherapy will generally have longer half-ives and higher concentrations than patients receiving polytherapy with antiepilepsy drugs.

In contrast, drugs that are inhibitors of cytochrome P450 isozymes, e.g., antidepressants, may be expected to have lite effect on valproate clearance because
cytochrome P450 microsomal mediated oxidation is a relatively minor secondary metabolic pathway compared to glucuronidation and beta-oxidation.
Because of these changes in valproate clearance, monitoring of valproate and concomitant drug concentrations should be increased whenever enzyme
inducing drugs are introduced or withdrawn.

The following list provides information about the potential for an influence of several commonly prescribed
is not exhaustive nor could it be, since new interactions are continuously being reported.

Drugs for which a potentially important interaction has been observed

irin
Co-administration of aspiin at antpyretic doses with valproate o pediaric patients may dectease in prolen binding and an infibiion of metabolism of
valproate. Valproate free fraction was increased four-fold i the presence of aspirin. The B-oxidation pathway consisting of 2-E-valproic acid, 3-OH-valproic
acid, and 3-keto valproic acid was decreased in the presence of aspirin. Caution should be observed if valproate and aspirin are to be co-administered.

valproate ics. The list

nem antibiofi
Acinically significant reduction in serum valproic acid concentration has been reported in patients receiving carbapenem antibiotics (ertapenem, imipenem,
meropenem) and may resultin loss of seizure control. The mechanism of this interaction is ot well understood. Serum valproic acid concentrations should be
monitored irequenlly after niiaing carbapenen therapy. Alematve aniibaclral or aniconwsant erapy should be considered If seur vaproic acd

ing includin
factors, which may resul in hemorthagic compications in the noonale including death (566 Sottion Warnmgs and

al).

i valpraaie s used i prgriancy, the dloting parameters should be moritored carefully.

Hepatic failure, resulting in the death of a newbomn and of an infant, has been reported following the use of valproate during pregnancy.

Cases of hypoglycemia have been received for neonates whose mothers have taken valproate during pregnan

Teststo detootneural ube and other defects using cument accepted procecures shouid be considered a part of routine prenatal care in childbearing women

receiving valproate.
should not b abruptly 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 o life. In individual cases, where the severity and frequency of the seizure disorder are such

that the removal of medication does not pose a serious threat to the patient, discontinuation of the drug may be considered prior to and during pregnancy,

although it cannot be said with any confidence that even minor seizures do not pose some hazard to the developing embryo or fetus.

Lactation

Valproate is excreted in breast milk. Concentrations in breast milk have been reported to be 1-10% of serum concentrations. It is not known what effect this

would have on a nursing infant. Consideration should be given to discontinuing nursing when valproic acid is administered to a nursing woman (see section

Warnings and precautions-Usage in pregnancy).

EFFECTS ON ABILITY TO DRIVE AND USE MACHINES:

Since valproic acid products may produce CNS depression, especially when combined with another CNS depressant (e.g., alcohol), patients should be

advised not to engage in hazardous activities, such as driving an automobile or operating dangerous machinery, until it is known that they do not become

drowsy from the drug.

ADVERSE REACTIONS:

Complex partial seizures (CPS)

Divaproex sodum was generaly wel tlerated wih most adverse eventsrated as ik to moderate in severy The folowing addifonal adverse events were
reported in patients complex partial seizures treated with divalproex sodiu

Body as a whole

Headache, asthenia, fever, back pain, chest pain, malaise.

Cardiovascular system
Tachycardia, hypertension, palpitation.

Digestive system
Nausea, vomiting, abdominal pain, diarrhea, anorexia, dyspepsia, constipation, increased appetite, flatulence, hematemesis, eructation, pancreatits,
periodontal abscess.

Hemic and lymphatic system

Thrombocytopenia, ecchymosis, petechiae.

Metabolic and nutritional disorders
Weight gain, weight loss, peripheral edema, SGOT increased, SGPT increased

Musculoskeletal system
Myalgia, twitching, arthralgia, leg cramps, myastheria.

Nervous system

or seizure control deteriorates (see section Warnings and antibiotics).
Felbamate

Co-administration of felbamate with valproate to patients with epilepsy may increase the mean valproate peak concentration. Increasing the felbamate dose
may increase the mean valproate peak concentration. A decrease in valproate dosage may be necessary when felbamate therapy is initiated.

Rifampin

The administration of a single dose of valproate with rifampin may increase in the oral clearance of valproate. Valproate dosage adjustment may be necessary
when it is co-administered with rifampin

Drugs for which either no interaction or a likely clinically unimportant interaction has been observed
Antacids

Co-administration of valproate with commonly administered antacids did not reveal any effect on the extent of absorption of valproate.
hlorpromazine
The

to sch patients already receiving valproate may increase i trough plasma levels of valproate.

Haloperidol
The i of to

patients already receiving valproate has no significant changes in valproate trough plasma levels.

Cimetidine and ranitidine
Cimetidine and ranitidine do not affect the clearance of valproate.

Effects of valproate on other drugs

Valproate has ben found to b6 a waak inibitor of some P450 isazymes, epoxide hycrase, and gucuronylranierases

‘The following list provides information about the potentil for an influence of valproate n the or ics of
several commmonly prescrbed medications. The it s ol exhavsiie, sinos new iteractions are continucusly beiig reporied.

Drugs for which a potentially important valproate interaction has been observed
fin

ApInenorin single oral dose of amitriptyline in patients who received valproate resulted in a decrease in plasma clearance of amitriptyline and a

decrease i the et learance ofnortipyine. Rare reports of concurrent use of valproate and amitiptyline resuling in an increased amirityine level have

been received. Concurtent use of valpraate and amivitylne has rarely been associated with toxicty. Monitoring of amitityine levels should be considered

for pationts taking valproate with should be given to lowering the dose of inthe p

valproate.

10.11-epoxide
(CB2)d

C
Serum levels of d while that of

to epileptic patients.

Clonazepam
The concomitant use of valproic acid and clonazepam may induce absence status in patients with a history of absence type seizures.

Diazepam
Valproate displaces diazepam from s plasma albumin binding sites and inhibits its metabolism. Co-administration of valproate increased the free fraction of
diazepam. Plasma clearance and volume of distribution for free diazepam were reduced in the presence of valproate. The elimination half-fe of diazepam
remained unchanged upon adion of vaprozte

10,1-epoxide (CBZ-E) increased upon co-administration of valproate and CBZ

Somnolence, tremor, dizziness, diplopia, vision, ataxia, emotional lability, thinking abnormal, amnesia, )
anxiety, confusion, abnormal gait, paresthesia, hypenoma incoordination, abnormal dreams, personality disorder.

Respiratory system
Flu syndrome, infection, bronchitis, rhinitis, pharyngitis, dyspnea, sinusitis, cough increased, pneumonia, epistaxis.

Skin and appendages
Rash, pruritus, dry skin, alopecia

Special senses
Tinnitus, taste perversion, abnormal vision, deafness, ofitis media.

Urogenital system
Urinary inconti

vaginits, urinary frequency.

Other patient populations
Adverse ovents that have been reported withall dosage forms of valproate arelisted below by body system.
trointe
The most commonly reported side eflets atthe intiation of therapy are nausea, voniting, and indigestion. These effects are usually ransient and rarey require
discontinuation of therapy. Diarrhea, abdominal cramps, and constipation have been reported. Both anorexia with some weight loss and increased appetite
With weight Gain have 21 been reported. The administration of Geayed rlease divaipioax soaium may resul i rducton o gastromtestinal side efects in
some patients.

CNS effects
Sedative effects have occurred in patients receiving valproate alone but occur most often in patients receiving combination therapy. Sedation usually abates

upon reduction of ofher antiepileptic medication. Tremor (may be dose-related), hallucinations, ataxia, headache, nystagmus, diplopia, asterixis, "spots before
eyes”, dysarthria, dizziness, confusion, nitive disorder, and Parkinsonism have been reported
with the use of valproate. Rare cases of coma have occurred in patients receiving valproate alone or in conjunction with phenobarbital. In rare instances
encephalopathy with or without fever has developed shortly after the introduction of valproate monotherapy without evidence of hepatic dysfunction or
inappropriately high plasma valproate levels. Although recovery has been described following drug withdrawal, there have been fataliies in patients with
hyperammonemic encephalopathy, particularly in patients with underlying urea cycie disorders (see section Warnings and precautions-Urea cycle disorders,

and ssociated with topiramate use an

b Ko bobn roports o reverSibie Snd ioversibls Garebral and cerebelar alraphy tomporally assobiatad withthe use of valproate products. In some cases
the patient recovered with permanent sequelae (see section Warnings and precautions-Brain atrophy). Cerebral atrophy seen in children exposed to
valproate in utero led to various forms of events including delays and (see section Pregnancy and

Dermatologic
Transient hair loss, skin rash, photosensitivity, generalized pruritus, erythema multiforme, and Stevens-Johnson syndrome. Rare cases of toxic epidermal
necrolysis have been reported including a fatal case in a 6 months old infant taking valproate and several other concomitant medications. An additional case
of toxic epidermal necrosis resulting in death was reported in a 35 year old patient with AIDS taking several concomitant medications and with a history of
mulipl cufaneous drug eacions. Serious skin reacions have been reported wih concomiant adminsiraton of lamofrigine and vlproste (see secton-Drug
nteractions;

Psychiatric
Emotional upse psychosis,
Gordor and ehtera) deiacraton.

hostiity, agitation, disturbance in attention, abnormal behavior, learning

Musculoskeletal
Weakness.

Reports have been received of decreased bone mass, potentially leading to osteoporosis and osteopenia, during long-term therapy with anticonvulsant
medications, including valproate. Supplemental calcium and vitamin D may be of benefit o patients who are on chronic valproate therapy.

Hematologic

Thrombocytopenia and nhibifon of the secondary phase of plteiet garegation may be reflected i altered bleeding . petechize, buising, hematoma

formation,epistaxis, and hemorrhage (see section Warnings and and Drug W

anemia including macrocytic i or ot ot deficiency, Son oanon suppression,
i rphyria.

and acute

aplastic anemia,

Hepatic
Minor elevations of transaminases (e.g., SGOT and SGPT) and LDH are frequent and appear to be dose-related. Occasionally, laboratory test results include
increases in serum biliubin and abnormal changes in ofher iver function tests. These results may reflect potentially serious hepatotoxicity (see section
Warnings and precautions-Hepatotoxicity).

Endocrine

Iregular secondary breast and paroid gland < swellmg Abnomnal thyroid function tests incuding
i Warnings and i I). There have been disease. A cause and effect

relationship has not been established

Pancreatic

Acute pancreatitis, including fatalities (see section Warnings and precautions-Pancreatitis).

Metabolic

Hyperammonemia (see section Warnings an andi ADH secretion.

There have been rare reports of Fanconi's syndmme occurring chiefly in children.
Decreased carnitine concentrations have been reported although the clinical relevance is undetermined.
Hyperglycinemia has occurred and was associated with a fatal outcome in a patient with preexistent nonketotic hyperglycinemia.

Genitourinary
Enuresis and urinary tract infection.

Special senses
Hearing loss, either reversible or irreversible, has been reported; however, a cause and effect relationship has not been established. Ear pain has also

Valproate inhibits the with valproate )y an increase in elimination
halis of STatunamide and 5 Gotrehss i 1 1ol Garans, Patlanis Je0ang VA oAtS and STvamnamde. Supscaly Sont. vt o artoomeants
should be monitored for alterations in serum concentrations of both drugs.

e elmingtion halffe of lamolrigine increased with valproate d should be reduced when co-administered with
valproate. Serious skin reactions (such as Stevens-Johnson syndrome and toxic ep\dermal necrolysis have been reporied with concomiant lamotigine and
valproate administration. See lamotrigine package insert for details on with

Phenobarbital
Valproate was found to inhibit the jism of ital. C i of valproate with resultan increase n hafffe and a decrease
in plasma clearance of The fraction of dose excreted increased in the presence of valproa

There is evidence for severe CNS depression, with or without significant elevations of barbiturate or valproate serum ontanaons. Al patients receiving
concomitant barbiturate therapy should be closely monitored for neurological toxicity. Serum barbiturate concentrations should be obtained, if possible, and the
barbiturate dosage decreased, if appropriate.

Primidone
Primidone is metabolized to a barbiturate and therefore, may also be involved in a similar interaction with valproate as phenobarbital.

Phenytoin

Valproate displaces phenytoin from its plasma albumin binding sites and inhibits its hepatic metabolism. Co-administration of valproate with phenytoin was

associated with an increase in the free fraction of phenytoin. Total plasma clearance and apparent volume of distribution of phenytoin increased in the presence

of valproate.

In patients with epilepsy, there have been reports of breakthrough seizures occurring with the combination of valproate and phenytoin. The dosage of phenytoin

should be adjusted as required by the clinical situation.

Tolbutamide

The unbound fraction of tolbutamide was increased when added to plasma samples taken from patients treated with valproate. The clinical relevance of this

displacement is unknown.

Toglramaie
ncomiant admiistration of valproie acid and topiramate has been associated with

d Warnings and Urea cycle disorders,

with and without (see section
associated P

Concom
and Hyperammonemia.
Concomitant administration of topiramate with valproic acid has also been associated with hypothermia in patients who have tolerated either drug alone. Blood
ammonia levels should be measured in patients with reported onset of hypothermia (see section Warnings and precautions-Hypothermia and
Hyperammonemia).

Warfarin

Valproate increased the nbound fraction of warfarin. The therapeuiic relevance of this is unknown; however, coagulaion tests should be monifored
if valproic acid therapy is instituted in patients taking anticoagulants.

Zidovudine

in patients who were seropositive for HIV, the clearance of zidovudine was after
unaffected.

of valproate; the half-life of zidovudine was

Drugs for which either no interaction or a likely clinically unimportant interaction has been observed
Acetaminophen
Valproate had no effect on any of the i of

when it was to three epileptic patients.

Clozapine
In psychotic patients, no interaction was observed when valproate was co-administered with clozapine.

Lithium
Co-administration of valproate and lithium carbonate had no effect on the steady-state kinetics of lithium.

Lorazepam
Concomitant administration of valproate and lorazepam was accompanied by a decrease in the plasma clearance of lorazepam.

Olanzapine
Administration of a single dose of olanzapine with valproic acid did not affect olanzapine Cox and elimination half-life. However, olanzapine AUC was
lower in the presence of valproic acid. The clinical significance of these observations is unknown.

Oral steroids
inistration of a single-dose of ethi with valproate therapy for 2 months did not reveal any pharmacokinetic interaction.

OVERDOSAGE:
erdosage wih valproate may resul in somnolence, heart blook, and deep coma. Fataes have been reported; however, paients have recovered from

valproate levels as high as 2,120 meg/mL.

In overdose situations, the fraction of drug not bound to protein is high and may result in significant

removal of drug. The benefit of gastric lavage or emesis will vary with the time since mgesuon " Sanar suppomve easuror chod be applied with particular

attention to the maintenance of adequate urinary output.

Naloxone has been reported to reverse the CNS depressant effects of valproate overdosage. Because naloxone could theoretically also reverse the

antiepileptic effects of valproate, it should be used with caution.

CAUTION:
Foods, Drugs, Devices, and Cosmetics Act prohibits dispensing without

STORAGE CONDITION:
Store at temperatures not exceeding 30°C.

Keep out of reach of children.

P “For suspected adverse drug reaction, report o the FDA: www.fda.gov.ph, Seek medical attention immediately at the first sign of any adverse drug
reaction.”
benign, malignant and (including cysts and polyps)
Mye\odysplastic Syndrome. AVAILABILITY: .
VALPROIC ACID (DEPAMAX®) 250 mg/5 mL syrup: USP Type lll Amber Colored Glass Bottle x 100 mL (Box of 1's).
thoracic and disorder
DRP-8060-03
P eRson Date of First Authorization: 08-04-2021
Other
Allergic reaction, edema of the ities, lupus er bone pain, increased cough, otitis media,

cutaneous vasculis, fever, and hypothermia.

Mania
Although valproic acid has not been evaluated for safety and efficacy in the treatment of manic episodes associated with bipolar disorder, the following
adverse events not listed above were reported in patients whom treated with valproic acid tablets.

Body as a whole

Chills, neck pain, neck rigidity.

Cardiovascular system

; postural

Digestive system

Fecal incontinence, gastroenteritis, glossitis.

Musculoskeletal system
rosis.

Nervous system

Agitation, catatonic reaction, hypokinesia, reflexes increased, tardive dyskinesia, vertigo.
kin

Funimoulosts, mastiopaplar rash, seborthea.

Special senses
Conjunctivitis, dry eyes, eye pain.

Urogenital system
Dysuria.
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