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New! on 

DEPAKOTES\in” sodium 
SPRINKLE CAPSULES 125 mg 

An innovation 
In anticonvulsant 
dosage technology 

All the advantages of 
Depakote’ Tablets in an innovative 

pediatric dosage form 

Formulated for consistent performance 
e Therapeutically equivalent with Depakote’ Tablets* 
e Dose-to-dose consistency unaffected by food* 
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Formulated for better taste and acceptance 
een : t 

e Overcomes the limitations of Depakene® (valproic acid) Syrup 

e Better gastrointestinal tolerance 

e Better patient compliance 
—Eliminates unpleasant taste 
—Improves convenience 

—Makes midday dosing easier 

e Less expensive than Depakene Syrup 
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Sprinkles on any soft food to make taking an anticonvulsant as easy as eating a snack. 

Switch i witch your patients to 
=a New! a) 

ay i sodium 
myeeacy SPRINKLE CAPSULES 125 mg 
¢ A Ca é be Please see adjoining page for full prescribing information, including reported 

side effects of Depakote® and the warning concerning hepatotoxicity and the 
necessity for monitoring liver function. Please also see Clinical Pharmacology 
section for details on switching patients from Depakene to Depakote Sprinkle 

ee Brinker DR, Lamm JE, Cavanaugh JH, Cloyd JC: Divalproex sodium: Evaluation of a multi- 
particulate ("‘sprinkle” capsule) pediatric dosage form. Neurology 1987;37 (suppl 1):96. 

+Carrigan PJ, Brinker DR, Lamm JE, Cavanaugh JH, Cloyd JC: Divalproex sodium: Evaluation of a 
multiparticulate (‘sprinkle” capsule) pediatric dosage form. Presented at the American Academy of 
Neurology Annual Meeting, New York, April 1987, Poster No. 60. 
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e DE F AKO I Escdum IN ANTICONVULSANT ; 
SPRINKLE CAPSULES 125m +=» DOSAGE TECHNOLOGY Pe AS Es Bee Ce, 
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: copcamiant aniplente dug af esammended during th cay couse of therapy. (See DRUG INTERACTIONS) DEPAKOTE: Sprinkle Capsules Valproate partly einai in tne ure as a elo-hetabote which may leat false interpretation ofthe urine Ketone test. DEPAKOTE> Sprinkle Cansules Te eee ee eran ree ane eee ake ais 

Information for Patents: Since DEPAKOTE products may produce CNS depression, especally vnen combined wth another CNS DEPAKOTE: Tablets sepressat (eg alcho}, patents should be advised nat to engage i hazardous activiies, such as driving an automobile Or operaiin DIVALPROEX SODIUM DELAYED-RELEASE TABLETS dangerous machinery, unt eis Known that they do not become drowsy from the drug 
‘ug Interactions: Valproate may pote the CNS depressant acl of lata 
‘The concomitant administration of valproate with drugs that exhibit extensive protein binding (e.g, aspirin, carbamazepine, dicumarol and “4 WARNING: henson may es naan a Sem dug concen ators 

HEPATIC. FAILURE RESULTING IN FATALITIES HAS OCCURRED IN PATIENTS RECEIVING VALPROIG ACID AND ITS DERIVATIVES THERE I EVIDENCE THAT VALPROATE CAN CAUSE AN INCREASE IN SERUM PHENOBARBITAL CONCENTRATIONS BY IMPAIRMENT OF 
EXPERIENCE HAS INDICATED THAT CHILOREN UNDER THE AGE OF TWO YEARS ARE AT A CONSIDERABLY INCREASED RISK OF NONRENAL CLEARANCE. THIS PHENOMENON CAN RESULT IN SEVERE CNS DEPRESSION. THE COMBINATION OF VALPROATE AND 
DEVELOPING FATAL HEPATOTOXICITY, ESPECIALLY THOSE ON MULTIPLE ANTICONVULSANTS, THOSE WITH CONGENITAL METABOLIC PHENOBARBITAL HAS ALSO BEEN REPORTED TO PRODUGE CNS DEPRESSION WITHOUT SIGNIFICANT ELEVATIONS OF GARBITURATE 
DISORDERS, THOSE WITH SEVERE SEIZURE DISORDERS ACCOMPANIED BY MENTAL RETARDATION, AND THOSE WITH ORGANIC OR VALPROATE SERUM CONCENTRATIONS. ALL PATIENTS RECEIVING CONCOMITANT BARBITURATE THERAPY SHOULD BE CLOSELY 
BRAIN DISEASE. WHEN DEPAKOTE IS USED IN THIS PATIENT GROUP. IT SHOULD BE USED WITH EXTREME CAUTION AND AS A SOLE MONITORED FOR NEUROLOGICAL TOXIGITY, SERUM BARBITURATE CONCENTRATIONS SHOULD BE OBTAINED, If POSSIBLE, AND THE 
AGENT. THE BENEFITS OF SEIZURE CONTROL SHOULD Be WEIGHED AGAINST THE RISKS. ABOVE THIS AGE GROUP EXPERIENCE HAS BARBITURATE DOSAGE DECREASED, IF APPROPRIATE 
INDIGATED THAT THE INCIDENCE OF FATAL HEPATOTOXICITY DECREASES CONSIDERABLY IN PROGRESSIVELY OLDER PATIENT Brmoe is meabolzes oa barlucle arg etfs may aso be vad ina init ordeal traction, 

GROUPS. THERE HAVE BEEN REPORTS OF BREAKTHROUGH SEIZURES OCCURRING WITH THE COMBINATION OF VALPROATE AND PHENYTOIN THESE INCIDENTS USUALLY HAVE OCCURRED OURING THE FIRST SIX MONTHS OF TREATMENT. SERIOUS OR FATAL MOST REPORTS HAVE NOTED A DECREASE IN TOTAL PLASMA PHENYTOIN CONGENTRATION. HOWEVER, INCREASES IN TOTAL HEPATOTOXICITY MAY BE PRECEDED BY NON-SPECIFIC SYMPTOMS SUCH AS LOSS OF SEIZURE CONTROL, MALAISE, WEAKNESS, PHENYTOIN SERUM CONCENTRATION HAVE BEEN REPORTED. AN INITIAL FALL WITH SUBSEQUENT INCREASE IN TOTAL PHENYTOIN LETHARGY, FACIAL EDEMA, ANOREXIA AND VOMITING. PATIENTS SHOULD BE MONITORED CLOSELY FOR APPEARANCE OF THESE CONCENTRATIONS HAS ALSO BEEN REPORTED. IN ADDITION, A DECREASE IN TOTAL SERUM PHENYTOIN WITH AN INCREASE IN THE SYMPTOMS, LIVER FUNCTION TESTS SHOULD BE PERFORMED PRIOR TO THERAPY AND AT FREQUENT INTERVALS THEREAFTER, FREEVS. PROTEIN BOUND PHENYTOIN CONCENTRATIONS HAS BEEN REPORTED. THE DOSAGE OF PHENYTOIN SHOULD BE ADJUSTED ESPECIALLY OURING THE FIRST SIX MONTHS. AS REQUIRED BY THE GLINICAL SITUATION. 
THE CONCOMITANT USE OF VALPROIC AGID AND CLONAZEPAM MAY PRODUCE ABSENCE STATUS. 
ets nemcsie gudenceegeraing ie eet o valproate on serum elhosmid concealions, Patents receiving valproate and DESCRIPTION etsinmie, specaly along wih ier acanvulsants, soul be menor aerators in serum caters o Boh ds 

Divalproex sodium is a stable co-ordination compound comprised of sodium valproate and valproig acid in a 4:1 molar relationship and auton fecommendes when valproate s used wth drugs affecting cosgltton (eg. ssp, warfan). See ADVERSE REACTIONS 
formed during the partial neutralization of vaiprotc acid with 0.5 equivalent of sodium hydroxide. Chemically tis designated as sodium Evidence suggests that there is an association between the use of certain anieplepies and fale of oral contraceptives, One explanation 

hydrogen Dirge for this interaction is that enzyme-inducing antiepileptics effectively lower plasma concentrations of the relevant steroid hormones, resulting Bhalpaes sold oerurs sa white power with a characteriti odo (yunmpared owtaion. Hower, one mechanisms, nol reed to enzyme induction, may cnt othe fue of aa canaceptves SEPAKOTE lables and Spine capsules ae anieplepice for ol admiistation, DEPAKOTE Sprinkle capsules conan special coated While valproate 's nota significant enzyme inducer, and, therefore, would not be expected fo decrease concentrations of steroid hormones, 
partes of diaproessoium equivalent to 125 mg ol vara an aara gelatin capsile EPAROTE alae supped in thee dosage inca data aout erection of valproate wh al conacepives minal 
Strengts containing divalproex Sodium equivalent Yo 125 mg, 20 mg or 300 mg of valproic ac. Garcnogness, Valo acid vas auntered to Sprague Gavey ras ard ICR HA/CR) mice at dose of 080 and 170 maga a 
inactive waredieite {wo yeas A val of eons vere observed nbn spaces. The cel indngs wee a sltstcaly gna nteace nie eece 

of subcutaneous fibrosarcomas in high dose male rats receiving valproic acd and a staistcaly signicant dose-related trend for benign {29 ma Spine capsules cellosic pohmers, DAC Red No. 28, FD8C Bue No. 1, gel, ion oxide, magnesium stearate, sia ge Pulmonary adoomas nie nice ebaingvprticacé. the sane ol seeds ot eas Suainon, 
DEPAKOTE lables: celtloste payers, acetylated monoglycerides, povidone, pegeatnize starch contains corn starch silica etal, ofzagegss luce on valle ave ben performed using bacterial ard mammalian syste, These sides favs prove 

Sanum gosidé and ani Feri Chong owl suces tren and adut as and dogs demonstaed reduced spermatogenesis and testicular atrophy a 
a ET occ i ses crete tan 200 macy in rls ardent tan SO malay dogs. Seament Lely cludes nate have chon doses up a 

250 ma tablets: FDEC Yellow No. 6and ion ude, 30, mona/day for 60 days to have no effect on fer, THE EFFECT OF VALPROATE ON TESTICULAR DEVELOPMENT AND ON SPERM 
500 mg tablets: D&C Red No. 30, FORC Blue No. 2 and iron oxide. amar Dayar Cae 0 er WARNS 

CLINICAL PHARMACOLOGY Nursing Mothers: Valproate fs excreted in breast milk. Concentrations in breast milk have been reported to be 1-10% of serum 
Dale sodium san anteiepe. agent which dsacats othe valproate on in he gastrointestinal vac The mechanism by which concentrations. It's not known what effect this would have on a nursing infant Caution should be exerowed when divalproex sodium is 
valproate exes aniepietig eect has not been established Ith een suggested hat fs atvly reed to increased bran eves administered toa nursing woman, 
satan a soees of DERAKOTE (diva dium) products and DEPAKENE (val i) capsules del lent quantities of ADVERSE REACTIONS uivalent oral doses 0 jvalproex sodium) products an (valproic acid) capsules deliver equivalent quantities of valproate ton systemicaly. However the rate of valproate yon absorption may vary wih te condone of use (eg ectna or ooeineata Since divalproex sodium has usually been used with other antiepileptic drugs, it is. not possible, in most cases, to determine whether the 
andthe mead of ainstaton Ke Oe eof Un ca i ae Scr adore capsule aren inact roiGaobiestnal. tne ost corny noted ive eects the niga gt Reon ae raise, voting and indigestion These elects alan sublets rein sing se peak pls concentalons of valproate on ae observed apovximatey 3 to 4 nous folowing axe uslaly tate an aay rune tccotnuaton ot heany Date adore cme an Gaui tare boa apie Soh 
Series ndeat ht ed ca inuene ne rato systemic absorption ofan sues in which he conto DEPAKOTE anorexia ih some weght oss and ireressed apes wih weght gan fave als bey repoed. The admstation of deayed-eease 

{Gvaorocx sod) Spink capsules were spied on applesauce feeding was found to delay te tine to peak plasma concentration by nls ea ee ee ee tbls however DEBAKOTE Sprite capsues (inte fasting stil) exible lower rte of absorption esl erapy. Sedation usually abates upon reduction of other antiepileptic medication. Tremor (may be dose-related), ataxia, ne 
inlowetgeak sina concentra (ie “Tuctatons belvesr mum and maxirom Sasi vapoateconesttatons weatesuced) "Weaning prog aioe orn comunctton wi prenobarbigh > ncootanaton, Rae cases of coma ave occured n patents Wile absorption rate trom the Gl tract and fluctuation in valproate plasma concentrations vary with dosing regimen and formulation, the r ; etfeacy of valproate chronic use not afeted, Experience employing dosing ramen rom ont aay a ours, a wel Dermalloge ansin hal loss. skn fash, phtasonsitviy, generalzed purus and enthena multiforme A case offal epidermal 
Studied pinata eens) modsls vlna conta eso gen th tal aly sytem onlay eet oan = neers hasbeen reported na. 9 month od infant aking valproate and several other concomant medication 
the primary determinant of seizure control and that differences inthe ratios of plasma peak to trough concentfations between valproate Feyehatne: Emotional upset, depression, psychosis, aggression, hyperacily and behavior 
rfucorsingy cossmantatgn of ol sapvoste radu pth food, and substitution among the vaious DEPAKOTE and DEPAKENE Henattoge: Thrombocytopenia and inhibition of the secondary phase of ltl agreation maybe refed in are blstng tne 
formulations shoul ease no inca robles (see DOSAGE AND ADMINISTRATION). Nonetheless, any anges n dosape admin, Binphosyossmyositerogenani ioukopon,eostophgn sri and bone riavaw suppessign ne 7 (merastions. Relave 

fal ee ech eupenniiank cigs {should ordinayiy be sezompanied by. clase tonkaring of inka statis) and Hepat: ‘Minor elevations of transaminases (eg. SGOT and SGPt) and LOH are frequent and appear to be dose related, Occasionally 
He plasina Rae of veoroste i typically in te range of sc to sinteen hours. Hal-ves in the lower part ofthe range ae usualy found laboratory test results include increases in serum bilirubin and abnormal changes in other liver function tests. These results may reflect 

in patients faking other antiepileptic drugs capable of enzyme induction. otal seri Repattonciy (cee WARNINGS) 7" ne eta ae ae 
Valproate is Jrimariy metabolved in the iver The majo, metabolic rutes are glucwoniaton, mitochondrial bea oxidation, and speitoerine; leteqular menses, secondary amenorrhea, breast enlargement, Qalactorrhea and parotid gland swelling. Abnormal thyrok gisosona xd fe major ellis fomed ae Ie gucronte cone, 2papySialoengnoe sel an 20m tungton Ws G08 PRECAUTIONS) al cas) 

hydroxypentanoie acids. Other unsaturated metabolites have been reported. The major route of elimination ofthese metabolites isin the Hill, He anmonema ig _ eC) ee eis ae tenes 
Patients on monotherapy will generally have longer half-lives and higher concentrations of valproate at a given dosage than patients ergycinemia has occurred and was associated with a fall outcome in a patient with preexistent nonketotic hyperalycinemia. 4 agen pn ts att eye lal na he ale tec aad oa Ca har oa oe xem 

Valproate by glcutdjdtion and microsomal oxidation, Because of tese changes valproate clarane, monitoring of anieplentic OVERDOSAGE 
Concentrations shoul e niensed whenever cancomian anieplpts are ntroduad ar whan Overdosage with valproate may result in deep coma he therapeu ranges commonly considered 9 Be 80 100 mega al valproate atough some pains maybe conoled with ‘The benefit of gastric lavage or emesis wil vary with the time since ingestion. General supportive measures should be applied with plasma concentrations iat al out hs ange, Vaiproae igh Dou (90%) fo plaka profes he terapeute range, however particular attention fo the maintenance of adequate urinary output prin bring conceraton-dependen and dceaes a nigh saat cancers. The ning vale among pas, rd ay Naloxone has been reported to reverse the CNS depressant efets of valproate overdosage. Because naloxone could theoreticaly also 3 aces yay ads of By fay bound ds seh assay, Some cnicans favor montoring ree valproate concerts, wl reverse the antiepileptic effects of valproate, ft shouldbe used with caution may more aceuraely rtiect CNS penetration of Valproate. As ye\ 2 Gonsensus on the therapeutic rane a fee concentrations has nl been NGAGE ANU AWN RATIAN 9 
SSA SUC E Naa ny ec oerateen ete henoes eles] status, concomitant DEPAKOTE tablets and Sprinkle capsules are administered orally. The recommended initial dose is 15 mg/kg/day, increasing at one week 

intervals by 5 to 10 mg/ko/day uni seicues ae controled or side elfcts preclude further increases. The maxmum recommended dosages INDICATIONS AND USAGE 0 gaa, he al Gay dose excenss 260° shold be pen na dvied regimen DEPAKOTE(cvaproex sour) is indeate for vse assole and adjunctive therapy in the treatment of simple and complex absence seizures Aditi of Sprnkie Capsule. DEPAKOTE Sonne capsubs ay be swalowed Wile or maybe administered by careful opening ang adurcivel in patents wih multiple ezue ype al elude absene sere the capsule and sprinting the entre contents on a sal amount (teaspoon) of sok ood suchas applesauce or pudang. The diufo Sle absence defined a very bret clouding fhe sensor o ss of concgusness, accompanied by certain generalize elepte ore shoud be Swalloed immediatly (aor chewing) and ot lore for ure use, Each caps ovrsied to lw ease of opening 
ae ‘without other detectable clinical anne. amex absence is the term used when other signs are also present. ‘Conversion from DEPAKENE fo DEPAKOTE:_1n patients previously receiving DEPAKENE (valproic pal ‘therapy, DEPAKOTE products ‘SEE WARNINGS FOR STATEMENT REGARDING FATAL HEPATIC DYSFUNCTION. should be inated at he same daly dose and dosing scheoyl. Aer the pales sabized ona DEPAKOTE produ dosing sched of 
eee eden: MGEPAKOTE proguele provide squal extent of absorption, although th 9 produce identical trough and peak valproat roduels provide equal extent of absorption, although they may_not produce identical rough and peak valproate 

°'Drarost edu contandeed i paens vit own poset ethegg. on SUCTION coptntens BEARGE abl et San pn coat tn ARG Sm copa a trae WARNINGS : 7 administration of valproate of concomitant mediatons shouldbe accompanied by increased montring of plasma concentfatons ot 
Hepatic failure resulting in tals has occured in patents receiving varie aid. These incidents usualy have occured during the ‘aoa and oe! medeaton, 2 vel as hepa iia sats, 
fst six months of resting, Sarious 0 fatal hepatotoxic may be pacaded by nnspecitcsymploms seh as lose of sear conta, he frequency of adverse eects (paricularly elevated iver enzymes) may be dose-related, The benefit of improved seizure control with malaise, weakness, lethargy, facial edema, anorexia and vomiting. Patients shauld be monitored closely for appearance of these higher doses should be weighed against the possibly ofa greater Incidence of adverse reactions Symptoms: Live funtion tess shoul be pia prior to herapy and at frequent iterate terete, especialy during the fat i fod correo as hol been eased beeen Jay dose serum coneriaon and terpmute ete. However, therapeu Monts, However, physicians shoul nol ay totaly on Serum bochemisry since these fis may nl be abnormal Ina instances, bu Valproate serum concentrations for most patients wil range from 80 to 100 meg/ml. Some patients may be contaled wth lowe or higher 
should iso consid the results of care interim magical history and ahyscal examination. Gauion should be obuerved wnen Serum concentration (see CLINICAL PHARMACOLOGY) 
adminslering DEPAKOTE produto ations witha rar history of pat disease, ations on multiple anticonvulsants, chien As the DEPAKOTE dosage is titrated upward, blood concentrations of phenobarbital and/or phenytoin may be affected. (See {hose with congenital metabolic disorders, those with severe selzure disorders accompanied by mental retardation, and those with PRECAUTIONS), 
organ bran disease maybe al patcular isk. Experience has indicated tha chidren under the age of wo yeas areata considerably Patients wo experience G.I. ration may benefit from administration ofthe drug with food or by slowly building up the dose from an 
ineeased risk of developing ital hepatotoxicity, especially those wih the aforementioned condiins, When DEPAKOTE fs sed inthis inal low level pale group, I shoul edsed wih exveme ction ad 2 Sole agent The Banal selzareconol shuld be weighed aga the rece n 
nets a pee ‘gt0up, experience has indicated thatthe Incidence of fatal hepatotoxicity decreases considerably in progressively BEPMOTE Ske nes aon adn ued paren cn) 25m a wie oane n De, ada sule 

i i ates of -13) and Abbo-Pac® unit dose packages o pend cubes] NGpalictyaline Cat TOR TE ee aS SLICE EERO ee racune, eezpezied| ot agiatas sare DDEPAKOTE tablets (divalproex Sodium delayed-elease tablets) ae supplied as 
The regency ot atts Pets (parte elated ve enaymen) maybe dose-elated The bel of improved seizure control wich 426 mg salmon pink-colred tablets 

may accompany the het doses Shaul heft weighed ara he oss a Geter ncdere ol averne eers Bowles OF10D (woe 0074-6212-13 
Usage fa Preqnaney. ACCORDING TO PUBLISHED AND UNPUBLISHED REPORTS, VALPROIC ACID MAY PRODUCE TERATOGENIC AAbbo-Pac® unit dose packages of 

EFFECTS IN THE OFFSPRING OF HUMAN FEMALES RECEIVING THE DRUG DURING PREGNANCY. 100... —————— (woe 0074-6212-11 THERE ARE MULTIPLE REPORTS IN THE CLINIGAL LITERATURE WHIGH INDICATE THAT THE USE OF ANTIEPILEPTIC ORUGS DURING 260 fc sch colored abit 
PREGNANCY RESULTS IN AN INCREASED INCIDENGE OF BIRTH DEFECTS IN THE OFFSPRING. ALTHOUGH DATA ARE MORE EXTENSIVE Bortec er too nc 0074-6214-19 WITH RESPECT TO TRIMETHADIONE, PARAMETHADIONE, PHENYTOIN, AND PHENOBARBITAL REPORTS INDICATE A POSSIBLE SIMILAR Battes of 300 ne {NDE ooya-eota gal 
ASSOCIATION WITH THE USE OF OTHER ANTIEPILEPTIC DRUGS, THEREFORE, ANTIEPILEPTIC DRUGS SHOULD SE ADMINISTERED 10 Fine pee pines wecacal E 

WOMEN OF ‘CHILDBEARING POTENTIAL ONLY IF THEY ARE CLEARLY SHOWN TO BE ESSENTIAL IN THE MANAGEMENT OF THEIR Litera (woe 0074-6214-11) 

THE INCIDENCE OF NEURAL TUBE DEFECTS IN THE FETUS MAY BE INCREASED IN MOTHERS RECEIVING VALPROATE DURING THE 00 mg lavender-colored tablets: EIRST TRIMESTER OF EREGHANCY, TE CENTERS F05 DISEASE CONTROL (GDo) HAS ESTIMATED THE RISK OF VALPROIC ACID Bottes of 100 : : o (ue core sts 9 
EXPOSED WOMEN HAVING CHILDREN WITH SPINA BIFIDA TO BE APPROXIMATELY 1 TO 2% 1 THIS RISK IS SIMILAR TO THAT FOR NON: Bottles of 500 os NDC 0074-6218-59 
EPILEPTIC WOMEN WHO RAVE HAD CHILOREN WITH NEURAL TUBE DEFECTS (ANENCEPHALY AND SPINA BIFIDA) Abo-Pac® unit dose packages of eft, STUDIES ALSO HAVE DEMONSTRATED VALPROATE INDUCED TERATOGENICITY. Studies in fats and human females $00 sn : (woe 0074-6215-11 
femonstrated placental transfer ofthe drug. Doses greater than 65 mg/kg/day given to pregnant rals and mice produced skeletal oF (a0 sbrormaltis tthe offspring, primaniy volving ni and vertebrae. doses yest tan 130 Inghgeay given fo preprant abs produced Store capsules below 86°F (3070): 

fetal esorpions and (primary sottasue abnormaltes inthe ising infats a dose reated cay mth onset of parturton was noted, REFERENCES 
Bostaial growth and Survival ofthe progeny were adversely afected,patcularly when drug administration spanned the ene gestation and 1. Genters for Disease Control, Valproate: A New Cause of Birth Defects ~ Report from ttaly and Follow-up from France, Morbidity a 
early lactation period, Marty Week Report 323) 436-439, August 2, 1983 

Antieplptic drugs should not be discontinued in patients in whom the drug is administered to prevent major seizures because of the 2, Mattson, RH, eta Use of Oral Contraceptives by Worren wih Eolepsy JAMA 25621298 240, uy 1,198, 
strong possibly of nrecntang situs epiepicus With alendanttypoxa and threat to ie n individual eases where tne severty and 3, Wilder BJ, et al, Gastrointestinal Tolerance of Dvalproex Sodium, Neurology 38'808-611. June 1969. frequency ofthe seizure disorder are such tat the removal of medication does not pose a serious treat othe patient. discontinuation Of the 4 Wilder BY etl, Twce-Dally Dosing of Valproate with Divalproex Clin Pharmacol Ther 34(4)'S01-504, 1983, ug maybe consered pris o and dung pregnancy athough canna be said ith any confidence that even minor seizures do not pose neveer Can iaes Sra tea trope ERE SH ce inert eran witout n The prescribing physician will wish to weigh these considerations in treating or counseling epileptic women of childbearing potential saul Fererel (UGA) Kawrpronibies espensing without presen 
PRECAUTIONS 
Hepat Dturcion. See BOXED WARNING, CONTRAINOICATIONS AND WARNINGS. 

General Because of report of thrombocytopenia, inhibition ofthe secondary phase of platelet aggregation, and abnormal coagulation ABBOTT parameters, platelet counts and coagulation tests are recommended betore initating therapy and at periodic intervals, I is recommended 
{hat patents receiving DEPAKOTE (divalproex sodium) be monitored for platelet count and coagulation parameters prior to planned surgery. LABORATORIES 
Evdence of hemarrhage, bruising or a esorder of hemostasis/eoagulton isan indication for reduction ofthe dosage or witharaval of NORTH CHICAGO, IL6O064, US.A ra 

Hyperammonemia wth or witout lethargy eoma has been epoted and may be present inthe absence of abnormal er faneton test 
1f clinically significant elevation occurs, DEPAKOTE products should be discontinued. 

Since valproate may interact with concurrently administered antiepileptic drugs, periodic plasma concentration determinations of 
91103905
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