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Epival divalproex sodium 

Prescribing Information 
ACTION: Epival (divalproex sodium) has anticonvulsant properties, and is chemically related to valproic acid. Although its 
mechanism of action has not yet been established, it has been suggested that its activity is related to increased brain levels of 
gamma-ammctiutyric acid (GABA) The effect on the neuronal membrane is unknown. Epival dissociates into valproic acid in the 
gastrointestinal tract. 

Peak serum levels of valproic acid occur in 3 to 4 hours. 
The serum half-life (t i?) of valproic acid is typically in the range of 6 to 16 hours. Half-lives in the lower part of the above range 

are usually found in patients taking other anti-epileptic drugs A slight delay in absorption occurs when the drug is administered 
with meals but this does not affect the total absorption. Valproic acid is rapidly distributed throughout the body and the drug is 
strongly bound (90%) to human plasma proteins. Increases in dose may result in decreases in the extent of protein binding and 
variable changes in valproic acid clearance and elimination. The therapeutic plasma concentration range is believed to be from 50 to 
100 tig/mL Occasional patients may be controlled with serum levels lower or higher than this range. A good correlation has not 
been established between daily dose, serum level and therapeutic effect. 

Elimination of valproic acid and its metabolites occurs principally in the urine, with minor amounts in the feces and expired air 
Very little unmetabolized parent drug is excreted in the urine. The principal metabolite formed in the liver is the glucurontde 
conjugate. See "Metabolism" subsection regarding statement on other metabolites in the urine. 

See WARNINGS section regarding statement on fatal hepatic dysfunction. 

INDICATIONS AND CLINICAL USE: Epival (divalproex sodium) is indicated for use as so!e or adjunctive therapy in the treatment of 
simple or complex absence seizures, including petit mal. Divalproex sodium may also be used adjunctively in patients with multiple 
seizure types which include absence. 

In accordance with the International Classification of Seizures, simple absence is defined as a very brief clouding of the 
sensonum or toss of consciousness (lasting usually 2-15 seconds) accompanied by certain generalized epileptic discharges without 
other detectable clinical signs. Complex absence is the term used when other signs are also present. 

CONTRAINDICATIONS: Epival (divalproex sodium) should not be administered to patients with hepatic disease or significant 
dysfunction, it is contraindicated in patients with known hypersensitivity to the drug. 

WARNINGS: Hepatic failure resulting in fatalities has occurred in patients receiving valproic acid. These incidences usually have 
occurred during the first 6 months of treatment with valproic acid. Serious or fatal hepatotowity may be preceded by non-specific 
symptoms such as loss of seizure control, malaise, weakness, lethargy, anorexia, and vomiting. Patients and parents should be 
instructed to report such symptoms. Because of the non-specific nature of some of the early signs, hepatotoxicity should be 
suspected in patients who become unwell, other than through obvious cause, while taking Epival (divalproex sodium). 

Liver function tests should be performed prior to therapy and at frequent intervals thereafter especially during the first 6 
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 results of careful interim medical history and physical examination. Caution should be observed when 
administering Epival to patients with a prior history of hepatic disease. Clients with various unusual congenital disorders, those 
with severe seizure disorders accompanied by mental retardation, and those with organic brain disease may be at particular risk. 

In high-risk patients, it might also be useful to monitor serum fibrinogen and albumin for decrease in concentrations and serum 
ammonia for increases in concentration. If changes occur, divalproex sodium should be discontinued. Dosage should be titrated to 
and maintained at the lowest dose consistent with optimal seizure control 

The drug should be discontinued immediately in the presence of significant hepatic dysfunction, suspected or apparent. In some 
cases, hepatic dysfunction has progressed in spite of discontinuation of drug. The frequency of adverse effects particularly elevated 
liver enzymes may increase with increasing dose. Therefore, the benefit gained by improved seizure control by increasing the 
dosage must be weighed against the increased incidence of adverse effects sometimes seen at higher dosages. 

Use in Pregnancy.- According to recent reports in the medical literature, valproic acid may produce teratogenicity in the offspring 
of human females receiving the drug during pregnancy The incidence of neural tube defects in the fetus may be increased in 
mothers receiving valproic acid during the first trimester of pregnancy Based upon a single report, it was estimated that the risk 
of valproic acid exposed women having children with spina bifida is approximately 1.2%. This risk is similar to that which applies 
to non-epileptic women who have had children with neural tube defects (anencephaty and spina bifida) Animal studies have 
demonstrated valproic acid induced teratogenicity, and studies tn human females have demonstrated placental transfer of the drug. 

Multiple reports in the clinical literature indicate an association between the use of anti-epileptic drugs and an elevated incidence 
of birth defects in children born to epileptic women taking such medication during pregnancy. The incidence of congenital 
malformations in the general population is regarded to be approximately 2 % , in children of treated epileptic women, this incidence 
may be increased 2 to 3-fold. The increase is largely due to specific defects, eg congenital malformations of the heart, cleft lip 
and/or palate, and neural tube defects Nevertheless, the great majority of mothers receiving anti-epileptic medications deliver 
normal infants. 

Data are more extensive with respect to diphenylhydantoin and ghenobarbital, hut these drugs are also the most commonly 
prescribed anti-epileptics. Some reports indicate a possible similar association with the use of other anti-epileptic drugs, including 
trimethadione, paramethadione. and valproic acid. However, the possibility also exists that other factors, e.g genetic predisposition 
or the epileptic condition itself may contribute to or may be mainly responsible for the higher incidence of birth defects. 

Anti epileptic drugs should not be discontinued in patients to whom the drug is administered to prevent major seizures, because 
of the strong possibility of precipitating status epilepticus with attendant hypoxia and risks to both the mother and the unborn 
child With regard to drugs given for minor seizures, the risks of discontinuing medication prior to or during pregnancy should be 
weighed against the risk of congenital defects in the particular case and with the particular family history. 

Epileptic women of child-bearing age should be encouraged to seek the counsel of their physician and should report the onset of 
pregnancy promptly to him. Where the necessity for continued use of anti-epileptic medication is in doubt, appropriate consultation 
is indicated 

Hursing Mothers-. Valproic acid is excreted in breast milk Concentrations in breast m:lk have been reported to be 1 to 10% of 
serum concentrations As a general rule, nursing should not be undertaken while a patient is receiving Epival (divalproex sodium) 

fertility: Chronic toxicity studies in juvenile and adult rats and dogs demonstrated reduced spermatogenesis and testicular 
atrophy at doses of valproic acid greater than 200 mgAgAlay in rats and 90 mgAg/day in dogs Segment I fertility studies in rats 
have shown that doses up to 350 mg/kgAlay for 60 days have no effect on fertility The effect of Epival (divalproex sodium) and 
valproic acid on the development of the testes and on sperm production and fertiUy in humans is unknown. 

LONG-TERM TOXICITY STUDIES IN RATS AND MICE INDICATED A POTENTIAL CARCINOGENIC RISK 

PRECAUTIONS: Hepatic dysfunction: See CONTRAINDICATIONS and WARNINGS 
General: Because of reports of thrombocytopenia and inhibition of platelet aggregation, platelet counts and bleeding-time 

determination are recommended before instituting therapy and at periodic intervals. It is recommended that patients receiving Epival 
(divalproex sodium) be monitored for platelet count prior to planned surgery. Clinical evidence of hemorrhage, bruising or a disorder 
of hemostasis/coagulation is an indication for reduction of Epival (divalproex sodium) dosage or withdrawal of therapy pending 
investigation 

Hyperammonemia with or without lethargy or coma has been reported and may be present in the absence of abnormal liver 
function tests, if elevation occurs the divalproex sodium should be discontinued 

Because Epival (divalproex sodium) may interact with other anti-epileptic drugs, periodic serum level determinations of 
concurrently administered anti-epileptics are recommended during the early part of therapy. (See Drug Interactions). There have 
been reports of breakthrough seizures occurring with the combination of valproic acid and phenytom. 

Epival (divalproex sodium) is partially eliminated in the urine as a ketone-containmg metabolite which may lead to a false 
interpretation of the urine ketone test. 

There have been reports of altered thyroid function tests associated with valproic acid: the clinical significance of these is 
unknown 

Driving and Hazardous Occupations: Epival (divalproex sodium) may produce CNS depression, especially when combined with 
another CNS depressant, such as alcohol Therefore, patients should be advised not to engage in hazardous occupations, such as 
driving a car or operating dangerous machinery, until it is known that they do not become drowsy from the drug. 

Drug Interactions: Epival (divalproex sodium) may potentiate the CNS depressant action of alcohol. 
There is evidence that valproic acid may cause an increase in serum phenobarbital levels, by impairment of non

renal clearance. This phenomenon can result in severe CNS depression. The combination of valproic acid and 
phenobarbital has also been reported to produce CNS depression without significant elevations of barbiturate or 
valproic acid serum levels. Patients receiving concomitant barbiturate therapy should be closely monitored for 
neurological toxicity. Serum barbiturate drug levels should be obtained, if possible, and the barbiturate dosage 
decreased, if indicated. 

Primidone is metabolized into a barbiturate, and therefore, may also be involved in a similar or identical interaction. 
There is confl icting evidence regarding the interaction of valproic acid with phenytoin (See PRECAUTIONS - General). 

It is not known if there is a change in unbound (free) phenytoin serum levels. The dosage of phenytoin should be 
adjusted as required by the cl inical situation. 

The concomitant use of valproic acid and clonazepam may produce absence status. 
Caution is recommended when divalproex sodium is administered with drugs affecting coagulation, e.g. acetylsalicylic acid and 

warfarin. 

ADVERSE REACTIONS: The most commonly reported adverse reactions are nausea, vomiting and indigestion. Since valproic acid 
has usually been used with other anti-epileptics, it is not possible in most cases to determine whether the adverse reactions 
mentioned in this section are due to valproic acid alone or to the combination of drugs. 

Gastrointestinal: Nausea, vomiting and indigestion are the most commonly reported side effects at the initiation of therapy. 
These effects are usually transient and rarely require therapy. Diarrhea, abdominal cramps and constipation have also been 
reported. Anorexia with some weight loss and increased appetite with some weight gain have also been seen. 

CNS Effects: Sedative effects have been noted in patients receiving valproic acid alone but are found most often in patients on 
combination therapy. Sedation usually disappears upon reduction of other anti-epileptic medication. Ataxia, headache, nystagmus, 
diplopia, asterixis, "spots before the eyes* tremor, dysarthria, dizziness, and incoordination have rarely been noted. Rare cases of 
coma have been reported in patients receiving valproic acid alone or in conjunction with phenobarbital. 

Oermatologic: Transient increases in hair loss have been observed. Skin rash and petechiae have rarely been noted. 
Endocrine: There have been reports of irregular menses and secondary amenorrhea in patients receiving valproic acid. 
Abnormal thyroid function tests have been reported (See PRECAUTIONS). 
Psychiatric: Emotional upset, depression, psychosis, aggression, hyperactivity and behavioural deterioration have been reported. 
Musculoskeletal: Weakness has been reported. 
Hematopoietic: Thrombocytopenia has been reported. Valproic acid inhibits the second phase of platelet aggregation (See 

PRECAUTIONS). This may be reflected in altered bleeding time. Bruising, hematoma formation and frank hemorrhage have been 
reported. Relative lymphocytosis and hypofibrinogenemia have been noted. Leukopenia and eosinophil have also been reported. 
Anemia and bone marrow suppression have been reported. 

Hepatic: Minor elevations of transaminases (e.g. SGOT and SGPT) and LDH are frequent and appear to be dose related. 
Occasionally, laboratory tests also show increases in serum bilirubin and abnormal changes in other liver function tests. These 
results may reflect potentially serious hepatotoxicity (See WARNINGS). 

Metabolic: Hyperammonemia (See PRECAUTIONS). Hyperglycinemia has been reported and associated with a fatal outcome in a 
patient with pre-existing non-ketotic hyperglycinemia. 

Pancreatic: There have been reports of acute pancreatitis occurring in association with therapy with valproic acid. 

SYMPTOMS AND TREATMENT OF OVERDOSAGE: In a reported case of overdosage with valproic acid after ingesting 36 g in 
combination with phenobarbital and phenytoin, the patient presented in deep coma. An EEG recorded diffuse slowing, compatible 
with the state of consciousness. The patient made an uneventful recovery. 

Naloxone has been reported to reverse the CNS depressant effects of valproic acid overdosage. 
Because naloxone could theoretically also reverse the anti-epileptic effects of Epival, it should be used with caution. 
Since Epival tablets are enteric-coated, the benefit of gastric lavage or emesis will vary with the time since ingestion. General 

supportive measures should be applied with particular attention to the prevention of hypovolemia and the maintenance of adequate 
urinary output 

DOSAGE AND ADMINISTRATION: Epival (divalproex sodium) is administered orally. The recommended initial dosage is 15 mg/kgAlay, 
increasing at one week intervals by 5 to 10 mg/kgAlay until seizures are controlled or side effects preclude further increases. 

The maximal recommended dosage is 60 mg/kgAlay. When the total daily dose exceeds 125 mg, it should be given in a divided 
regimen (See Table). 

The frequency of adverse effects (particularly elevated liver enzymes) may increase with increasing dose. Therefore, the benefit 
gained by improving seizure control must be weighed against the increased incidence of adverse effects. 

Table of Init ial Doses by Weight (based on 15 nig/kg/day) 
Weight Total daily Dosage (mg) equivalent to valproic acid 

kg lb dose (mg) Dose 1 Dose 2 Dose 3 

10-24 9 

25-39 9 

40-599 

60-74 9 

75-89.9 

22- 54 9 

55- 87.9 

88-131.9 

132 -164.9 

165 -197.9 

250 

500 

750 

1.000 

1.250 

125 

250 

250 

250 

500 

0 

0 

250 

250 

250 

125 

250 

250 

500 

500 

As the dosage of divalproex sodium is raised, blood levels of phenobarbital andAjr phenytoin may be affected (See PRECAUTIONS). 
Patients who experience GI irritation may benefit from administration of the drug with food or by a progressive increase of the 

dose from an initial low level. The tablets should be swallowed without chewing. 

AVAILABILITY: Epival (divalproex sodium) enteric-coated tablets are available as 
salmon-pink colored tablets of 125 mg; peach- colored tablets of 250 mg; 
lavender-colored tablets of 500 mg. Supplied in bottles of 100 tablets. 

m Epival divalproex sodium 

a better way to a better life 
I PHARMACEUTICAL PRODUCTS DIVISION 

ABBOTT LABORATORIES, LIMITED 
MONTREAL, CANADA H4P1AS 
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Neurodata 
Acquisition System 

4, 8,16, 32 Channels 

®GRASS MODEL 12 for 
EEG, Evoked Potentials, EMG 

The Grass Model 12 Series Neurodata Acquis i t ion System 

is intended to provide the interface between pat ient 

electrodes and d ig i ta l signal processors for mult ichannel 

neurological diagnostic procedures such as EEG, 

Evoked Potent ials, Topographical studies in both the 

c l i n i ca l and research laboratory. The system combines 

Grass t ime-proven features from the Model 8 Series 

Electroencephalographs and the Model 10 Evoked 

Response System. Bu i l t - i n electrode select ion and test , 

manual or t r iggered ca l i b ra t i on , a l l channel control of 

f i l ters and ampl i f i ca t ion are a few of the features of this 

system. Remote control of f i l ters and ampl i f i ca t ion is 

also possible. The system is offered in 4 sizes: 4 , 8 , 

16 and 32 channel models. A l l models mount in 

standard 19" rackmount. 

Combined wi th the Grass S10 Series Stimulators in a 

rack , cab ine t , console or t ab le , a compact mult ichannel 

Evoked Response System can be ta i lored to the desired 

a p p l i c a t i o n . 

• 4 to 32 channels 

• u.V ca l ib ra t ion manual or external ly t r iggered 

• 23 electrode selector 

• Amp l i f i ca t ion and wide range of high and low 
frequency f i l te r settings cont ro l led i nd i v i dua l l y , or 
by A l l Channel Controls or Remotely Programmable 

• Low Frequency Filters (6 dB): 0 . 0 1 , 0 . 1 , 0 . 3 , 1 , 3 , 

10, 30 , 100, 300 Hz 

• High Frequency Filters (6 dB): 20 , 10, 3 , 1 , 0 . 3 , 
0 . 1 , 0 .03 kHz 

• Input impedance: 20 MQ di f ferent ia l 

• CMR: greater than 10,000:1 at 60 Hz 

• No ise : 4 u.V peak to peak, 0.01 to 3 kHz 

• A m p l i f i c a t i o n : 200 to 500,000 

• Electrode Impedance Test 
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Optional Visual, Auditory, and Somatosensory Stimulators also shown 

• A l l Model 12 Ampl i f i e r Assemblies and a l l stimulators 

mount in any standard 19" rack cab ine t . Opt iona l 

Grass stainless 19" rack cabinets and tables avai lab le . 

• Ver t ica l space requirements: 

ampl i f ier assemblies inc luding regulated power supply 

4 channels - 7" 

8 channels - 1 0 - 1 / 2 " 

16 channels - 1 7 - 1 / 2 " 

32 channels - 3 3 - 1 / 4 " 

GRASS INSTRUMENT COMPANY Tel. 617-773-0002 

101 Old Colony Avenue • P.O. Box 516 • Quincy, MA 02169 
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Neuromatic 
2000 

Highly Advanced 
2-Channel NeuroMyograph 

for Clinical EMG and Evoked Response 

1 

c 
' 

.r~J 

1 < " Qjg ^Q £ • • 1 

1 

• • 1 

a c oo 
lOttsf) 

3 i 
lk 

2 
lOu 

S) 2u 
ZOO 
20O 

0 2 Hz 
200 us 

9 . 3 mA 

i 

DISA — world leaders in electromyo
graphics! equipments — has created the 
highly advanced Neuromatic® 2000 for 
handling all electromyography measure
ments occurring in practice, together with 
evoked response examinations. 

* Microprocessor control of all param
eters and functions 

* 10 investigation programs with pre-
selectable settings 

* Patient isolated preamplifiers with 
high sensitivity 

* Impedance test of electrodes 
* 2-channel normalized averager 
* Alpha-numeric display of settings, 

measuring values and calculations on 
built-in video monitor or slave monitor 

* Markers for measurement of ampli
tude, latency and duration 

* Incorporates stimulators for evoked 
response — visual, auditory and so
matosensory 
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DISA ELECTRONICS LTD. 
140 Shorting Road, Scarborough, Ontario, M1S 3S6, Canada 
Phone: (416) 298-2091 -Te lex : 065-25137 
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FOR 
THE 
HEAD 
PAIN 
PUZZLE 

FIORINA! 

Two stat 
for TENSION 
headache 

SANDOZ* 

Complete headache therapy 
Sandoz Canada Inc., Dorval, Quebec H9R 4P5 

Fiorinal contains: ASA/caffeine/butalbital 
Full prescribing information available on 
request. •• 
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ome drugs 
are just too important 
to allow substitution 

Carbamazepine 

The original carbamazepine 
for the treatment of epilepsy. 

Because there is no substitute 
for experience. 
Yours or Ours. 
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GeigyFot 

Mississauga, Ontario 
L5N 2W5 

For brief prescribing information see page ix 
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