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Terminology, Techniques and Scoring System for Sleep
Stages of Human Subjects. UCLA-BIS-DHEW.

For multiple parameter recording of sleep-wake
disorders in the clinical or the research setting, Grass
Polygraphs and EEGs have the reliability and flexibility
required.

For research applications, the Model 78 Polygraph
with a wide selection of interchangeable signal condi-
tioning preamplifiers allows recording several channels
of EEG, EOG, EMG, ENG, temperature, respiration, EKG,
blood gases, etc., with convenience and ease. A wide
range of transducers, recording accessories, plus mul-
tiple chart speeds, including the widely used 10 mm /sec,
provide a complete sleep-wake recording system.

For dual purpose applications where the primary
interest is in clinical EEG and the secondary interest
involves multiple parameter sleep studies, the Model 8
EEG is the instrument of choice.

For dependable long-term studies — rely on Grass,
recording bioelectric activity since 1935.

Write for further information on a system to meet your
polysomnographic recording needs.
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*  Performs simultaneous averaging
of up to four input signals

*  Individually selectable analysis time
for the four input signals

*  Improves the signal-to-noise ratio
by a factor of up to 90

*  Automatic rejection facility for
overloaded input signals

*

Time-transferred plotter function
with high signal resolution

There are 40 years of experience behind the one instrument that allows you total Evoked Potentials
and Electromyographic diagnostic capabilities. By employing a modularized approach to EP/EMG we
are able to offer our customers one equipment package with the widest possible range of EP/EMG
capabilities. The System D1 incorporates stimulator modules for Visual, Auditory and Somato-sensory
Evoked Potentials that are recorded by means of an X-Y recorder incorporated in the drawer.

The DISA 1500 System adjusts to meet new requirements through the use of the appropriate “add-on™
modules. '

DISA has maintained its leading position in the EP/EMG field through the recent introduction of the

above features. . . . )
For further information or a demonstration, please write to:

DISA Electronics Ltd. DISA Electronics

140 Shorting Road 779 Susquehanna Avenue
Scarborough, Ontario in U.S.A. franklin Lakes, N.J.
MIS 3S6 07417

416 298-2091 201 891-9460
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Epileptic therapy doesn’t have to interfere with her life.
Depakene can effectively control seizures, with little risk
of disturbed behaviour or poor performance.

Depakene provides broad-spectrum
seizure control Depakene is considered
adrug of first choice for simple and com-
plex absence seizures!:2 and has been
successfully used in tonic-clonic or
myoclonic seizures with absence com-
ponents.}4

valproic acid

e

brings many

PHARMACEUTICAL PRODUCTS DIVISION
ABBOTT LABORATORIES, LIMITED
MONTREAL, CANADA H4P 1AS

L

No impairment of learning Depakene
has made patients more alert, more
lively and better able to perform daily
tasks.’

Positive effect on behaviour
Depakene, unlike phenobarbital, rarely
affects behaviour, and may actually
improve it.’
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Low incidence of disturbing side
effects Depakene does not cause hir-
sutism, gum hyperplasia or acne, nor has
it been associated with aplastic anemia
or agranulocytopenia.

Minimizes problems of
polypharmacy Depakene is often
effective as single therapy. When other
anticonvulsants are necessary, their
dosage may be reduced.

New dosage convenience A 500-mg
enteric-coated capsule is now available.

akene

ileptic patients closer to normal

Prescribing information on page.. . .
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Depdakene

valproic acid

Brief prescribing information

INDICATIONS AND CLINICAL USE: Depakene (valproic acid) is indicated for use as sole
and adjunctive therap in the treatment of simple and mm%lex absence seizures, including
petit mal. Valproic aug 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 asa
very brief clouding of the sensorium or loss 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: Depakene (valproic acid) 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
Depakene. These incidences usually have occurred during the first six months of treatment
w‘&a Depakene. Serious or fatal hepatotoxicity 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 nonspecific nature
of some of the early signs, hepatotoxiaty should be suspected in patients who become
unwell, other than through obvious causes while taking sodium valproate,
Liver function tests should be performed prior to therapy and at frequent intervals thereafter
espedially 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 results of careful interim medical history and physical examination. Caution should be
observed when administering Depakene to patients with a prior history of hepatic disease.
Patients with various unusual congenital disorders, those with severe seizure disorders
accompanied by mental retardation, and those with organic brain disease may be at

articular risk.

n 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, valproic acid should be discontinued. Dosage should be titrated to and maintained at
the lowesr dose consistent with optimal seizure control.

The drug should be discontinued immediately in the presence of significant hepatic
dysfunchions, 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 increased
seizure control by increasing the dosage must be weighed against the increased incidence of

adverse effects sometimes seen at higher dosages.
USE IN PREGNANCY: The safety of Depakene gvalproic acid) during pregnancy has not
been established, however, animal studies have demonstrated terat eniaty. Therefore, the

physidan should weigh the potential benefits against the possible ris!
counselling women of childbearing age who have epilepsy.

Recent reports indicate an assodiation between the use of anticonvulsant drugs and an
elevated inddence of birth defects in children born to epileptic women taking such medication
during pregnancy. The incidence of con§em'tal malformations in the general population is
regarded to be approximately 2%; in children of treated epileptic women, this incidence ma
beincreased two to three-fold. The increase is largely due to spedific defects, e.g. congenita
malformations of the heart, and cleft lip and/or palate. Nevertheless, the great majonty of
mothers receiving anticonvulsant medications deliver normal infants.

Data are more extensive with respect to diphenylhydantoin and phenobarbital, but these
drugs are also the most commo ¥‘prescri anticonvulsants. Some reports indicate a
possible similar association with the use of other anticonvulsant drugs, includin;
trimethadione and paramethadione. However, the possibility also exists that other factors,
e.g. genetic Fredisposiﬁon or the epileptic condition itself may contribute to or may be mainly
responsible tor the higher incidence of birth defects.

Anticonvulsant drugs should not be discontinued in patients to whom the drug is
administered to prevent major seizures, because of the strong possibility of precipitatin,

status epilepticus with attendant hypoxia and risks to both the mother and the unborn child.
With regard to drugs q‘lven for minor seizures, the risks of discontinuing medication prior to
or during pregnancy should be weighed against the risk of cc ital 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
pgysu:ian and should report the onset of pregnancy promptly to him. Where the necessity for
continued use of antiepileptic medication is in doubt, appropriate consultation might be
indicated.

NURSING MOTHERS: Depakene is secreted in breast milk. Concentrations in breast milk
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 valproic acid.

FERTILITY: Chronic toxicity studies in juvenile and adult rats and dogs demonstrated
reduced spermatogenesis and testicular atrophy at doses greater than200 mg/kg/day in rats
and 90 mg/kg/day in dogs. Segment | fertilit{lstudies in rats have shown that doses uc{: to 350
mg/kg/day for 60'days have no effect on fertility. The effect of Depakene (valproic acid) on the
development of the testes and on sperm production and fertility in humans is unknown.
LONGPTERM TOXICITY STUDIES IN RATS INDICATED A POTENTIAL

CARCINOGENIC RISK.

PRECAUTIONS: HEPATIC DYSFUNCTION: SEE CONTRAINDICATIONS

AND WARNINGS

in treating or

GENERAL: Because of reports of thrombocytopenia and platelet aggregation dysfunction,
platelet counts and bleeding-time determination are recommended before instituting theraé)y
and at periodic intervals. It is recommended that patients receiving Depakene (valproic acid)

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 Depakene
(valproic acid) dosage or withdrawal of therapy pending investigation.

Hyperammonemia with or without lethargy or coma has been retﬁorked and may be present in
the absence of abnormal liver function tests; if elevation occurs, the valproic acid should be
discontinued.

Because Depakene (valproic acid) may interact with other anticonvulsant drugs, Periodic
serum level determinations of such ofher anticonvulsants are recommended during the early
part of therapy (see DRUG INTERACTIONS). There have been reports of breakthrough
seizures occurring with the combination of Depakene and phen{toin.
Depakene (valproic acid) is partially eliminated in the urine as a ketone-containing metabolite
which may lead to a false interpretation of the urine ketone test.

DRIVING AND HAZARDOUS OCCUPATIONS: Valproic acid may produce CNS
depression, espedallg' 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: DEPAKENE (VALPROIC ACID) MAY POTENTIATE THE CNS
DEPRESSANT ACTION OF ALCOHOL.

THERE IS EVIDENCE THAT VALPROIC ACID MAY CAUSE AN INCREASE IN SERUM
PHENOBARBITAL LEVELS, ALTHOUGH THE MECHANISM IS UNKNOWN, 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.
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Primidone is metabolized into a barbiturate, and therefore, may also be involved in a similar
or identical interaction.

THERE IS CONFLICTING EVIDENCE REGARDING THE INTERACTION OF VALPROIC
ACID WITH PHENYTOIN. IT IS NOT KNOWN IF THERE IS A CHANGE IN UNBOUND
(FREE) PHENYTOIN SERUM LEVELS. THE DOSE OF PHENYTOIN SHOULD BE
ADJUSTED AS REQUIRED BY THE CLINICAL SITUATION.

THE CONCOMITANT USE OF VALPROIC ACID AND CLONAZEPAM MAY PRODUCE

ABSENCE STATUS.

Caution is recommended when valproic acid is administered with drugs affecting
coagulation, e.g. acetylsalicylic acid and warfarin (see ADVERSE REAEI'IONS).
ADVERSE REACTIONS: The most commonly reported adverse reactions are nausea,
vomiting and indigestion. Since Depakene (valproic acid) has usually been used with other
anticonvulsants, 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
discontinuation of therapy. Diarrhea, abdominal cramps and constipation have also been
rfpotr:ed. 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 theragy. Sedation usually disappears upon
reduction of other anticonvulsant 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 who were also on
phenobarbital.

DERMATOLOGIC: 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 Depakene.
PSYCHIATRIC: Emotional upset, depression, psychosis, aggression, hyperactivity and
behavioural deterioration have been reported

MUSCULOSKELETAL: Weakness has been reported.

HEMATOPOIETIC: Thrombocytopenia has been gﬁoﬂed. Valproic add inhibits the second
ghase of platelet aggregation (see DRUG INTERACTIONS). This may be reflected in altered

leeding time. Bruising, hematoma formation and frank hemorrhage have been reported.
Relative lymphocytosis and hypofibrinogenemia have been noted. Leukopenia an,
eosinophilia have also been reported.

HEPATIC: Minor elevations of transaminases (e.g. SGOT and SGPT) and LDH are frequent
and aglpear tobe 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 nonketotic
hyperglycinemia.

PANCREATIC: Isolated reports of pancreatitis in association with valproic acid therapy have
been received.

SYMPTOMS AND TREATMENT OF OVERDOSAGE: In a reported case of overdosage with
Depakene (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 dg.)ressant effects of Depakene overdose.
Because naloxone could theoretically also reverse the anticonvulsant effects of Depakene it
should be used with caution.

As valproic acid is absorbed very raglidl , gastric lavage may be of limited value, General
supportive measures should be’applied with particular attention to the prevention of
hypovolemia and the maintenance of adequate urinary output.

DOSAGE AND ADMINISTRATION: Depakene (valproic add) is administered orally. The
recommended initial dose is 15 m%r/ I;F/ day, increasing at one-week intervals by 5 to 1
mg/kg/day until seizures are controlled or side effects preclude further increases.

The maximal recommended dose is 60 mg/kg/day. When the total daily dose exceeds 250 mg,
itis givenin a divided regimen. A 500-mg enteric coated capsule may be substituted for two
250-mg capsules.

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

Table of Initial Doses by Weight (based on 15 mg/kg/day)
Total Dail Number of Capsules or
Weight Dose (m, Teaspoonfuls of Syrup

kg Ib ose 1 Dose 2 Dose

10-24.9 22-549 250 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

As the dosage of valproic acid is raised, blood levels of phenobarbital and/or phenytoin may
be affected (see PRE ONS).

Patients who experience G.1. irritation may benefit from administration of the drug with food
orbya (E:uogresswe increase of the dose from an initial low level. Such é)aﬁems may benefit
from administration of the enteric-coated catgsule. The capsules should be swallowed without
chewing to avoid local irritation of the mouth and throat.

AVAILABILITY: Depakene (va{gaoic acid) is available as oranﬁ[e—coloured, soft-gelatin
cafasules of 250 mg in bottles of 100 capsules (Number 5681; DIN 443840); g):lolz);s ow, oval soft
§37 tin enteric-coated capsules of 500 mg in bottles of 100 capsules (Number D795; DIN

989) and as a red syrup containing the equivalent of 250 mg valproic acid, as the sodium
salt, per 5 mL in bottles of 450 mL (Number 5682; DIN 443832).

Depakene is now available in a 500-mg enteric-coated capsule.
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