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Prescribing Information

ACTION AND CLINICAL PHARMACOLOGY

SIBELIUM* (flunarizine hydrochloride) prevents the deleterlous effects of cellular calcium overload by reducing

excessive transmembrane fluxes of calcium. Flunarizine does not interfere with normal cellular calcium

homeostasis. Flunarizine also has antihistaminic properties.

The effects of flunarizine in the prophylaxis of migraine are most pronounced with regards to the reduction of

the frequency of attacks. The severity of migraine attacks improves to a lesser extent, while littie or no effect

is seen on the duration of migraine episodes.

The pharmacokinetic parameters of orally administered flunarizine are summarized in Table 1.

Flunanzune is well absorbed; peak plasma levels are attained 2 to 4 hours after oral administration in healthy
Plasma ations i dually during chronic administration of 10 mg daily, reaching

a steady state level after 5 to 6 weeks of drug administration. Steady state plasma levels remain constant during

prglonood treatment although there is substantial interindividual variation; plasma levels range between 39 and

115 ng/mL.

In 50 elderly ‘gationts (mean age 61 years), with intermittent claudication, long term (median 6 months)

treatment with flunarizine, 10 mg per day, rllelded fairly constant steady state plasma levels albeit with

considerable interindividual differences. While plasma flunarizine levels were between 50 nE/mL and

100 ng/mL in 46% of patients, individual values ranged from less than 20 ng/mL to 580 ng/mL. Flunarizine

was devoid of cumulative effects as shown by repeated measurements.

As indicated by the large apparent volume of distribution (mean = 43.2 L/kg; range = 26.7 — 799 L/kg) seen

after the oral administration of 30 mg in healthy volunteers, flunarizine is extensively distributed to tissues. Drug

concentrations in tissues, particularly adipose tissue and skeletal muscle, were several times higher than

plasma levels.

Flunarizine is 99.1% bound; 90% is bound to plasma proteins and 9% distributed to blood cells, leaving less

than 1% present as free drug in the plasma water.

Flunarizine is metabolized principally through N-oxidation and aromatic hydroxylation. During a 48 hour period

after a single 30 mg dose, minimal urinary (< 0.2%) and fecal (< 6%) excretion of flunarizine and/or its

nnt;dboli'tes was found. This indicates that the drug and its metabolites are excreted very slowly over a prolonged

period of time.

Flunarizine has a long elimination half-life of about 19 days.

Table I: Pharmacokinetic parameters of flunarizine in healthy volunteers

No.of  Dose Cmax Tmax AUC tV2a Clp tV2p
Doses (mg) (ng/mL) (h) (ng/mL*h) (h) (mL/min) (mean days)
[range]
Single 5 .5 2 24
Dose 10 815 } 2-4 615¢ 28
Studies 20 117.0 1091° 36
30 816 2-6 1169¢ 5 4437 4
[2-8)
Multiple 14 5 18.1°
Dose 14 10 38.8°
Studies 14 15 68.4° 1264° 301.2 [4-19)
57 10 1145 1678° 19

b Plasma concentrations at 2 hours
d Area under curve 0 to 24 hours

a Area under curve 0 to 8 hours
¢ Area under curve 0 to 168 hours

INDICATIONS AND CLINICAL USE

SIBELIUM (flunarizine hydrochloride) is indicated in the prophylaxis of classic and common migraine

Flunarizine is not indicated in the treatment of acute migraine attacks

CONTRAINDICATIONS

SIBELIUM (flunarizine hy ide) is contrai d in patients with known hypersensitivity to the drug.
Flunarizine is contraindicated in patients with a history of depression or pre-existing extrapyramidal disorders.
PRECAUTIONS

Since sedation and/or drowsiness occur in some patients during treatment with SIBELIUM (flunarizine
hydrochloride) (see ADVERSE REACTIONS), patients should be cautioned against activities which require
alertness or rapid, precise responses (e.g. operating machinery or a motor vehicle) until the response to the
drug has been determined.

Use in Pregnancy

To date, there are no data to support the use of flunarizine during pregnancy. It should therefore not be

administered to pregnant women unless the benefits gh the risks.
Use Durlnr Lactation
Studies in lactating dogs have shown that flunarizine is excreted in milk. The concentration of flunarizine in

milk is much greater than that in plasma. Breast feeding should therefore be discouraged in women
taking flunarizine

Use in the Elderly

tend to be reversible following discontinuation of flunarizine treatment. Itis recommended that patients on
flunarizine therapy bejollowgd closely so that extrapyramidal symptoms may be detected early and if
Y. #

Use in Depressive Patients

Clinical studies indicate that flunarizine can, even atr

younger patients (see CONTRAINDICATIONS).

Endocrine Effects

Galactorrhea has been reported in a few female patients, some of whom were also on oral contraceptives,

within the first two months of flunarizine treatment. Discontinuation of flunarizine therapy resolved the

galactorrhea in most cases. Flunarizine therapy caused a mild but significant elevation of serum prolactin levels

while GH, LH, FSH and TSH levels did not show significant variation. Two cases of menstrual irregularities have

been reported

Drug Interactions

Evidence from therapeutic trials in epileptic patients indicates that whereas flunarizine does not affect the

kinetics of phenytoin, carbamazepine and valproic acid, it does decrease the plasma levels of mephenytoin.

urthermore, steady state levels of flunarizine are reduced by coadministration of two or more anticonvulsants.

This is considered to be a result of enh d first pass ism of flunarizine as a consequence of liver

enzyme induction by the anticonvulsant medications.

In other studies, flunarizine was shown not to affect the anticoagulant effect of warfarin sodium or the
ypoglycemic effect of glib ide and insulin.

Use in Patients with Impaired Hepatic Function

Flunarizine is metabolised by the liver, care should be

with compromised liver function.

ADVERSE REACTIONS

In clinical trials with SIBELIUM (flunarizine hydrochloride) migraine patients, drowsiness (also described as

sedation or fatigue) as well as weight gain (and/or increased appetite occurred fairly frequenity, in the order

of 20 and 15%), respectively. Of 840 migraine patients, 23 (2. %? and 9 (1.1%) required withdrawal from

flunarizine therapy due to drowsiness and weight gain, respectively

The most serious side effect encountered in migraineurs during clinical trials was depression. Of 840 migraine

pauents 11 3%) were wnmdrawn due to depression. International post-marketing experience suggests that

ts betwee a&e\vnm a personal or familial history of depression are particularly at risk

(see CONTRAINDICATIONS and PRECAUTIONS).

Clinical experience in other indications and epidemiologic surveys suggest that extrapyramidal symptoms may

develop during flunarizine therapy. Elderly patients are particularly at risk (see CONTRAINDICATIONS and

PRECAUTIONS).

Other side effects encountered in clinical trials for migraine prophylaxis i the ing

Gastrointestinal: Heartburn, nausea, emesis, gastralgia,

Central Nervous System:  Insomnia and sleep change, anxiety, dizziness/vertigo;

Miscellaneous: ry mouth, asthenia, muscle aches, skin rash

SYMPTOMS AND TREATMENT OF OVERDOSE

There has been no experience to date with overdosage of SIBELIUM (flunarizine hydrochloride). Based on the

pharmacological properties of the drug, sedation and asthena may be expected to occur. Treatment should

consist of induction of emesis or gastric lavage and supportive measures.

DOSAGE AND ADMINISTRATION

The usual adult dosage of SIBELIUM (flunarizine hydrochloride) 10 mg per day administered in the evening.

Patients who experience side effects may be maintained on 5 mg HS.

d doses, pr pression mostly in

when flunarizine is given to patients

Duration of Therapy

Clinical experience indicates that the onset of effect of flunarizine is gradual and maximum benefits may not

be seen before the patlenl has completed several weeks of tr erapy th should

not be di d for lack of resp before an ad time period has elapsed .. 6-8 weeks

DOSAGE FORMS

Composition: Each red and grey capsule contains 5 mg flunarizine (as hydrochloride).

Availability: SIBELIUM flunarizine hydrochloride capsules are available in blister packages
of 60 capsules.

Storage: SIBELIUM capsules 5 mg should be stored at or below 25°C, protected from

lightand moisture.

Product monograph available on request
REFERENCES
1. Sibelium product monograph. 2. Todd PA and Benfield P. Flunarizine. A reappraisal of its pharmacological
properties and therapeutic use in neurological disorders. 1989; 38 (4): 481-99. 3. Louis P. A double-
blind placebo-controlled prophylactic study of flunarizine (Sibelium) in migraine. Headache 1981; 21 (6):
235-9. 4. Amery WK et al. Flunarizine, a calcium entry blocker in migraine prophylaxis. Headache 1985, 25
5): 249-54. 5. Amery WK. Flunarizine, a calcium channel blocker: a new prophylactic | dtug in migraine.

1983; 23: 70-4. 6. Lucking CH et al. Flunarizine vs. propranolol in the prophylaxis of migraine: two
double-blind comparative studies in more than 400 patients. Cephalalgia 1988; 8 (suppl 8) : 21-6. 7. Vanhoutte
PM. The expert committee of the World Health Orqamzatlon on classification of calcium antagonists: the

The efficacy of flunarizine in the prophylaxis of migraine has not been established in elderly subj
Use in Children
The efficacy of flunarizine in the prophylaxis of migraine has not been established in patients younger than

18 years of age

Use in Patients with Parkinson’s Disease

Flunarizine is contraindicated in patients with pre-existing Parkinson's disease or other extrapyramidal
disorders (see CONTRAINDICATIONS). Clinical studies indicate that prolonged flunarizine treatment, even at
recommended doses, can produce motor disturbances in elderly subjects who did not show previous
neurological deficits. The clinical symptoms resemble Parkinson's disease however, they do not improve with
antiparkinson medication. Experience to date suggests that in most instances the extrapyramidal symptoms

e ot me raporteur AmJ Cardiol 1987, 59: 3A-8A. 8. Centonze V et al. Efficacy and tolerability of
fi i ine. Cephalalgia 1985; 2:163-8. 9. Martinez-Lage JM. Flunarizine
Sibelium) i |n me ;)rophylaxls olrn aine. An open, long-term, multicenter trial. Proc 3rd Inter Headache

ptember, 1987. 10. Sorensen PS et al. A placebo-controlled, double-blind, cross-over trial of flunarizine in
common migraine. Cephalalgia 1986; 6: 7-14.
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Parkinson's syndrome is an insidious As initial, or adjunctive therapy,

assault on the lifestyles of more than 58,000 Symmetrel® for Parkinson's syndrome offers:
Canadians. o .
o _ . e few significant side effects, even after
~ For these individuals, daily, routine long-term use.!
habltfs like kno“".}ﬁ a tle.kor pinning the hair, * noticeable benefits within 24 hours of
Symmetrel® can help many of these * easy usage with levodopa and
patients gain a better hold on their daily lives, anticholinergics.'
and helps you to control the syndrome. ¢ simple dosage regimen; simple titration.

can help in ParkKinson’s Disease

Du Pont Pharmaceuticals Aall ] T

o For brief prescribing Mississauge, Crene @ |

ave o8 information see page xxiii Ry o
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A level of support
you have learned to expect
from Nicolet.

For more than fifteen years, Nicolet has dedicated significant
resources to assure that you receive the value you expect from
the innovative technology our products provide. Professional
installation, in-service and formal training programs have
always been available at Nicolet. When repairs are necessary,
a highly skilled field service team is only a phone call away.
At Nicolet, “Service after the Sale” is not just a slogan, but a
commitment you can count on. Now, Nicolet is moving for-
ward with yet another program to provide even more support
— and more value with your purchase.

Announcing . . .
the Professional Applications
Support Program

A new Applications Department has been established. Ten
professionals with more than 100 years of combined clinical
and research experience are now available to assist with your
applications needs. Applications managers have been
assigned to support Evoked Potential, Electromyography,
Topographic Mapping, Sleep Analysis and Auditory
products. Another group of professionals will focus on
applications research, identifying new and improved
applications opportunities to insure that our products will
continue to define the state of the art in applications
technology.

Our applications team will also be providing more
programs to improve your ability to get even more value from
your Nicolet investment. Applications seminars, demonstra-
tions, and training assistance will be provided. They will
assist our technical writing staff to assure your user manuals
are clear, concise and easy to understand. You will receive
periodic Applications Notes presenting new procedures and

other helpful hints in the operation of your Nicolet system.
And, by maintaining an ongoing dialog with you and your
staff, they will assure that your opinions and ideas are
reflected in new and improved products.

Our applications professionals are available by
telephone to answer questions or to hear your ideas and sug-
gestions concerning the use of your Nicolet instrument. For
assistance, call the Nicolet Technical Information Center
(TIC) by dialing 1-608-271-3333. Applications questions will
be referred to the appropriate applications manager identified
below.

Bob Lasky
Director of Applications Support & Applications Research

Mike Vivion
Intraoperative Monitoring Applications Manager
Pathfinder, C-Series, Viking

Steve Kellner
Electromyography Applications Manager
Viking Series

Anne Gergen
Auditory Products Applications Manager
Aurora®, Nystare, Audit "V, Compact Auditory

Fred Mount
Evoked Potentials & Mapping Applications Manager
Compact Series, Pathfinder, BEAM,® Brainlab®

Pat Zander
Sleep Analysis Applications Manager
Sleep/Wake™ Analyzer

Nicolet

INSTRUMENTS OF DISCOVERY

1 - 1200 Aerowood Drive, Mississauga, Ontario L4W 287
Telephone (416) 625-8302 Fax (416) 625-3670
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PARIODELE Because quality of life is the issue

(bromocriptine mesylate)

ACTIONS Parlodel (bromocriptine mesylate) is a dopamino-
mimetic ergot derivate with D type dopamine receptor agonist
activity, and has also D, dopamine receptor antagonist
properties. The dopaminomimetic activity of bromocriptine
in the striatum is considered responsible for the cfinical
benefits seen in selected patients with Parkinson's disease,
when low doses of the drug are gradually added to levodopa
therapy in patients on long-term treatment who develop late
side effects of levodopa or no fonger respond to the medi-
cation. Excessive dopaminomimetic drive may, however,
provoke psychotic and other adverse reactions.

The extreme variability in G.1. tract absorption and the
extensive and individually variable first-pass metabolism are
responsible for the broad variability in plasma concentra-
tions of bromocripting and, in part, for the variability in
dose response.

INDICATIONS® Parkinson's Disease: Parlodel (bromocriptine
mesylate) has been found to be clinically useful as an adjunct
to levodopa (usually with a decarboxylase inhibitor), in the
symptomatic management of selected patients with Parkin-
son's disease who experience prominent dyskinesia or wea-
ring off reactions on long-term levodopa therapy.

Patients on long-term treatment who are beginning to
deteriorate on levodopa therapy may be controlled by redu-
cing the dose of levodopa and adjusting the frequency and
schedule of drug administration. Patients maintained on
optimal dosages of levodopa who still experience prominent
dyskinesia and/or end-of-dose failure may benefit from the
concomitant use of Parlodel, by decreasing the occurrence
and/or severity of these manifestations. Since rapid escala-
tion of bromocriptine doses causes severe adverse reac-
tions, it is recommended to combine a slow increase of Par-
lodel, usually with a concomitant, gradual and limited
reduction of levodopa dosage. Continued efficacy of bromo-
criptine for more than two years has not been established
and there is some evidence that its efficacy tends to wane.
Evidence available indicates that there is no consistent

benefit from bromocriptine in patients who have not respond-

ed previously to levodopa, and studies have shown signifi-
cantly more adverse reactions in bromocriptine-treated
patients than in patients treated with levodopa. Parlodel is
not recommended in the treatment of newly diagnosed
patients or as the sole medication in Parkinson’s disease.

CONTRAINDICATIONS Other than sensitivity to ergot alkaloids,
no absolute contraindications to treatment with Parlodel
(bromocriptine mesylate) are known. For procedure during
pregnancy see “Use in Pregnancy” under Precautions.

WARNINGS Long-term treatment (6-36 months) with Parlodel
in doses of 20 to 100 mg/day has been associated with pul-
monary infiltrates, pleural effusion and thickening of the
pleura in a few patients. Where Parlodel was discontinued,
these changes slowly reverted to normal.

PRECAUTIONS Parlodel (bromocriptine mesylate) may cause
hypotension, primarily postural; periodic monitoring of the
blood pressure, particularly during the first days of therapy,
is advisable. In some patients dizziness (vertigo) may occur
with Parlodel; patients should therefore be cautioned against
activities requiring rapid and precise responses, such as
driving an automobite or operating dangerous machinery,
until their response has been determined.

Care should be exercised when administering Parlode!
concomitantly with phenothiazines or antihypertensive
agents. Due to drug interaction at the receptor site, dosage
should be adjusted accordingly.

Alcohol should be avoided during treatment with Parlodel. In
some patients, the concomitant use of Partodel and alcohol
has given rise to alcohol intolerance and an increase in the
severity and incidence of Parlodel's possible adverse
reactions.

Parlodel should always be taken with food. In cases

where severe adverse effects, such as nausea, vomiting,
vertigo or headaches are severe or persisting, the therapeutic
dosage of Parlodel should be reduced to half of one tablet
daily (1.25 mg) and increased gradually to that recommen-
ded. The dopamine antagonist domperidone may be useful
in the control of severe gastrointestinal side effects in
parkinsonian patients receiving Parlodel (see Drug
Interactions).

As with all medication, Parlodel should be kept safely out
of the reach of children.

Use in Pregnancy: If the patient wishes to become pregnant,
Parlodel (bromocriptine mesylate) should be stopped as
soon as possible after conception is suspected. In this event
immunological confirmation should be done immediately.
When pregnancy is confirmed, Parlode!, like all other drugs,
should be discontinued unless, in the opinion of the treating
physician, the possible benefit to the patient outweighs the
potential risk to the fetus.

In human studies with Parlodel (reviewed by Turkalj, 1.),
there were 1410 reported pregnancies, which yielded 1236
live and 5 stillborn infants from women who took Partodel
(bromocriptine mesylate) during early pregnancy. Among the
1241 infants, 43 cases (31 minor and 12 major) of congenital
anomalies were reported. The incidence (3.46%) and type of
congenital malformations and the incidence of spontaneous
abortions {11.13%) in this group of pregnancies does not
exceed that generally reported for such occurrences in the
population at large.

Use in Parkinson’s Disease: Use of Parlode! (bromocriptine
mesylate), particularly in high doses, may be associated
with mental confusion and mental disturbances. Since
patients with Parkinson's disease may manifest varying
degrees of dementia, caution should be exercised when
treating such patients with Parlodel.

Parlodel administered alone or concomitantly with levodopa

‘may cause visual or auditory hallucinations. These usually

resolve with dosage reduction, but discontinuation of Parlodel
may be required in some cases. Rarely, after high doses,
hallucinations have persisted tor several weeks following
discontinuation of Parlodel. Caution should be exercised
when administering Parlodel o patients with a history of
myocardial infarction, particularly if they have a residual
atrial, nodal or ventricular arrhythmia.

Symptomatic hypotension can occur and, therefore, caution
should be exercised when administering Parlodel, particularly
in patients receiving antihypertensive medication. Periodic
evaluation of hepatic, hematopoietic, cardiovascular and
renal function is recommended.

Drug interactions: The concomitant use of erythromycin
may increase bromocriptine plasma levels.

Domperidone, a dopamine antagonist, may cause increases
in serum prolactin. In so doing, domperidone may antagonise
the therapeutically relevant prolactin fowering effect of Par-
lodel. It is possible that the antitumorigenic effect of Parlo-
del in patients with prolactinomas may be partially blocked
by domperidone administration.

ADVERSE REACTIONS The most frequently observed adverse
reactions are nausea, vomiting, headache and gastrointestinal
side effects such as abdominal pain, diarrhea and consti-
pation. All these effects may be minimized or even prevented
by giving small initial doses of bromocriptine and by taking
it with food.

Postural hypotension which can, on rare occasions, lead
to fainting and “shock-like" syndromes has been reported in
sensitive patients. This is most likely to occur during the
first few days of Partodel treatment.

When bromocriptine is added to levodopa therapy, the
incidence of adverse reactions may increase. The most
comman newly appearing adverse reactions in combination
therapy were: nausea, abnormal involuntary movements,

(xix)
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hallucinations, confusion, “on-off” phenomenon, dizziness,
drowsiness, faintness, fainting, vomiting, asthenia, abdominal
discomtort, visual disturbance, ataxia, insomnia, depression,
hypotension, shortness of breath, constipation and vertigo.

Less common adverse reactions include anorexia,
anxiety, blepharospasm, dry mouth, dysphagia, edema of
the feet and ankles, erythromelalgia, epileptiform seizures,
fatigue, headache, lethargia, mottling of skin, nasal stuffi-
ness, nervousness, nightmares, parethesia, skin rash, uri-
nary frequency, urinary incontinence, urinary retention and
rarely signs or symptoms of ergotism such as tingling of
fingers, cold feet, numbness, muscle cramps of feet and
legs or exacerbation of Raynaud's syndrome.

Abnormalities in laboratory tests may include elevation of
blood urea nitrogen, SGOT, SGPT, GGPT, CPK, alkaline phos-
phatase and uric acid, which are usually transient and not
of clinical significance.

The occurrence of adverse reactions may be lessened by
temporarily reducing dosage to one-half tablet two or three
times daily.

SYMPTOMS AND TREATMENT OF OVERDOSE There have
been several reports of acute overdosage with Parlodel (bro-
mocriptine mesylate) in children and adults. No life threate-
ning reactions have occurred. Symptoms reported included
nausea, vomiting, dizziness, drowsiness, hypotension,
sweating and hallucinations. Management is largely sympto-
matic; the cardiovascular system should be monitored.
Metoctopramide can be used to antagonize the emesis and
hallucinations in patients who have taken high doses.

DOSAGE AND ADMINISTRATION Parlodel (bromocriptine
mesylate) should always be taken with food.

Although Partodel (bromocriptine mesytate) has been found
chnically useful in decreasing the severity and frequency of
“on-oft” fluctuations of late levodopa therapy, the decision
to use bromocriptine as adjunctive treatment and the selection
of dosage must be individualized in each case. A low dose
is recommended. The initial dose of Partodel is one half of a
2.5 mg tablet (1.25 mg) at bedtime with food to establish
initial tolerance. Thereafter, the recommended dosage is
2.5 mg daily in two divided doses, with meals, (half a 2.5 mg
tablet twice daily). The dosage may be increased very
gradually, if necessary, by adding an additional 2.5 mg per
day, once every 2 to 4 weeks, to be taken always in divided
doses with meals. Increments should usually not exceed
2.5 mg. Clinical assessments are recommended at two week
intervals or less during dosage titration, 1o ensure that the
lowest effective dosage is not exceeded. The usual dosage
range is from a few milligrams to 40 mg daily in two or three
divided doses with meals. The median dose varies with the
experience of individual investigators, but can be around
10 mg daily or higher. During initial titration it is recommended
that the dosage of levodopa should be maintained, if possible.
Subsequently, it might be desirable to combine a slow
increase of bromocriptine with a concomitant, limited and
gradual reduction of levodopa.

AVAILABILITY

TABLETS each containing 2.5 mg bromocriptine, as mesylate,
available in bottles of 100.

CAPSULES each containing 5 mg bromocriptine, as mesylate,
available in bottles of 100.

* For information on other approved indications, please

consult the Parlodel product monograph, available to
physicians and pharmacists on request.

.5.SANDOZ

Sandoz Canada Inc.
. Box
Dorval, Quebec HIR 4PS

See ifc
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FULL PRESCRIBING INFORMATION

DILANTIN*®

{extended phenytoln sodium capsules USP)

THERAPEUTIC CLASSIFICATION
ANTICONVULSANT

INDICATIONS AND USAGE

Dilantin (phenytoin sodium) is indicated for the control of generalized tonic-
clonic and psychomotor (grand mal and temporal lobe) seizures and
prevention and treatment of seizures occurring during or following
neurosurgery. Phenytoin serum leve! determinations may be necessary for
optimal dosage adjustments (see Dosage and Administration).

CONTRAINDICATIONS

Dilantin (phenytoin sodium) is contraindicated in those patients who are
hypersensitive to phenytoin or other hydantoins.

WARNINGS

Abrupt withdrawal of Dilantin (phenytoin sodium) in epileptic patients may
precipitate status epilepticus. When, in the judgement of the clinician, the need
for dosage reduction, discontinuation, or substitution of alternative
antiepileptic medication arises, this should be done gradually. However, in the
event of an allergic or hypersensitivity reaction, rapid substitution of alternative
therapy may be necessary. In this case, alternative therapy should be an
antiepileptic drug not belonging to the hydantoin chemical class.

There have been a number of reports suggesting a relationship between
phenytoin and the development of lymphadenopathy (local or generalized)
including benign lymph node hyperplasia, pseudolymphoma, lymphoma, and
Hodgkin's Disease. Although a cause and effect relationship has not been
established, the occurrence of fymphadenopathy indicates the need to
differentiate such a condition from other types of ymph node pathology.
Lymph node involvement may occur with or without symptoms and signs
resembling serum sickness, e.9. fever, rash and fiver involvement.

in 2l cases of lymphadenopathy, foliow-up observation for an extended
period is indicated and every etfort should be made to achieve seizure control
using alternative antiepileptic drugs.

Acute alcaholic intake may increase phenytoin serum levels while chronic
alcoholic use may decrease serum levels,

Usage In Pregnancy

A number of reports suggests an association between the use of antiepileptic
drugs by women with epilepsy and a higher incidence of birth defects in
children born to these women. Data are more extensive with respect to
phenytoin and phenobarbital, but these are also the most commonly
prescribed antiepileptic drugs; less systematic or anecdotal reports suggest
a possible similar association with the use of all known antiepileptic drugs.

The reports suggesting a higher incidence of birth defects in children of
drug-treated epileptic women cannot be regarded as adequate to prove a
definite cause and effect relationship. There are intrinsic methodologic
problems in obtaining adequate data on drug teratogenicity in humans;
genetic factors or the epileptic condition itse!f may be more important than
drug therapy in leading to birth defects. The great majority of mothers on
antiepileptic medication deliver normal infants. It is important to note that
antiepileptic drugs should not be 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. 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. The
prescribing physician wifl wish to weigh these considerations in treating or
counseling epileptic women of childbearing potential.

In addition to the reports of the increased incidence of congenital
malformations, such as cleft lip/palate and heart malformations in children of
women receiving phenytoin and other antiepileptic drugs, there have more
recently been reports of a fetal hydantoin syndrome. This consists of prenatal
growth deficiency, microcephaly and mental deficiency in children born to
mothers who have received phenytoin, barbiturates, alcohal, or trimethadione.
However, these features are all interrelated and are frequently associated with
intrauterine growth retardation from other causes.

There have been isolated reports of malignancies, including neuroblastoma,
in children whose mothers received phenytoin during pregnancy.

An increase in seizure frequency during pregnancy occurs in a high
proportion of patients, because of altered phenytoin absorption or
metabolism. Periodic measurement of serum phenytoin levels is particularty
valuable in the management of a pregnant epileptic patient as a guide to an
appropriate adjustment of dosage. However, postpartum restoration of the
original dosage will probably be indicated.

Neonatal coagulation defects have been reported within the first 24 hours
in babies born to epileptic mothers receiving phenobarbital and/or phenytoin.
Vitamin K has been shown to prevent or correct this defect and has been
recommended {0 be given to the mother before delivery and to the neonate
after birth.

PRECAUTIONS

General

The liver is the chief site of biotransformation of Dilantin (phenytoin sodium};
patients with impaired liver function, elderly patients, or those
who are gravely ill may show early signs of toxicity.

A small percentage of individuals who have been treated with phenytoin
have been shown 1o metabolize the drug slowty. Slow metabolism may be due
to limited enzyme availability and lack of induction; it appears to be genetically
determined.

PI in should be di it a skin rash appears (see “Warnings”
section regarding drug discontinuation). If the rash is exfoliative, purpuric, or
bullous or if lupus erythematosus or Stevens-Johnson syndrome is
suspected, use of this drug should not be resumed and alternative therapy
should be considered (see Adverse Reactions). If the rash is of a milder type
(measles-like or scarlatiniform), therapy may be resumed after the rash has
completely disappeared. It the rash recurs upan reinstitution of therapy, further
phenytoin medication is contraindicated.

ety
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Hyperglycemia, resulting from the drug’s inhibitory effects on insufin
release, has been reported. Phenytoin may also raise the serum glucose level
in diabetic patients.

Osteomalacia has been associated with phenytoin therapy and is considered
to be due to phenytoin's interference with Vitamin D metabolism.

Phenytoin is not indicated for seizures due to hypoglycemic or other
metabolic causes. Appropriate diagnostic procedures should be performed
asindicated.

Phenytoin is not effective for absence (petit mal) seizures. If tonic-clonic
(grand mal) and absence (petit mal) seizures are present, combined drug
therapy is needed.

Serum levels of phenytoin sustained above the aptimal range may produce
confusional states referred to as ‘delirium”, “psychosis”, or “encephalopathy”,
or rarely, i ible cerebetlar dystunction. Accordingly, at the first sign of
acute toxicity, plasma level determinations are recommended. Dose reduction
of phenytoin therapy is indicated if plasma levels are excesstve; if symptoms
persist, termination is recommended (see Warnings).

Information for Patients

Patients taking phenytoin should be advised of the importance of adhering

strictly to the prescribed dosage regimen, and of informing the physician of

any clinicat condition in which it is not possible to take the drug arally as
prescribed, e.g. surgery, etc.

Patients should also be cautioned on the use of other drugs or alcoholic
beverages without first seeking the physician’s advice.

Patients shoutd be instructed to call their physician if skin rash develops.

The importance of good dental hygiene should be stressed in order to
minimize the development of gingival hyperplasia and its complications.

Do not use capsules which are discoloured.

Tosts

Phenytoin serum level determinations may be necessary to achieve optimal

dosage adjustments.

Drug Interactions

There are many drugs which may increase or decrease phenytoin levels or

which phenytoin may affect. The most commonly occurring drug interactions

are listed below:

1. Drugs which may increase phenytoin serum levels include:
chloramphenicol, dicumarol, disulfiram, tolbutamide, isoniazid,
phenylbutazone, acute alcohol intake, salicylates, chlordiazepoxide,
phenothiazines, diazepam, estrogens, ethosuximide, halothane,
methylphenidate, sulfonamides, cimetidine, trazodone.

. Drugs which may decrease phenytoin levels include: carbamazepine,
chronic alcohol abuse, reserpine. ingestion times of phenytoin and antacid
preparations containing calcium should be staggered in patients with low
serum phenytoin levels to prevent absorption problems.

3. Orugs which may either increase or decrease phenytoin serum levels
include: phenobarbital, valproic acid, and sodium vatproate. Similarly, the
effect of phenytoin on phenobarbital, valproic acid and sodium valproate
serum levels is unpredictable.

. Afthough not a true drug interaction, tricyclic antidepressants may
precipitate seizures in susceptible patients and phenytoin dosage may
need to be adjusted.

. Drugs whose efficacy is impaired by phenytoin include: corticosteroids,
coumarin anticoagulants, oral contraceptives, quinidine, vitamin D,
digitoxin, rifampin, doxycycline, estrogens, furosemide.

Serum ieve) determinations are especialy helpful when possible drug

interactions are suspected.

Drug/Laboratory Test Interactions

Phenytoin may cause decreased serum levels of protein-bound iodine (PBI). It

may also produce lower than normal values for dexamethasone or metyrapone

tests. Phenytoin may cause increased seurm levels of glucose, alkaline
phosphatase, and gamma glutamy! transpeptidase (GGT).

Nursing Mothers

Infant breast-feeding is not recommended for women taking this drug because

phenytoin appears to be secreted in low concentrations in human milk.

Pregnancy

See WARNINGS section.

Carcinogenesis

See WARNINGS section.

ADVERSE REACTIONS
Central Nervous System:
The most common manifestations encountered with Dilantin (phenytoin
sodium) therapy are referable to this system and are usually dose-related.
These include nystagmus, ataxia, sturred speech, decreased coordination and
mental confusion. Dizziness, insomnia, transient nervousness, motor
twitchings, and headaches have also been observed. There have also been
rare reports of phenytoin induced dyskinesias, including chorea, dystoni
tremor and asterixis, similar to those induced by phenothiazine and other
neuroleptic drugs.

A predominantly sensory peripheral polyneuropathy has been observed in
patients receiving long-term phenytoin therapy.
Gastrolntestinal System:
Nausea, vomiting, and constipation.
Integumentary System:
Dermatological manifestations sometimes accompanied by fever have
included scartatiniform or morbilliform rashes. A morbillitorm rash (measles-
like) is the most common; other types of dermatitis are seen more rarely. Other
more serious forms which may be fatal have included bullous, exfoliative or
purpuric dermatitis, lupus erythematosus, and Stevens-Johnson syndrome
{see Precautions).
HRemopoletic System:
Hemopoietic complications, some fatal, have occasionally been reportedin
association with administration of phenytoin. These have included
thrombocytopenia, leukopenia, g ytopenia, agranulocytosis, and
pancytopenia with or without bone marrow suppression. While macrocytosis
and megaloblastic anemia have occurred, these conditions usually respond
to folic acid therapy. Lymphadenopathy including benign lymph node
hyperplasia, pseudolymphoma, lymphoma, and Hodgkin's Disease have been
reported (see Warnings).
Connective Tissue System:
Coarsening of the facial features, enlargement of the ips, gingival hyperplasia,
hypertrichosis and Peyronie's Disease.
Other:
Systemic lupus erythematosus, periarteritis nodosa, toxic hepatitis, liver
damage, and immunoglobulin abnormatities may occur.
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OVERDOSAGE

The lethal dose of Ditantin (phenytoin sodium) in children is not known. The
letha! dose in adults is estimated to be 2 to 5 grams. The initiat symptoms are
nystagmus, ataxia, and dysarthria. Other signs are tremor, hyperflexia,
lethargy, slurred speech, nausea, vomiting. The patient may become
comatose and hypotensive. Death is due to respiratory and circutatory
depression.

There are marked variations among individuals with respect to phenytoin
plasma levels where toxicity may occur. Nystagmus, on lateral gaze, usually
appears at 20 meg/mL, ataxia at 30 meg/ml, dysarthria and lethargy appear
when the plasma concentration is over 40 mcg/mL, but as high a
concentration as 50 meg/mL has been reported without evidence of taxicity.
As much as 25 times the therapeutic dose has been taken to result in a serum
concentration over 100 mcg/mL with complete recovery.

Treatment
Treatment is nonspecific since thera is no known antidote.

The adequacy of the respiratory and circulatory systems should be carefully
observed and appropriate supportive measures employed. Hemodialysis can
be considered since phenytoin is not completely bound to plasma proteins.
Total exchange transfusion has been used in the treatment of severe
intoxication in children.

In agute overdosage the possibility of other CNS depressants, including
alcohot, should be borne in mind.

DOSAGE AND ADMINISTRATION

Serum concentrations should be monitored when switching a patient from the
sodium salt to the free acid form.

Dilantin Capsules, Dilantin Parenteral, and Dilantin with Phenobarbital are
formulated with the sodium salt of phenytoin, The free acid form of phenytoin
is used in Ditantin-30 Pediatric and Dilantin-125 Suspensions and Dilantin
Infatabs. Because there is approximately an 896 increase in drug content with
the free acid form than the sodium salt, dosage adjustments and serum level
monitoring may be necessary when switching from a product formulated with
the free acid to a product formulated with the sodium salt and vice versa.
General
Dosage should be individualized tq provide maximum benefit. In some cases,
serum blood level determinations may be necessary for optimal dosage
adjustments — the clinically effective serum levetis usually 10 - 20 meg/mL.
Serum blood level determinations are especially heipfut when possible drug
Interactions are suspected. With recommended dosage, a period of seven to
ten days may be required to achieve therapeutic blood levels with Dilantin.
Adult Dose:

Patients who have received no previous treatment may be started an ong
100 mg extended phenytoin sodium capsule three times daily, and the dose
then adjusted to suit individual requirements. For most adutts, the satisfactory
maintenance dosage will be three to four capsutes (300-400 mg) daily. An
increase to six capsules daily may be made, if necessary.

Pediatric Dose:

Initialty, 5 mg/kg/day in two or three equatly divided doses, with subsegquent
dosage individualized to amaximum of 300 mg daily. A recommended daily
maintenance dosage is usually 4 to 8 mg/kg. Children over 6 years old may
require the minimum adult dose (300 mg/day). Pediatric dosage forms
available include a 30 mg extended phenytoin sodium capsule, a S0 mg
palatably flavoured Infatab, or an oral suspension form containing 30 mg of
Dilantinineach S mL.

Atternative Dose:

Once-a-day dosage for adults with 300 mg of extended phenytoin sodium
capsules may be considered if seizure contro! is established with divided doses
of three 100 mg capsules daily. Studies comparing divided doses of 300 mg
with a single daily dose of this quantity indicated that absorption, peak plasma
levels, biologic half-life, difference between peak and minimum values, and
urinary recovery were equivalent. Once-a-day dosage offers a convenience to
the individual patient or to nursing personne! for institutionalized patients, and
is intended only to be used for patients requiring this amount of drug daily. A
major problem in motivating noncompliant patients may also be lessened
when the patient can take all of his medication once-a-day. However, patients
should be cautioned not to inadvertently miss a dose. Only extended phenytoin
sodium capsules are recommended for once-a-day dosing.

HOW SUPPLIED :
DILANTIN CAPSULES: (EXTENDED PHENYTOIN SODIUM CAPSULES USP):
Each white capsule with pale pink cap contains: phenytoin sodium 30 mg.
Bottles of 100 and 500.
Each white capsule with orange cap contains: phenytoin sodium 100 mg.
Bottles of 100 and 1,000.
Also svailabie as:
Dilantin Injection:
Ready mixed 2 and 5 mL ampoules containing phenytoin sodium
50 mg/mL with propylene glycol 40% and alcohol 1096 in water for
injection, Adjusted to pH 12. 2 mL ampoules are available in packages of 10
and 5 mL ampoules in packages of 5.
Dliantin with Phenobarbitat Capsules:
Each white capsule with gamet cap contains: phenytoin sodium 100 mg and
phenobarbital 15 mg. Bottles of 100 and 500.
Each white capsule with black cap contains: phenytoin sodium 100 mg
and phenobarbital 30 mg. Botties of 100.
Dilantin infatabs:
Each flavoured, triangular shaped, grooved tablet contains: phenytoin
50mg. Bottles of 100.
Ditantin Suspensions:
Each 5 mL of flavoured, coloured suspension contains: phenytoin 30 mg
(red, Dilantin-30) or 125 mg (orange, Dilantin-125). Bottles of 250 mL.
Store at room temperature below 30°C (86°F). Protect trom light and moisture.

Product Monograph available on request.

PARKE-DAVIS

Scarborough, Ontario M1L 2N3

*T.M. Warner-Lambert Company, Parke-Davis
Division, Warner-Lambert Canada Inc. auth.user.

See ibc
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Brief Prescribing Information

Teg r eto I® (carbamazepine)

TEGRETOL® 200 mg
TEGRETOL® CHEWTABS™ 100 mg and 200 mg
TEGRETOL® CR 200 mg and 400 mg

Action

TEGRETOL (carbamazepine) has anticonvulsant properties which have been found
useful in the treatment of psychomotor epilepsy and, as an adjunct in the treatment
of partial epilepsies, when administered in conjunction with other anticonvulsant
drugs to prevent the possible generalization of the epileptic discharge. A mild
psychotroplc effect has been observed in some patients, which seems related to
the etfect of tha carbamazepine in psychomotor or temporal lobe epilepsy.

TEGRETOL refieves or the pain { with trigeminal neuralgia
often within 24 to 48 hours.
Like other tricyclic compounds, TEGRETOL has 2 moderate action

occurred in a few instances with a fatal outcome. L

hepatocellular and choieslal&aundlea and hepatitis have aiso been reponed Itis,
therefore, important that TEGRETOL shoutd be used carefully and close clinical and
trequent laboratory suj rPer\nsu)n should be maintained throughout treatment in
order to detect as early as possible signs and symptoms of a possible blood

dyscrasia.
Long-term toxxcny studies in rats indicated a potential carcinogenic risk (See
Section on “Toxi "), Theretore, the possible risk of drug use must be weighed

against the potential benefits before prescribing carbamazepine to individual
patients.

Precautions

MonNoring of Hematological and Other Adverse Reactions:

Complete blood studies, including platelet counts, and evaluation of hepatic and
renal function and urinalysis should be carried out beforg treatment is instituted.
Careful clinical and labaratory supervision should be maintained throughout treat-
ment, including frequent performance of complete blood counts, in order to detect
any early signs or symptoms of blood dyscrasia. Should any ss?ns of symptoms or
abnormal laboratory findings suquesuva of blood dyscrasia or liver disorder occur,
TEGRETOL ine) should be i inued until the case is
caretully reassessed

which is responsible for some of its side effects. A tolerance may dweﬁ:p 10 the
action of TEGRETOL after a few months of treatment and shoutd be watched for.

ic leucopenia, which is encountered,
dues not enerally call for me withdrawal of TEGRETOL. However, treatment with
TEGRETOL should be discontinued if the patient develops leucopenia which is

TEGRETOL may suppress y dus toits
effect similar to that of quinidine and p associated with of
phase 4 depolarization of the heart muscle fibre. A number of investigators have
reported a deterioration of EEG abnormalities with regard to focal alterations and a
higher incidence of records with nil beta activity, during carbamazepine-combined
treatment.
The absorption of carbamazeping in man is relallve% slow. When taken in a single
oral dose, TEGRETOL (carbamazepine tablets) and TEGRETOL CHEWTABS (carba-
mazepine chewable tablets} yield peak plasma concentrations of unchanged carba-
mazepine within 4-24 hours Ith respect to the quantity of carbamazepine
absorbed, there is no clinically relevant ditference between the various dosage
forms. When TEGRETOL CR (carbamazepine controiled release tablets) arg admin-
istered repeatedly, they yield a lower average maximal concentration of carbamaze-
pine In the plasma, without a reductlon in the average minimal concentration. This
tends to result in a lower incidence of intermittent concentration-dependent
adverse drug reactions. It also ensures that the plasma concentrations remain
largely stable throughout the day, thereby making it possible to manage with a

ice-daily dosage.

rbamazepine becomes bound to serum proteins to the extent of 70-80%. The
concentration of unchanged substance in the saliva reflects the non-protein-bound
portion present In the serum (20-30%).
The half-lite of in the plasma averages
approximately 36 hours following a single oral dose, whereas after repeated
adminlstration, which leads to autoinduction of hepatic enzymes, it averages only
16-24 hours, depcndma on the duration of the medlcstlon In patients receiving
g anti-epileptic agents, half-life

other

values averaging 9-10 nours havu been found.
Only 2-3% of the dose, whether given slnqby or repeatedly, is excreted in the uring
in unchanged form. The primary metabolite is the pharmacologically active
10, 11-epoxide.
In man, the maln urinary metabolite of carbamazepine is the trans-diol derivative
orlglnallnu from the 10, {1-epoxide; a small gomon of the epoxide is converted into

9-hydroxymethyl-10- carbamow-acridan Other important blulransvormatxon prod-
ucts are various as well as the N of
carbamazepine.

g or by clinical &.g. fever or sore throat.
Uirinary Retention and Increased Intrsoculsr Pressure:
Because of its anticholinergic action, TEGRETOL should be given cautiously, if at
all, to patients with increased intraocular pressure or urinary retention. Such
patients should be followed closely while taking the drug.
rence of Behavioural Disorders:
Becausa t is closely refated to the other lncgchc drugs, there is some possibility
that TEGRETOL might activate a latent psychosis, or, in elderly patients, produce
arltalion or confusion, especially when combined with other drugs. Caution should
150 be exercised in alcoholics.
Usa in Patients with Cardiovascular Disorders:
TEGRETOL should be used cautiously in patients with a history of coronary artery
dlsease. organic heart disease, or congestive failure. If a defective conductive
tem is suspected, an ECG should be performed before administering
T GRETOL in order to exclude nalients with atrigventricular block.
Dy llng rdous lurr
Because dumness and drowsiness are possible side effects of TEGRETOL, patlents
should be warned about the possible hazards of operating machinery or driving
automaobiles.
Drug Interactions:
Induction of hepatic ¢nzymes in response to TEGRETOL may have the effect of
diminishing the activity of certain drugs that are metabolized in the liver. This
should be considered when administering TEGRETOL concomitantly with other
anti-epileptic agents and drugs such as theophylline.
Cancamitant administration of TEGRETOL with verapamil, dittiazem, erythromycin,
orisoniazid, has been reported to result
m elevated plasma levels of carbamazepine. Since an increase in the blood levels of
carbamazepine may result in unwanted effects (e.g. dizziness, headache, ataxia,
dl J)lopia and n]staqmus may occur), the dosage of carbamazeping should be
and bl ood levels

The and lithium may increass the
risk of neurotoxic side effects.

In patients receiving oral anticoagulant medication, the dosage of the anticoa &r]l_am
should be readapted to clinical requirements whenever treatment with TEGI

is initiated or withdrawn.

TEGRETOL, like other annconvulsams may adversely affect the reliability of oral

The mmreuﬂc range for the sleadr-sﬂta plasma of
generally lies between 4-10 mcg/ml.

lndluilom and Clinical Use

MEM ! Neuraigia:
TEGRETOL (camamazenlna) Is indicated for the symptomatic refief of pain of
lréyemlnal neuralgla onl dunn? periods of exacerbation of true o?rlmary trigemi-
neuralgia (tic doutoureux). It should not be used preventively during periods of
remission. In some ﬁ)allems TEGRETOL has reliaved glossopharyngeal neuralgia.
Far patients who tail to respond to TEGRETOL, or who are sensltive ta the drug,
recourse to other actepted measures must be considered.
TEGRETOL Is not a simple analgesic and should not be used to relieve trivial facial
pains or headaches.
8. has boea found useful In:
1. the management of psychomotor (temporal lobe) epilepsy and,
2. asan adjunct, in soma patfents with secondary or parllal wgﬂepsy with complex
sympxomalolm 9 selzures,
other
3. as an alternativa medication in patignts with generalized tonic-clonic seizures
who are experiencing marked side effects or fail to respond to other anti-
convulsant drugs.
TEGRETOL is not effective in controlling petit mal, minor motor,

Patients should accordingly be advised to use some alternative,
h method of
TEGRETOL, fike other psycho-active drugs, may reduce the patient’s alcohol
tolerance; it is therefore advisabie to abstain from alcohol consumption during
treatment.
TEGRETOL should not be administered in conjunction with an MA inhibitor. (See
Section on Contraindications).

Adverse Reactions
The reactions which have been most frequently reported with TEGRETOL (carba-
mazepine) are drowsiness, unsteadiness on the feet, vertigo, diziness, gastroin-
testinal disturbances, and nausea. These reactions usually occur only during the
initial phasa of therapy. They have rarely necessitated discontinuing TE oL
therapy, and can be minimized by initiating treatment at 2 low dosage.
The more serious adverse reactions observed are the hematologic, hepatic, cardio-
vascular and dermatologic reactions, which require discontinuation of therapy. If
treatment with TEGRETOL has to be withdrawn abruptly, the change-over to
another anti-epileptic drug should be effected under cover of diazepam.
The following adverse reactions have been reponed

ic - Trunsxmry

anemia and aplastic

and
predominantly unilateral seizures, and does not prevent the generalization of
epileptic discharge. Moreover, recent information suggests that exacerbation of
seizures may occasionally occur in patients with atypical absences.

l:omnlndlcsﬂom
TEGRETOL {carbamazepine) should not be administered to patients with a history
of hepatic disease or serious blood disorder.
TEGRETOL should nm be before, in
oxidase inhibitor, When it seems deslrabla to
administer TEGRETOL to a patlent who has been receiving an MAQ inhibitor, there
should be as fong a drug-free interval as the clinical condition atlows, butin no case
should this be less than 14 days. Then the dosage of TEGRETOL 'should be low
Initially, and increased very gradually.
TEGRETOL shouid not be 10 patients ing icular heart
block. (See Sections on Action and Precautions).
Safe use In pregnancy has not been established. Therefors, TEGRETOL should not
be administered during the first 3 months of pregnancy. TEGRETOL should not be
%h;en to women of child-bearing potential unless, In the opinion of the rhysn:lan,
expect nefits to the patient outweigh the ible risk 10 the fen
Reproductive ties). Because of demonstrated toxicity in nursing anlmals
TEGRETOL should not be administered to nursing mothers.
TEGRETOL should not be administered t0 patients with known m:ersensmvn to

carbamazepine or to any of the tricyclic compounds, such as amitriptyline, trimi-
pramine, or their or becausa of the similarity in
chemical structu

Warnings

Although reported Infrequently, serious adverss effects have been observed during
the use of TEGRETOL (carbamazepine). Agranulocytosls and aplastic anemia have
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purp
anémia. In a few mstances deaths have occurred

Hepatic - During the long-t f TEGRETOL, ities in liver
funmmgj tests, cholma’nc and hepmoceﬂular jaundics, ano hepatitis have been
report
Dermatologic - The following reactions occurred during treatment with TEGRETOL:
skin sensitivity feactions and rashes, erythematous rashes, pruritic eruptions,
urticaria, photosensitivity, pigmentary changes, neurodermatitis and in rare cases
Stevens- Johnson syndrome, toxic efudem\al necrolysis, exfoliative dermatitis,
alo cla, diaphoresis, erymema muItJ forme, erythema nodosum, and aggravation
|ssemlnaled lupus erythematos!
Neumloqlc The reactions reported as occurﬂno during treatment with TEGRETOL
include vertigo, somnolence, ataxia, confusion, headacha, fatigue, blurred vision,
visual hallucinations, transient diplopia and oculomntov disturbances, speech dis:
abnormal and increase In motor seizures. In
addition, peripheral neuritis anr{ paresthesia, depression with agitation, talkative-
ness, nystagmus, hyperacusis, and tinnitus have been reported but only very
rarely ere have been some reports of pmlysls and o&her symptoms of cerebral
attenal insufficiency but no o the at
TEGRETOL could be established.

of bitis in patients

with 8 rnor mstnry of h ’XAa

heart failure, aouravanonofhypertensmn Smkes ims in patients with AV block,
ypolens 3 synoope and collapse, edema, apgravation of coronary artery
:seuse Some of these complications (lncludmg myocardial infarction and

mia) have been associated with other tricyclic compounds.

Ganwdnaly Urinary frequency, acute urinary retention, oh uria with elevated

blood pressure, azotemia, renal failure, and impotence. Elevation of BUN,

albuminuria and glycosuria 'also have been observed.

(xxi)
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y - Pulmonary hypersensitivity characterized by fever, dyspnea, pneu-
monitis or pneumoma
Gastrointestinal - Disturbances associated with TEGRETOL therapy have Included
nausea, vomiting, gastric or abdominal discomfort, diarrhea or constlpation,
anorexia and dryness of the mouth and throat, alossltls and stomatitis.
Ophthaimic - There is no conclusive gvidence that TEGRETOL produces pathologi-
cal changes in the cornga, lens or retina. However, it should be recognized that
many phenothiazines and related drugs have been shown to causa eye changes. By
analogy, periodic ey examinations, including slit-lamp fundoscopy and tonometry,
are recommended.
Other reactions reported during treatment with TEGRETOL include fever and chills,
schmu gums and muscles, leg cramps, conjunctivitis, and adenopathy or iympha-
enopathy.

Symptoms and Yrmmenl of Overdosage
of

The symptoms of overdosaua include dizziness, ataxia, drowsiness, Stupor,
nausea, vomiting, restiessness, rma?llatltm disorientation; tremor, involuntary
movements, opisthotonos, abnos reflexes (Slowed or hyperactive); mydriasis,
nystagmus; flushing, cyanosis, and urinary retention. Hypotension or hypertension
Jl evelop. Coma may ensue. EEG and ECG changes J occur. The Iaboramry
findings in isolated instances of have Includ reduced
leukocyte count, glyeosuﬂa andg acetonuria,
Treatment of
There is no known speci ﬂc antidote to TEGRETOL (carbamazepine). Experience
with accidental TEGRETOL overdosage is fimited. Since TEGRETOL Is chemical
related 1o the tricyclic antidepressants, reference to treatment of TOFRANI
(imipramine) overdosage is relevant.
It is recommended that emesis be Induced, and that gastric lavage be performed.
Vnal s:lﬂns shoutd be watched and symn(omaﬂc treatment shoutd be administered
red. Hyperirritabllity may be controlled by the administration of parenteral
dlazepam o barbiturates. However, barbiturates should not be used if drugs that
inhibit moncamine oxigase have also been taken by the patient, either in over-
dosage or in recent therapy {within two weeks).
Barbiturates maglalso induce respiratory depression, particularly in children, It is
therefare advisable to havo equlpmem nvallabla for artificlal ventilation and resusci-
tation when barbi may be used to counteract
muscular hypertonus wmwm producing respiralory denression
Shock {circulatory collapse) should be treated with supportive measures, including
Intravenous fluids, oxygen, and corticosteroids.

Itis that the be particutarly In
children, to detect any cardiac arrhythrmias or conduction defects.

Dosage and Administration

Use in Epllepsy (See Indications):

A low initial daily dosage of TEGRETOL (carbamazepine) with a gradual increase in
dosage is advised. Dosage should be adjusted to the needs of the individual patient.
TEGRETOL tabiets and CHEWTABS should be taken in 2 to 4 divided doses daily,
with meals whenever possible,

The controlled release characteristics of TEGRETOL CR reduce the dally fluctua-
tions of plasma carbamazepine. TEGRETOL CR tablets (either whole or, it so
prescribed, only half a tabiet) should be swallowed unchewed with a little Ilquld
during or atter a meal. These controlled reluasa tablets should be prescribed as
twice-daily dosage. if necessary, three divided doses may be prescrlbed

Aduts and Childran Over 12 Years of Age:
Initially, 100 to 200 mg once or twice 2 day dependmo on the sgverity of the casa
and previous therapeutic history. Tha initial dosa ssively Increased, in

divided doses, until the best response is oblained ho usual ootlma dosa 8 is 000
to 1200 my daily, In rare instances some adult patients have receive ma
500N 2§ pearance of Seizures has been obtained and malntalned dosage
shoutd be reduced very gradually until a minimum effective dose is reached.
Children 8-12 Yoars of Ape:
Inma(ly 100 mp in divided doses on the first day. Increase gradually by adding
100 mg per day until the best response is obtained. Dosage shoutd generally not
exceed 1000 mg daity. As S00R a5 dl::grcamnce of seizures has been obtalned and
maintained, dosaga should b red very gradually untll a minimum etfective
dose is reached.
Uss in Trigeminal Nesraighs:
Tha initial daily dosape shoutd be small; 200 mg taken in 2 doses of 100 mg each is
recommended. The total daily dosage can be increased by 200 my Iday umll relie!
of pain is obtained, This is usually achieved at dosags between m?
gyabm occasionally up to 1200 mg/day may be necessary. As soon as rellel
pain has been obtained and maintained, pm&resslve reduction in dosage should be
attempted until a minimal effective dosage Is reached. Because trigeminal neurak
gla is characterized b¥ Ferlods of remission, attempts should be made to reduce or
iscontinue the use of GREIOL at intervals of nat more than 3 months, depeng-
ing upon the individual clini
Prophylactic use of the drug in lﬂaemlnal neurslgia is not recommended.

Avallabliity

TEGRETOL Tablets 200 my: Each whits, round, flat, bevelled-edge double-scored

tablet en?raved GEIGY on one sm contains 200 mg carbamazepine. Available in
00 and 500 tablets.

ETOL CHEWTABS 100 mp: Pm pink, round, fiat, bevelied-edpe tablets with
distinct red spots GEIGY engraved on one side and MA on the other, Fully bisected
between the M and R. Elc chewabla tablet contains 100 mg carbamazeping.
Available in bottles of 100 CHi
TEGRETOL CHEWTABS 200 mg: Pale plnk‘ oval biconvex tablgts wim distinct red
spots. GEIGY engraved on one Side and PU engraved on the other, Fully bisected
between the P and U. Each cnmble tablet contains 200 mg carbamazepine.
Avallable in bottles of 100 CHEWTABS,

TEGRETOL CR 200 mg: aelu&om e. capsule-shaped, slightly biconvex tablst,
engraved CG/CG on one side and HC/HG on the other. Fully bisected on both sides.
Each controfled release tablet contains 200 mg carbamazepine. Availabie in bottles

01100 tablets.

TEGRETOL CR 400 mg: BmwnlsMranE g)sule-shaned slightly biconvex llbla(
engraved CG/CG on one side and ENE/EN the other. Fully bisected on bo!
sxdes Each controlled release tablet contains 400 mg carbamazepine. Available ln
battles of 100 tabiets.

Protect from heat and humidity.

Product Monograph available on request.

References:
1 Data on Flle CIBA-GEIGY Canada Ltd.
eg-cno tsson 0. The diurnal variation of carbamazepine and
urbamazeplne‘ E xide in plasma and saliva in children with epilepsy
using convenient and release (CR) formutation of Tegretol, Acta Neurol
Scand 1981; Suppl 88:64:1-202

Geigy

Mississauga, Ontario
LSN 2W.
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BLIORESAL®
(baclofen)

Muscle refaxant
Antispastic agent

INDICATIONS AND CLINICAL USES

Alleviation of signs and symptoms of spasticity resulting from multiple sclerosis. Spina cord injuries and other spinal cord
diseases.

CONTRAINDICATIONS

Hypersensitivity to LIORESAL.

WARNINGS

Abrupt Drug Withdrawal: Except for serious adverse reactions, the dose should be reduced slowly when the drug is discon-
tinued to prevent visual and auditory hallucinations, confusion, anxiety with tachycardia and sweating, and worsening of
spasticity.

Impatred Renal Function: Caution is advised in these patients and reduction in dosage may be necessary.

Stroke: Has not been of benefit and patients have shown poor tolerability to the drug.

Pregnancy and Lactation: Not recommended as safety has not been established. High doses in rats and rabbits are associ-
ated with an increase of abdomina) hernias and ossification defects in the fetuses.

PRECAUTIONS

Not recommended in children under 12 as safety has not been established.

Because sedation may occur, caution patients regarding the operation of automabiles or dangerous machinery, activi-
ties made hazardous by decreased alertness, and use of alcohol and other CNS depressants.

Use with caution in spasticity that is utilized to sustain upright posture and balance in focomation, or whenever
spasticity is utilized to obtain increased function, epilepsy or history of convulsive disorders (clinical state and EEG should
be monitored), peptic ulceration, severe psychiatric disorders, elderly patients with cerebrovascular disorders, and patients
receiving antihypertensive therapy.

ADVERSE REACTIONS

Mostcommon adverse reactions are transient drowsiness; dizziness, weakness and fatigue. Others reported:
Neuropsychiatric: Headache, insomnia, euphoria, excitement, depression, confusion, hallucinations, paresthesia, muscle
pain, tinnitus, sturred speech, coordination disorder, tremor, rigidity, dystonia, ataxia, blurred vision, nystagmus, strabis-
mus, miosis, mydriasis, diplopia, dysarthria, epileptic seizures.

Cardiovascular: Hypotension, dyspnea, palpitation, chest pain, syncope.

Gastrointestinal: Nausea, constipation, dry mouth, anorexia, taste disorder, abdominal pain, vomiting, diarrhea, and posi-
tive test for occult blood in stool.

Genitourinary: Urinary frequency, enuresis, urinary retention, dysuria, impotence, inability to ejacufate, nocturia,
hematuria.

Other: Rash, pruritus, ankle edema, excessive perspiration, weight gain, nasal congestion.

Some of the CNS and genitourinary symptoms reported may be related to the underlying disease rather than to drug
therapy.

The following laboratory tests have been found to be abnormal in a few patients receiving LIORESAL: SGOT, alkaline
phosphatase and blood sugar (all elevated).

SYMPTOMS AND TREATMENT OF OVERDOSAGE
Signs and Symptoms: Vomiting, muscular hypotonia, hypotension, drowsiness, accommodation disorders, coma, res-
piratory depression, and seizures.

Co-administration of alcohol, diazepam, tricyclic anti-depressants, etc., may aggravate the symptoms.

Treatment: Treatment is symptomatic. In the alert patient, empty the stomach (induce emesis followed by lavage). Inthe
obtunded patient, secure the airway with a cuffed endotracheal tube before beginning lavage (do not induce emesis).

Maintain adequate respiratory exchange; do not use respiratory stimulants. Muscular hypotonia may involve the res-
piratory muscles and require assisted respiration. Maintain high urinary output. Dialysis is indicated in severe poisoning
associated with renal failure.

DOSAGE AND ADMINISTRATION
Optimal dosage of LIORESAL requires individual titration. Start therapy at a low dosage and increase gradually until opti-
mum effectis achieved (usually 40-80 mg daily).

The following dosage titration schedule is suggested:

5mgt.i.d. for 3days
10 mg t.i.d. for 3days
15mgt.i.d. for 3days
20 mg t.i.d. for 3days

Total daily dose should not exceed a maximum of 20 mg q.i.d.

The lowest dose compatible with an optimal response is recommended. If benefits are not evident after a reasonable
trial period, patients should be slowly withdrawn from the drug (see Warnings).

AVAILABILITY

LIORESAL (baclofen) 10 mg tablets: White to off-white flat-faced, oval tablets with GEIGY monogram on one side and the
identification code 23 below the monogram. Fully bisected on the reverse side.

LIORESAL D.S. 20 mg tablet: White to off-white capsule-shaped, biconvex tablets. Engraved GEIGY on one side and GW
with bisect on the other.

Available in bottles of 100 tablets.

Product Monograph supplied on request.

References:

1. Cartlidge, N.E.F., Hudgson, P., Weightman, D.: A comparison of baclofen and diazepam in the treatment of spasticity.
JNeurol. Sci. 23: 17-24 (1974).

2. Young, R., Delwaide, P.. Spasticity. New England Journal of Medicine 304: 28-33 & 96-99 (1981).

3. From, A., Heltberg, A.: A double blind trial with baclofen and diazepam in spasticity due to multiple sclerosis. Acta
Neurol. Scandinav. 51: 158-166, (1975).
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PRESCRIBING INFORMATION

¥ Rivotril®(clonazepam)
ANTICONVULSANT
INDICATIONS AND CLINICAL USES: ‘Rivotril’ (clonazepam} has been
found useful when used alone or as an adjunct in the management of
myoclonic and akinetic seizures and petit mal variant (Lennox-Gastaut
syndrome). ‘Rivotril’ {clonazepam) may be of some value in patients with
absence spells (petit mal) who have failed to respond to succinimides.
Up to nearty one third of the patients in some studies have shown a loss
of anticonvulsant activity, often within the first three months of administra-
tion of ‘Rivotril’. In some cases dosage adjustment may re-estalish
efficacy. CONTRAINDICATIONS : ‘Rivotril' should not be used in pa-
tients with a history of sensitivity to benzodiazepines. ‘Rivotrl' is also
contraindicated in patients with clinical or biochemical evidence of
significant liver disease and in patients with narrow angle glaucoma.
WARNINGS: Use in Pregnancy: Recent reportsindicate an association
b the use of anti isant 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 two to three-
fold. The increase is largely due to specific defects, e.9. congenital
malformations of the heart, and cleft lip and/or palate. Nevertheless, the
great majority of mothers ing isant deliver
normal infants. Clonazepam should be used in women of child-bearing
potential only when the expected benefils to the patient warrant the
possible risk 1o a fetus. Mothers receiving clonazepam should not breast
feed their infants. Use in Children: Because of the possibility that
adverse effects on physical or mental development of the child could
become apparent only after years, a risk-benefit consideration of the
long-term use of ‘Rivotril’ is important in pediatric patients. PRECAU-
TIONS: Simultaneous administration of several anticonvulsant drugs
may be considered with 'Rivotril’; however, it should be borne in mind that
the use of multiple anticonvulsants may result in an increase of central
depressant adverse effects. In addition, the dosage of each drug may be
requiredto be adjusted to obtain the optimal effect. The abrupt withdrawal
of ‘Rivotril', particularly in those patients oniong-term, high-dose therapy,
may precipitate status epilepticus. Therefore, as with any other anticon-
vulsant, gradual withdrawal is essential when discontinuing ‘Rivotril'.
While ‘Rivotril' is being gradually withdrawn, the simultaneous substitu-
tion of incremental doses of another anticonvulsant may be indicated.
A paradoxical increase in seizure activity or the appearance of new
seizure types has occurred in very few patients during treatment with
‘Rivotril'. When used in patients in whom several different types of
seizures coexist, ‘Rivotril' may increase the incidence or precipitate the
onset of generalized tonic-clonic seizures (grand mat). These phenom-
ena may require the addition of appropriate anticonvulsants or an
increase in their dosage. The concomitant use of valproic acid and
cl pam may produce ab status. Patients receiving ‘Rivotril’
should be cautioned against engaging in hazardous occupations requir-
ing complete mental alertness, such as operating machinery or driving a
motor vehicle. They also should be warned against the concomitant use
of alcohol and other CNS depressant drugs. Benzodiazepines have
produced habituation, dep and withdi similar to
those noted with barbiturates and alcohol. Therefore, patients who may
be prone to increasing the dose of drugs on their own initiative should be
under careful monitoring when receiving ‘Rivotril’. Periodic liver function
tests and blood counts are recommended during long-term therapy with
‘Rivotril'. Clonazepam and its metabolites are excreted by the kidneys: to
avoid excessive accumulation, caution should be exercised in the ad-
ministration of the drug to patients with impaired renal function. Hyperse-
cretion in the upper respiratory passages has at times been a trouble-
some adverse reaction during clonazepam therapy, especially in small
mentally retarded children who ordinarily have difficulty handling secre-
tions. Treatment with'Rivotril' should be instituted with caution in patients
with chronic respiratory diseases. ADVERSE REACTIONS: The most
frequently occurring adverse reactions of ‘Rivotnl' are referable to CNS
depression. Experience to date has shown that drowsiness has occurred
in approximately 50% of patients and ataxia in approximately 30%. fn
some cases, these may diminish with time. Behaviour problems have
been noted in approximately 25% of patients and increased salivation in
7%. Others: Musculoskeletal: Muscle weakness and low back pain.
Respiratory: Hypersecretion in the upper respiratory passages, dysp-
nea and respiratory depression. Hematopoietic: Anemia, leukopenia
(WBC below 4000/cu mm), ytopenia and eosinophilia. Liver
Function: Slight, transient elevations of transaminase and alkaling
phosphatase. DOSAGE AND ADMINISTRATION: Dosage of ‘Rivotril'is
essentially individual and depends above all on the age of the patient.
Dosage must be determined in each patient according to clinical re-
sponse and tolerance. Children: In order to minimize drowsiness, the
initial dose for infants and children {up to 10 years of age or 30 kg of body
weight) should be between 0.01 and 0.03 mg/kg/day and should not
exceed 0.05 mg/kg/day given in two or three divided doses. Dosage
should be increased by no more than 0.25 10 0.50 mg every third day until
amaintenance dose of 0.110 0.2 mg/kg of body weight has been reached,
unless seizures are controlled or side effects praclude further increase.
Whenever possible, the daily dose should be divided into three equal
doses. If doses are not equally divided, the larger dose should be given
before retiring. Adults: The initial dose for adults should not exceed 1.5
mg/day divided into three doses. Dosage may be increased in incre-
ments of 0.5 to 1 mg every three days until seizures are adequately
controlled or until side effects preclude any further increase. Mainte-
nance dosage must be individualized for each patient depending upon
response. A reacommended maintenance dose for adults is 8 to 10 mg/
day in 3 divided doses. Dosages in excess of 20 mg/day should be
administered with caution. DOSAGE FORMS: Scored tablets, 0.5 mg
and 2 mg, in bottles of 100.
Product Monograph available on request.
Hoffmann-La Roche Limited
» Etobicoke, Ontario MIC 5J4
©Copyright 1990
®Registered Trade Mark
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THE UNIVERSITY OF BRITISH
COLUMBIA
POSTDOCTORAL FELLOWSHIP

The University of British Columbia invites a
neurologist to participate in a multidisciplinary
research program involving clinical assessment,
experimental therapeutics, positron emission tomog-
raphy and molecular genetics of Huntington
disease.

This project is part of a large MRC program entitled
Degenerative Disorders of the Motor Pathways.
The position is available immediately for a minimum
of two years.

Interested applicants are requested to forward a
curriculum vitae and names of referees before
15 December 1990 to:

Dr. Wayne Martin and Dr. Michael R. Hayden
c¢/o Department of Medical Genetics,
F168 University Hospital, 2211 Wesbrook Mall,
Vancouver, British Columbia, Canada V6T 2B5
Phone (604) 228-7738 or Fax (604) 228-7945.

CHIEF OF NEUROSURGERY

The Sir Mortimer B. Davis —Jewish General
Hospital, a 630 bed tertiary care teaching
hospital of McGill University, is inviting
applications for the position of Chief of
Neurosurgery. Potential candidates should
be Royal College certified (or equivalent)
and have significant academic and
research experience in teaching hospitals.
The successful candidate will be offered a
university appointment commensurate with
his/her qualifications.

Interested candidates should send a copy
of their Curriculum Vitae to:

Dr. P.L. Heilpern
Associate Executive Director — Professional Services

Sir Mortimer B. Davis-Jewish General Hospital
3755 Cote St. Catherine Road, Suite A-142
Monteal, Quebec H3T 1E2

THE UNIVERSITY OF MANITOBA

NEUROLOGY RESIDENCY
TRAINING PROGRAM

The Department of Internal Medicine at the University
of Manitoba is accepting applications for the Neurology
Residency Training Program to start in July 1991. The
program has full accreditation by the Royal College of
Physicians and Surgeons of Canada. The postings are
in two accredited teaching hospitals. Positions will be
available at both junior and senior resident levels.
Applications must be eligible for registration by the
Manitoba College of Physicians and Surgeons and
have medical qualifications acceptable to the Royal
College of Physicians and Surgeons of Canada. The
University of Manitoba encourges applications from
qualified women and men, including members of visi-
ble minorities, aboriginal people, and persons with dis-
abilities. The University provides a smoke free work
environment.

Inquiries and requests for applications should be
addressed to:

Dr. N. Pillay, Program Director, Section of Neurology,
Department of Internal Medicine,
University of Manitoba, Health Sciences Centre,
GF 543 - 700 William Avenue,

Winnipeg, Manitoba R3E 0Z3.
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TEMPLE CAMPUS

The Department of Neurologic Surgery of the
Scott and White Institutions and Texas A&M
University College of Medicine is seeking
applications for senior staff physician faculty in the
Sections of Pain/Stereotaxic Surgery or Neuro-
surgical Oncology. Residency or post residency
experience and a defined interest in either
subspecialty area together with a broad capability
and interest in general neurosurgical disorders is
desired. Basic and clinical research opportunities
are available commensurate with previous
experience. Medical student and resident
teaching/daily responsibilities are required. The
main campus is located in central Texas, north of
Austih in the approximate center of the Dallas/ Ft.
Worth, San Antonio, Houston triangle and benefits
from easy access to other surrounding universities
(Southwestern University, Georgetown; University
of Mary Hardin-Baylor, Belton; Baylor University,
Waco.)

For further information, please send curriculum
vitae and references to:

Mitchell Smigicl, M.D., Chairman, Ncurologic Surgery
Scott and Whitc, Texas A&M University
Collcge of Medicine
2401 South 31st Street, Temple, TX 76508
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Start with it. Staywith it.

DILANTIN* (phenytoin) is a drug of And no other antiepileptic boasts a
first choice for controlling generalized more simplified medication schedule.
tonic clonic seizures. The slow absorption of Dilantin Capsules

No.othe1r antiepileptic is more widely allows a single daily dose for main-
prescribed. tenance therapy in many adults, once

No other antiepileptic has been the the divided dose of three 100 mg capsules

subject of more extensive clinical studies? has adequately controlled seizures.

References: 1.COTI 2. Goodman and Gilman, Sixth Edition.

PARKE-DAVIS

Parke-Davis Canada Inc., Scarborough, Ontario

*Reg. TM. Parke, Davis & Company, Parke-Davis Canada Inc., auth. user @

For brief prescribing
information ses page xx
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LIFE WITH
SPASTICITY DOESN’T
HAVE TO BE AN
OCCUPATIONAL
HAZARD.

To the patient with spasticity daily living 1s often
distressing —sometimes hazardous.

LIORESAL (baclofen) is one of the most effective agents
for the treatment of spasticity associated with Multiple
Sclerosis and spinal cord injury/disease and, unlike

diazepam, oversedation is rarely a problem. "%

Help your patient experience a less hazardous daily life.

LIORESAL

(Baclofen)

For Spasticity
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