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Prescribing Information 
ACTION AND CLINICAL PHARMACOLOGY 
SIBELIUM' (flunarizine hydrochloride) prevents the deleterious effects of cellular calcium overload by reducing 
excessive transmembrane fluxes of calcium. Flunarizine does not interfere with normal cellular calcium 
homeostasis. Flunarizine also has antihistamine 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 little or no effect 
is seen on the duration of migraine episodes. 
The pharmacokinetic parameters of orally administered flunarizine are summarized in Table 1. 
Flunarizine is well absorbed: peak plasma levels are attained 2 to 4 hours after oral administration in healthy 
volunteers. Plasma concentrations increase gradually 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 
prolonged treatment although there is substantial interindividual variation; plasma levels range between 39 and 
115 ng /ml . 
In 50 elderly patients (mean age 61 years), with intermittent claudication, long term (median 6 months) 
treatment with flunarizine. 10 mg per day, yielded fairly constant steady state plasma levels albeit with 
considerable interindividual differences. While plasma flunarizine levels were between 50 ng/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 - 79.9 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 hydroxylatjon. During a 48 hour period 
after a single 30 mg dose, minimal urinary (<0.2%) and fecal (<6%) excretion of flunarizine and/or its 
metabolites was found. This indicates that the drag 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 
Doses 

Single 
Dose 
Studies 

Multiple 14 
Dose 14 
Studies 14 

57 

Dose 
(mg) 

5 
10 
20 
30 

5 
10 
15 
10 

Cmax 
(ng/mL) 

30.5 -j 
81.5 \ 

117.0 I 
81.6 

18.1" 
38.8° 
68.4" 
114.5 

Tmax 
(h) 

2-4 

2-6 

AUC 
(ng/mL"h) 

133' 
615" 

1091" 
1169' 

1264' 
1678" 

\V>a 
(h) 

2.4 
2.8 
3.6 
5 

Clp 
(mL/min) 

443.7 

301.2 

tVfep 
(mean days) 

[range) 

4 
|2-8| 

[4-191 
19 

a Area under curve 0 to 8 hours 
c Area under curve 010168 hours 

b Plasma concentrations at 2 hours 
d Area under curve 0 to 24 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 hydrochloride) is contraindicated in patients with known hypersensitivity to the drug. 
Flunarizine is contraindicated in patents 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. 
UieIn 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 anticipated benefits outweigh the potential risks. 
Use During 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 
The efficacy of flunarizine in the prophylaxis of migraine has not been established in elderly subjects. 
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 

tend to be reversible following discontinuation of flunarizine treatment. It is recommended that patients on 
flunarizine therapy be followed closely so that extrapyramidal symptoms may be detected early and if 
necessary, treatment discontinued. 

Use In Depressive Patients 
Clinical studies indicate that flunarizine can, even at recommended doses, precipitate depression mostly in 
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 menstraal 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. 
Furthermore, steady state levels of flunarizine are reduced by coadministration of two or more anticonvulsants. 
This is considered to be a result of enhanced first pass metabolism 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 
hypoglycemic effect of glibenclamide and insulin. 
Use In Patients with Impaired Hepatic Function 
Flunarizine is metabolised by the liver, therefore care should be exercised when flunarizine is given to patients 
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 lairly frequently, in the order 
of 20 and 15%, respectively. Of 840 migraine patients, 23 (2.7%) 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 
patients, 11(1.3%) were withdrawn due to depression. Internatonal post-marketing experience suggests that 
patients between 20 and 54 years of age with 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 included the following: 
Gastrointestinal: Heartburn, nausea, emesis, gastralgia; 
Central Nervous System: Insomnia and sleep change, anxiety, dizziness/vertigo; 
Miscellaneous: Dry 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. 
Duration of Therapy 
Clinical experience indicates that the onset of effect of flunarizine is gradual and maximum benefits may not 
be seen before the patient has completed several weeks of continuous treatment. Therapy therefore should 
not be discontinued for lack of response before an adequate time period has elapsed, e.g. 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 

light and moisture. 
Product monograph available on request 
REFERENCES 
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Parkinson's syndrome is an insidious 
assault on the lifestyles of more than 58.000 
Canadians. 

For these individuals, daily, routine 
habits like knotting a tie, or pinning the hair, 
are often impossible tasks. 

Symmetrel® can help many of these 
patients gain a better hold on their daily lives, 
and helps you to control the syndrome. 

As initial, or adjunctive therapy, 
Symmetrel® for Parkinson's syndrome offers: 

• few significant side effects, even after 
long-term use.1 

• noticeable benefits within 24 hours of 
start-up dose.1 

• easy usage with levodopa and 
anticholinergics.1 

• simple dosage regimen; simple titration. 
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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®, Nystar®, 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 2S7 
Telephone (416) 625-8302 Fax (416) 625-3670 
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T A R I D D E E H Because quality of life is the issue 
rhrnmnrrint inp mpQvlatpl A V (bromocriptine mesylate) 

ACTIONS Parlodel (bromocriptine mesylate) is a dopamino-
mimetic ergot derivate with D2 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 clinical 
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 longer respond to the medi
cation. Excessive dopaminomimetic drive may, however, 
provoke psychotic and other adverse reactions. 

The extreme variability in G.I. tract absorption and the 
extensive and individually variable first-pass metabolism are 
responsible for the broad variability in plasma concentra
tions of bromocriptine 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 automobile or operating dangerous machinery, 
until their response has been determined. 

Care should be exercised when administering Parlodel 
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 Parlodel 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. Parlodel, 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, I.), 
there were 1410 reported pregnancies, which yielded 1236 
live and 5 stillborn infants from women who took Parlodel 
(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 Parlodel (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 for several weeks following 
discontinuation of Parlodel. Caution should be exercised 
when administering Parlodel to 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 lowering 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 Parlodel treatment. 

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

hallucinations, confusion, "on-off" phenomenon, dizziness, 
drowsiness, faintness, fainting, vomiting, asthenia, abdominal 
discomfort, 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. 
Metoclopramide 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 Parlodel (bromocriptine mesylate) has been found 
clinically useful in decreasing the severity and frequency of 
"on-off" 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 Parlodel 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, to 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. 

SANDOZ 
Sandoz Canada Inc. 

PO. Box 385 
Dorval. Quebec H9R 4P5 

See ifc 
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FULL PRESCRIBING INFORMATION 

DILANTIN* 
(extended phenytoin sodium capsules USP) 

THERAPEUTIC CLASSIFICATION 
ANTICONVULSANT 

INDICATIONS AND USAGE 
Dilantin (phenytoin sodium) is indicated tor 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 level 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 lymphadenopathy indicates die need to 
differentiate such a condition from other types of lymph node pathology. 
Lymph node involvement may occur with or without symptoms and signs 
resembling serum sickness, e.g. fever, rash and liver involvement. 

In all cases of lymphadenopathy. follow-up observation for an extended 
period is indicated and every effort should be made to achieve seizure control 
using alternative antiepileptic drugs. 

Acute alcoholic intake may increase phenytoin serum levels while chronic 
alcoholic use may decrease serum levels. 
Usage In Prtgnincy 
A number of reports suggests an association between die 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 andepilepdc 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 itself 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 epileptjcus with attendant hypoxia and threat to life. In 
individual cases where die 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 die developing embryo or fetus. The 
prescribing physician will wish to weigh these considerations in heating or 
counseling epileptic women of childbearing potential. 

In addition to the reports of the increased incidence of congenital 
malformations, such as deft lip/palate and heart malformations in children of 
women receiving phenytoin and other andepilepdc 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, alcohol, or trimettiadione. 
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 particularly 
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 coaguladon detects have been reported within the first 24 hours 
in babies bom to epileptic mothers receiving phenobarbital and/or phenytoin. 
Vitamin K has been shown to prevent or correct this defect and has been 
recommended to be given to the mother before delivery and to the neonate 
after birth. 

PRECAUTIONS 
General 
The liver is the chief site of biotransformation of Dilandn (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 to metabolize die drug slowly. Slow metabolism may be due 
to limited enzyme availability and lack of induction: it appears to be genetically 
determined. 

Phenytoin should be discontinued if a skin rash appears (see "Warnings" 
section regarding drug discontinuation). If die 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 die rash has 
completely disappeared. If the rash recurs upon reinstitution of therapy, further 
phenytoin medication is contraindicated. 

Hyperglycemia, resulting from the drug's inhibitory effects on insulin 
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 
as indicated. 

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

Serum levels of phenytoin sustained above the optimal range may produce 
contusional states referred to as 'delirium", "psychosis", or 'Encephalopathy", 
or rarely, irreversible cerebellar dysfunction. Accordingly, at die first sign of 
acute toxicity, plasma level determinations are recommended. Dose reduction 
of phenytoin therapy is indicated if plasma levels are excessive: if symptoms 
persist, termination is recommended (see Warnings). 
Information lor 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 clinical condition in which it is not possible to take the drug orally as 
prescribed, e.g. surgery, etc. 

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

Patients should be instructed to call their physician if skin rash develops. 
The importance of good dental hygiene should be stressed in order to 

minimize die development of gingival hyperplasia and its complications. 
Do not use capsules which are discoloured. 

laboratory Tests 
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, 
mediylphenidate, sulfonamides, dmetidine, trazodone. 

2. 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 valproate. Similarly, the 
effect of phenytoin on phenobarbital, valproic acid and sodium valproate 
serum levels is unpredictable. 

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

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

Serum level determinations are especially helpful when possible drug 
interactions are suspected. 
Dreg/ Laboratory Tett Interactions 
Phenytoin may cause decreased serum levels of protein-bound iodine (PBI). It 
may also produce lower than normal values for dexamediasone or metyrapone 
tests. Phenytoin may cause increased seurm levels of glucose, alkaline 
phosphatase, and gamma glutamyl 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 Ninons 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, slurred speech, decreased coordination and 
mental confusion. Dizziness, insomnia, transient nervousness, motor 
twitchings, and headaches have also been observed. There have also been 
rare reports ol phenytoin induced dyskinesias, including chorea, dystonia, 
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. 
Gastrointestinal System: 
Nausea, vomiting, and constipation. 
Integumentary System: 
Dermatological manifestations sometimes accompanied by fever have 
included scartatiniform or morbilliform rashes. A morbilliform rash (measles
like) is tie 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). 
Hemopoietic System: 
Hemopoietic complications, some fatal, have occasionally been reported in 
association with administration of phenytoin. These have included 
thrombocytopenia, leukopenia, granulocytopenia, 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 die fadal features, enlargement of die lips, gingival hyperplasia, 
hypertrichosis and Peyronie's Disease. 
Other: 
Systemic lupus erythematosus, periarteritis nodosa, toxic hepatitis, liver 
damage, and immunoglobulin abnormalities may occur. 

(XX) 

OVERDOSAGE 
The lethal dose of Dilantin (phenytoin sodium) in children is not known. The 
lethal dose in adults is estimated to be 2 to 5 grams. The initial 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 circulatory 
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 mcg/mL, ataxia at 30 mcg/mL, dysarthria and letiiargy appear 
when die plasma concentration Is over 40 mcg/mL, but as high a 
concentration as 50 mcg/mL has been reported without evidence of toxicity 
As much as 25 times die therapeutic dose has been taken to result in a serum 
concentration over 100 mcg/mL with complete recovery. 
Vestment 
Treatment is nonspecific since there is no known antidote. 

The adequacy of tile 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 die deatment of severe 
intoxication in children. 

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

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

Dilandn Capsules, Dilantin Parenteral, and Dilantin with Phenobarbital are 
formulated with die sodium salt of phenytoin. The free add form of phenytoin 
is used in Dilantin-30 Pediatric and Dilantin-125 Suspensions and Dilandn 
Infatabs. Because there is approximately an 6% increase in drug content with 
the free add form than die 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 die sodium salt and vice versa. 
General 
Dosage should be individualized to provide maximum benefit. In some cases, 
serum blood level determinations may be necessary for optimal dosage 
adjustments — the clinically effective serum level is usually 10-20 mcg/mL. 
Serum blood level determinations are especially helpful 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 on one 
100 mg extended phenytoin sodium capsule three times daily, and the dose 
then adjusted to suit individual requirements. For most adults, the satisfactory 
maintenance dosage will be three to four capsules (300-400 mg) daily. An 
increase tp six capsules daily may be made, if necessary. 
Pediatric Doss: 

Initially, 5 mg/kg/day in two or three equally divided doses, with subsequent 
dosage individualized to a maximum 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 50 mg 
palatably flavoured Infatab. or an oral suspension form containing 30 mg of 
Dilantin in each 5 mL. 
Alternative Dots: 
Once-a-day dosage for adults with 300 mg of extended phenytoin sodium 
capsules may be considered if seizure control 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 personnel 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. 
Botties of 100 and 1,000. 
Altomllablett: 

Dilantin ln|ectlon: 
Ready mixed 2 and 5 mL ampoules containing phenytoin sodium 
50 mg/mL with propylene glycol 40% and alcohol 10% in water tor 
injection. Adjusted to pH 12.2 mL ampoules are available in packages of 10 
and 5 mL ampoules in packages of 5. 
Dilantin with Phenobarbital Capsules: 
Each white capsule with garnet 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. Bottles of 100. 
Dilantin fntitabs: 
Each flavoured, triangular shaped, grooved tablet contains: phenytoin 
50mg. Botties of 100 
Dilantin 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 from light and moisture. 

Product Monograph available on request. 
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Brief Prescribing Information 

B Tegretol (carbamazepine) 

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

Act ion 
TEGRETOL (carbamazepine) has anticonvulsant properties which have been tound 
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 
psychotropic effect has been observed in some patients, which seems related to 
the effect of the carbamazepine In psychomotor or temporal lobe epilepsy. 
TEGRETOL relieves or diminishes the pain associated with trigeminal neuralgia 
often within 24 to 48 hours. 

Like other tricyclic compounds, TEGRETOL has a moderate anticholinergic action 
which is responsible for some of its side effects. A tolerance may develop to the 
action of TEGRETOL after a few months of treatment and should be watched for. 
TEGRETOL may suppress ventricular automaticlty due to its membrane-depressant 
effect similar to that of quinidine and procainamide, associated with suppression 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 carbamazepine in man is relatively 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. With respect to the quantity of carbamazepine 
absorbed, there is no clinically relevant difference between the various dosage 
forms. When TEGRETOL CR (carbamazepine controlled release tablets) are admin
istered repeatedly, they yield a lower average maximal concentration of carbamaze
pine In the plasma, without a reduction 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 
twice-daily dosage. 

Carbamazepine 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 elimination half-life of unchanged carbamazepine in the plasma averages 
approximately 36 hours following a single oral dose, whereas after repeated 
administration, which leads to autoinduction of hepatic enzymes, it averages only 
16-24 hours, depending on the duration of the medication. In patients receiving 
concomitant treatment with other enzyme-inducing anti-epileptic agents, half-life 
values averaging 9-10 hours have been found. 

Only 2-3% of the dose, whether given singly or repeatedly, is excreted in the urine 
in unchanged form. The primary metabolite is the pharmacologically active 
10,11-epoxide. 

In man, the main urinary metabolite of carbamazepine is the trans-diol derivative 
originating from the 10,11-epoxide; a small portion of the epoxide is converted into 
9-hydroxymethyl-10-carbamoyI-acridan. Other important biotransformation prod
ucts are various monohydroxylated compounds, as well as the N-glucuronide of 
carbamazepine. 

The therapeutic range for the steady-state plasma concentration of carbamazepine 
generally lies between 4-10 mcg/mf. 

Ind icat ions a n d Cl inical Use 
A. TrigeminalNeuralgia: 
TEGRETOL (carbamazepine) Is Indicated for the symptomatic relief of pain of 
trigeminal neuralgia only during periods of exacerbation of true or primary trigemi
nal neuralgia (tic douloureux). It should not be used preventively during periods of 
remission. In some patients, TEGRETOL has relieved glossopharyngeal neuralgia. 
For patients who fail (o respond to TEGRETOL, or who are sensitive to the drug, 
recourse to other accepted measures must be considered. 
TEGRETOL Is not a simple analgesic and should not be used to relieve trivial facial 
pains or headaches. 

0. TEGRETOL has been tound useful to; 
1. the management of psychomotor (temporal lobe) epilepsy and. 
2. as an adjunct, in some patients with secondary or partial epilepsy with complex 

symptomatology or secondarily generalized seizures, when administered in 
combination witn other antiepiieptlc medication. 

3. as an alternative medication in patients with generalized tonic-clonic seizures 
who are experiencing marked side effects or fall to respond to other anti
convulsant drugs. 

TEGRETOL is not effective in controlling petit mat. minor motor, myoclonic 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. 

Contral n d l c a t l o m 
TEGRETOL (carbamazepine) should not be administered to patients with a history 
of hepatic disease or serious blood disorder, 

TEGRETOL should not be administered immediately before, in conjunction with, or 
immediately after a monoamine oxidase inhibitor, When it seems desirable to 
administer TEGRETOL to a patient who has been receiving an MAO inhibitor, there 
should be as long a drug-tree interval as the clinical condition allows, but in no case 
should this be less than 14 days. Then the dosage of TEGRETOL should be low 
initially, and increased very gradually. 

TEGRETOL should not be administered to patients presenting atrioventricular heart 
block. (See Sections on Action and Precautions). 

Safe use In pregnancy has not been established. Therefore, TEGRETOL should not 
be administered during the first 3 months of pregnancy. TEGRETOL should not be 
given to women of child-bearing potential unless. In the opinion of the physician, 
the expected benefits to the patient outweigh the possible risk to the fetus (See 
Reproductive Studies). Because of demonstrated toxicity in nursing animals 
TEGRETOL should not be administered to nursing mothers. 

TEGRETOL should not be administered to patients with known hypersensitivity to 
carbamazepine or to any of the tricyclic compounds, such as amitriptyline, trlmi-
pramlne. imipramine, or their analogues or metabolites, because of the similarity in 
chemical structure. 

W a r n i n g s 
Although reported Infrequently, serious adverse effects have been observed during 
the use of TEGRETOL (carbamazepine). Agranulocytosis and aplastic anemia have 

occurred in a few instances with a fatal outcome. Leucopenia, thrombocytopenia, 
hepatocellular and cholestatic jaundice, and hepatitis have also been reported. It is, 
therefore, Important that TEGRETOL should be used carefully and close clinical and 
frequent laboratory supervision should be maintained throughout treatment in 
order to detect as early as possible signs and symptoms of a possible blood 
dyscrasia. 

Long-term toxicity studies in rats indicated a potential carcinogenic risk (See 
Section on "Toxicology"). Therefore, the possible risk of drug use must be weighed 
against the potential benefits before prescribing carbamazepine to individual 
patients. 

Precaut ions 

Monitoring 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 before treatment is instituted. 
Careful clinical and laboratory 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 signs or symptoms or 
abnormal laboratory findings suggestive of blood dyscrasia or liver disorder occur, 
TEGRETOL (carbamazepine) should be immediately discontinued until the case is 
carefully reassessed. 

Non-progressive or fluctuating asymptomatic leucopenia, which Is encountered, 
does not generally call for the withdrawal of TEGRETOL. However, treatment with 
TEGRETOL should be discontinued if the patient develops leucopenia which is 
progressive or accompanied by clinical manifestations, e.g. fever or sore throat. 
Urinary Retention and Increased Intraocular 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. 
Occurrence ot Behavioural Disorders: 
Because It is closely related to the other tricyclic drugs, there is some possibility 
that TEGRETOL might activate a latent psychosis, or, in elderly patients, produce 
agitation or confusion, especially when combined with other drugs. Caution should 
also be exercised in alcoholics. 
Use In Patients with Cardiovascular Disorders: 
TEGRETOL should be used cautiously in patients with a history of coronary artery 
disease, organic heart disease, or congestive failure. If a defective conductive 
system is suspected, an ECG should be performed before administering 
TEGRETOL, in order to exclude patients with atrioventricular block. 
Driving and Operating Hazardous Machinery: 
Because dizziness and drowsiness are possible side effects of TEGRETOL, patients 
should be warned about the possible hazards of operating machinery or driving 
automobiles. 
Drug Interactions: 
Induction of hepatic enzymes 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. 
Concomitant administration of TEGRETOL with verapamil, dittiazem, erythromycin, 
troleandomycin, cimetidine, propoxyphene or isoniazkl, has been reported to result 
in elevated plasma levels of carbamazepine. Since an increase in the blood levels of 
carbamazepine may result in unwanted effects (e.g. dizziness, headache, ataxia, 
diplopia and nystagmus may occur), the dosage of carbamazepine should be 
adapted accordingly and blood levels monitored. 

The concomitant administration of carbamazepine and lithium may increase the 
risk of neurotoxic side effects. 

In patients receiving oral anticoagulant medication, the dosage of the anticoagulant 
should be readapted to clinical requirements whenever treatment with TEGRETOL 
is initiated or withdrawn. 

TEGRETOL, like other anticonvulsants, may adversely affect the reliability of oral 
contraceptives. Patients should accordingly be advised to use some alternative, 
non-hormonal method of contraception. 

TEGRETOL, like other psycho-active drugs, may reduce die patient's alcohol 
tolerance; it is therefore advisable to abstain from alcohol consumption during 
treatment. 

TEGRETOL should not be administered In conjunction with an MAO inhibitor. (See 
Section on Contraindications). 

Adverse React ions 

The reactions which have been most frequently reported with TEGRETOL (carba
mazepine) are drowsiness, unsteadiness on the feet, vertigo, dizziness, gastroin
testinal disturbances, and nausea. These reactions usually occur only during the 
initial phase of therapy. They have rarely necessitated discontinuing TEGRETOL 
therapy, and can be minimized by initiating treatment at a 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 reported: 
Hematologic - Transitory leucopenia, eosinophi l , hyponatremia, leucocytosis. 
thrombocytopenic purpura, agranulocytosis, macrocytic anemia and aplastic 
anemia. In a few instances, deaths have occurred. 

Hepatic - During the long-term administration of TEGRETOL, abnormalities in liver 
function tests, cholestatic and hepatocellular jaundice, and hepatitis have been 
reported. 

Demiafo/opc-The following reactions occurred during treatment with TEGRETOL: 
skin sensitivity reactions and rashes, erythematous rashes, pruritic eruptions, 
urticaria, photosensitivity, pigmentary changes, neurodermatitis and in rare cases 
Stevens-Johnson syndrome, toxic epidermal necrolysis, exfoliative dermatitis, 
alopecia, diaphoresis, erythema multiforme, erythema nodosum, and aggravation 
of disseminated lupus erythematosus. 

Neurologic- The reactions reported as occurring during treatment with TEGRETOL 
include vertigo, somnolence, ataxia, confusion, headache, fatigue, blurred vision, 
visual hallucinations, transient diplopia and oculomotor disturbances, speech dis
turbances, abnormal involuntary movements and increase in motor seizures. In 
addition, peripheral neuritis and paresthesia, depression with agitation, talkative
ness, nystagmus, hyperacusis. and tinnitus have been reported but only very 
rarely. There have been some reports of paralysis and other symptoms of cerebral 
arterial insufficiency but no conclusive relationship to the administration of 
TEGRETOL could be established. 

Cardiovascular - Thromboembolism, recurrence of thrombophlebitis in patients 
with a prior history of thrombophlebitis, primary thrombophlebitis, congestive 
heart failure, aggravation of hypertension. Stokes-Adams in patients with AVblock. 
hypotension, syncope and collapse, edema, aggravation of coronary artery 
disease. Some of these complications (including myocardial infarction and 
arrhythmia) have been associated with other tricyclic compounds. 
Genitourinary - Urinary frequency, acute urinary retention, oliguria with elevated 
blood pressure, azotemia, renal failure, and impotence. Elevation of BUN, 
albuminuria and glycosuria also have been observed. 

Respiratory - Pulmonary hypersensitivity characterized by fever, dyspnea, pneu
monitis or pneumonia. 
Gastrointestinal-Disturbances associated with TEGRETOL therapy have Included 
nausea, vomiting, gastric or abdominal discomfort, diarrhea or constipation, 
anorexia and dryness of the mouth and throat, glossitis and stomatitis. 
Ophthalmic - There is no conclusive evidence that TEGRETOL produces pathologi
cal changes in the cornea, lens or retina. However, it should be recognized that 
many phenothiazines and related drugs have been shown to cause eye changes. By 
analogy, periodic eye examinations, including slit-lamp fundoscopy and tonometry, 
are recommended. 
Other reactions reported during treatment with TEGRETOL include fever and chills, 
aching joints and muscles, leg cramps, conjunctivitis, and adenopathy or tympha-
denopathy. 

Symptoms and Treatment of Overdosage 
Symptoms of Overdosage: 

The symptoms of overdosage include dizziness, ataxia, drowsiness, stupor, 
nausea, vomiting, restlessness, agitation, disorientation: tremor, involuntary 
movements, opisthotonos, abnormal reflexes (slowed or hyperactive); mydriasis, 
nystagmus; flushing, cyanosis, and urinary retention. Hypotension or hypertension 
may develop. Coma may ensue. EEG and ECG changes may occur. The laboratory 
findings in isolated instances of overdosage have Included leukocytosis, reduced 
leukocyte count, glycosuria and acetonuria. 
Treatment of Overdosage: 
There Is no known specific antidote to TEGRETOL (carbamazepine). Experience 
with accidental TEGRETOL overdosage is limited. Since TEGRETOL is chemically 
related to the tricyclic antidepressants, reference to treatment of TOFRANIL 
(imipramine) overdosage is relevant. 

It is recommended that emesis be Induced, and that gastric lavage be performed. 
Vital signs should be watched and symptomatic treatment should be administered 
as required. Hyperirritabllity may be controlled by the administration ot parenteral 
diazepam or barbiturates. However, barbiturates should not be used if drugs that 
inhibit monoamine oxidase have also been taken by the patient, either in over
dosage or in recent therapy (within two weeks). 

Barbiturates may also induce respiratory depression, particularly in children. It is 
therefore advisable to have equipment available for artificial ventilation and resusci
tation when barbiturates are employed. Paraldehyde may be used to counteract 
muscular hypertonus without producing respiratory depression. 
Shock (circulatory collapse) should be treated with supportive measures, including 
intravenous fluids, oxygen, and corticosteroids. 

It is recommended that the electrocardiogram be monitored, particularly In 
children, to detect any cardiac arrhythmias or conduction defects. 

Dosage and Administrat ion 
Use hi Ep*epsy (See Indications): 

A low Initial dally dosage of TEGRETOL (carbamazepine) with a gradual increase in 
dosage is advised. Dosage should be adjusted to the needs of the individual patient. 
TEGRETOL tablets 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, If so 
prescribed, only half a tablet) should be swallowed unchewed with a little liquid 
during or after a meal. These controlled release tablets should be prescribed as a 
twice-daily dosage. It necessary, three divided doses may be prescribed. 
AduKs and Children Over 12 Years of Age: 

Initially, 100 to 200 mg once or twice a day depending on the severity of the caso 
and previous therapeutic history. The initial dosage Is progressively increased, In 
divided doses, until the best response is obtained. The usual optimafdosage is 800 
to 1200 mg daily. In rare instances some adult patients have received 1600 mg. As 
soon as disappearance of seizures has been obtained and maintained, dosage 
should be reduced very gradually until a minimum effective dose is reached. 
ChUren 6-12 leers of Age: 

Initially, 100 mg in divided doses on the first day. Increase gradually by adding 
100 mg per day until the best response is obtained. Dosage should generally not 
exceed 1000 mg daily. As soon as disappearance of seizures has been obtained and 
maintained, dosage should be reduced very gradually until a minimum effective 
dose is reached. 
Use In Trigeminal Neuralgia: 

The initial dairy dosage should be small: 200 mg taken in 2 doses of 100 mg each is 
recommended. The total daily dosage can be increased by 200 mg/day until relief 
of pain is obtained. This is usually achieved at dosage between 200 and 600 mg 
daily, but occasionally up to 1200 mg/day may be necessary. As soon as relief ol 
pain has been obtained and maintained, progressive reduction in dosage should be 
attempted until a minimal effective dosage is reached. Because trigeminal neural-

8la is characterized by periods of remission, attempts should be made to reduce or 
Iscontinue the use of TEGRETOL at Intervals of not more than 3 months, depend

ing upon the individual clinical course. 
Prophylactic use of the drug in trigeminal neuralgia is not recommended. 

Avai labi l i ty 
TEGRETOL Tablets 200 mg: Each white, round, flat, bevelled-edge double-scored 
tablet engraved GEIGY on one side contains 200 mg carbamazepine. Available in 
bottles o f 100 and 500 tablets. 

TEGRETOL CHEWTABS 100 mg: Pale pink, round, flat, bevelled-edge tablets with 
distinct red spots. GEIGY engraved on one side and MR on the other. Fully bisected 
between the M and R. Each chewable tablet contains 100 mg carbamazepine. 
Available in bottles ot 100CHEWTABS. 

TEGRETOL CHEWTABS 200 mg: Pale pink, oval biconvex tablets with distinct red 
spots. GEIGY engraved on one side and PU engraved on the other. Fully bisected 
between the P and U. Each chewable tablet contains 200 mg carbamazepine. 
Available in Denies of 100 CHEWTABS. 

TEGRETOL CR 200 mg: Beige-orange, capsule-shaped, slightly biconvex tablet, 
engraved CG/CG on one side and HC7HC on the other. Fully bisected on both sides. 
Each controlled release tablet contains 200 mg carbamazepine. Available In bottles 
of 100 tablets. 

TEGRETOL CR400mg: Brownish-orange, capsule-shaped, slightly biconvex tablet. 
engraved CG/CG on one side and ENE/ENE on the other, Fully bisected on both 
sides. Each controlled release tablet contains 400 mg carbamazepine. Available in 
bottles of 100 tablets. 

Protect from heat and humidity. 

Product Monograph available on request. 

References: 

1. Data on File - CIBA-GEIGY Canada Ltd. 

2. Arvidsson J . Eeo-Otofsson 0. The diurnal variation ot carbamazepine and 
carbamazepine-lfl. 11-Epoxide in plasma and saliva in children with epilepsy 
using convenient and stew release (CR) formulation of Tegretol. Acta Neurol 
Scand 1981; Suppl 88:64:1-202. 
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ELIORESAL® 
(baclofen) 
Muscle relaxant 
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. 

Impaired 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 abdominal 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 automobiles 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 locomotion, 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 
Most common adverse reactions are transient drowsiness; dizziness, weakness and fatigue. Others reported: 
Neuropsychlatric: Headache, insomnia, euphoria, excitement, depression, confusion, hallucinations, paresthesia, muscle 
pain, tinnitus, slurred 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 ejaculate, 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). In the 
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 effect is achieved (usually 40-80 mg daily). 

The following dosage titration schedule is suggested: 
5mgt. i .d. for 3 days 

10mgt.i.d.for3days 
15mgt.i.d. for3days 
20mgt.i.d.for3days 

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. Cartridge, N.E.F., Hudgson, P., Weightman, D.: A comparison of baclofen and diazepam in the treatment of spasticity. 

J Neurol. 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 

•Rivotrilw(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 nearly 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-establish 
efficacy. CONTRAINDICATIONS : 'Rivotril' should not be used in pa
tients with a history of sensitivity to benzodiazepines. 'Rivotril' 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 reports indicate an association 
between the use of anticonvulsant drugs and an elevated incidence of 
birth detects 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 ol 
treated epileptic women this incidence may be increased two to three
fold. The increase is largely due to specific defects, e.g. congenital 
malformations of the heal, and cleft lip and/or palate. Nevertheless, the 
great majority ol mothers receiving anticonvulsant medications deliver 
normal infants. Clonazepam should be used in women of child-bearing 
potential only when the expected benefits to the patient warrant the 
possible risk to 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 
required to be adjusted to obtain the optimal effect. The abrupt withdrawal 
of 'Rivotril', particularly in those patients on long-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 mal). These phenom
ena may require the addition of appropriate anticonvulsants or an 
increase in their dosage. The concomitant use of valproic acid and 
clonazepam may produce absence 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, dependence and withdrawal symptoms 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%. In 
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), thrombocytopenia and eosinophilia. Liver 
Function: Slight, transient elevations of transaminase and alkaline 
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 to 0.50 mg every third day until 
a maintenance dose of 0.1 to 0.2 mg/kg of body weight has been reached, 
unless seizures are controlled or side effects preclude 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 recommended 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. 
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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. 

SCOTT&WHITE TEXAS A&M UNIVERSITY 
College of Medicine 
TKMPLI: 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 
Austin 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 Smiglcl, M.D., Chairman, Neurologic Surgery 
Scott and White, Texas A&M University 

College of Medicine 
2401 South 31st Street, Temple, TX 76508 
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ANOTHER UNEVENTFUL DAY. 
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DILANTIN 
(phenytoin) 

Sfarf iwYh it. Stay with it. 
DILANTIN* (phenytoin) is a drug of 

first choice for controlling generalized 
tonic clonic seizures. 

No other antiepileptic is more widely 
prescribed.' 

No other antiepileptic has been the 
subject of more extensive clinical studies? 

And no other antiepileptic boasts a 
more simplified medication schedule. 
The slow absorption of Dilantin Capsules 
allows a single daily dose for main
tenance therapy in many adults, once 
the divided dose of three 100 mg capsules 
has adequately controlled seizures. 

References: 1. CDTI 2. Goodman and Gilman, Sixth Edition. 
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LIFE WITH 
SPASTICITY DOESN'T 

HAVETOBEAN 
OCCUPATIONAL 

HAZARD. 
To the patient with spasticity daily living is often 

distressing -sometimeshazardous. 
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.'1'2"3'4* 

Help your patient experience a less hazardous daily life. 

LIORESAL 
(Baclofen) 

For Spasticity 

f prescribing 
lation see page xxii 
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