"PARLODE

{bromocriptine mesylate)

ACTIONS Parlodel (bromocriptine mesylate) 1 a dopaming.
mimetic ergot derivate with Dy type dopamine receptor agonis!
aclivity, and has also D, dopamine receptor antagomst
properties. The dopaminomimetic achivity of bromocriphine
in the striatum is considered responsible for the clinical
benehls seen in selecied 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 na longer respond 1o the medi-
cation, Excessive dopamingmimetic drive may, nowever,
provoke psycholic and other adverse reactions.

The extreme variability in G.|. 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 vanability in
dose response.

INDICATIONS® Parkinson's Disease: Parlodel (bromocriptine
mesylate) has been found to be clinically useful as an adjunc!
1o levodopa (usually with a decarboxylase inhibilor), in the
symptomatic management of selected patienls with Parkin-
son's disease who experience prominent dyskinesia or wea-
ning off reactions on long-lerm levodopa therapy.

Patients on long-term treatment who are beginning 1o
deteriorate on levodopa therapy may be controlled by redu.
cing the dose of levodopa and adjusting the Irequency and
schedule of drug admimistration Patients maintained on
optimal dosages of levodopa who still expenence prominent
dyskinesia andfor 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 bromocnptine doses causes severe adverse reac-
tions, it is recommended to combine a slow increase of Par-
lodel, usually with a concomitant, gradual and Lmted
reduction of levodopa dosage Continued etficacy of bromo-
criptine for more than two years has not been estabiished
and there is some evidence that its efficacy tends to wane.
Evidence available indicates that there is no consistent
benefit from bromocnptine in palients who have not respond-
ed previously to levodopa. and sludies have shown signif-
canlly more adverse reactions in bromocrptine-treated
patients than m palients treated with levodopa Parlodel 1s
not recommended in the treatment of newly d.agnosed
patients or as the sole medicalion in Parkinson's disease

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

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

PRECAUTIONS Parlodel (bromocnipting mesylate) may cause
hypotension, primanly 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 aganst
actwilies requinng rapid and precise responses, such as
driving an automobile or aperating dangerous machinery,
until their response has been determined.

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

Alcohol should be avoided during treatment with Parlodel. In
some patients, the concomitant use of Parlodel and alcohol
has giver 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,
verligo or headaches are severe or persisting, the therapautic
dosage of Parlodel should be reduced to haif of one tablet
daily (1.25 ma) and increased gradually to that recommen-
ded. The dopamine antagonist domperidone may be useful
in the control of severe gastrointestinal side effects in
parkinsoniar patients receiving Pariodel (see Drug
Interactions).

As with ali medication. Parlodel should be kept safely out
of the reach of cnildren.

Use in Pregnancy: If the patient wishes to become pregnant,
Parlodel (bromogriptine mesy'ate) should be stopped as
so0n as possible after conceplion is suspected In this event
immunological confirmation should be done immediately
When pregnancy is confirmed, Parlode!, like all other drugs,
should be discontinyed unless, in the opimon of the lreating
physician, the possible benelit to the patient cutweighs the
potential risk to the fetus.

In human studies with Parlodel (reviewed by Turkal), 1)
there were 1410 reported pregnancies, which yielded 1236
live and 5 stillborn infants from women who took Parlodel
{bromocnptine mesylate) dunng 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! (bromacripting
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 demenlia, caution should be exercised when
treating such patients witn Par'odel

Parlodel administered alone or concomitantly with levadopa
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 Parlodes to patients with a ustory of
myocardial infarction, particular'y if they have a residual
atrial, nodal or ventricuiar arrhythmia

Symptomatic nypotension can occur and therefore. caution
should be exerciseo when administering Partodel, particularly
in patients receiving antihypertensive medhcation Periodic
evaluation of hepatic, rematopoietic. cardiovascular and
renal function is recommendec

Drug Interactions: The concomitant use of erythromycin
may increase tromocriptine plasma levels.

Domperidone, a dopamine antagonist, may cause increases
in serum prolactin In so dong, dompendone may antagonise
the therapeulically relevant prolaclin lowering etfect of Par-
lode! It is possible thal the antitumorigenic etfect of Parlo-
del in patients with prolactinomas may be partially blocked
by domperidone administration

ADVERSE REACTIONS The most frequently observed adverse
reaclions are nausea, vomiting. headache and gastrointestinal
side effects such as abdominal pain diarrhea and consti-
pation. All these etects 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, ead
to fainting and “shock-like” syndromes has been reported in
sensitive patients. This is most likely to occur dunng the
first tew days of Parlodei treatment.

When bromacnpting is added to ievodopa therapy, the
incidence of adverse reactions may increase. The most
common néwly appearing adverse reactions in combination
therapy were: nausea, abnormal involuntary movements,
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LB Because quality of life is the issue

hallucinations. confusion, ‘en-off” phenomenon, dizziness,
drowsiness, faintness, fanting, vomiting, asthenia, abdominal
discomiort, visual disturbance, ataxia, insomma, depression,
hypotension, shortness of breath, constipation and vertigo.

Less common adverse reactions inclute anorexia,
anxiely, blepharespasm, dry mouth. dysphagia, edema of
the feet and ankles, erylhromelalgia, emleptitorm seizures,
latigue, headache, lethargia. motlhng of skin, nasal stuth-
ness, nervousness, nightmares, parethesia, skin rase, ufi-
nary frequency, uninary Incontinence, uninary retention and
rarely signs or symptoms of ergobism such as tingling of
fingers, cold feet, numhness, muscle cramps of feet and
legs or exacerbation of Raynaud s syndrome

Abnormalities in laboratory lests may include elevation of
blood wrea nitrogen, SGOT, SGPT, GGPT, CPK. alkaline phos-
phatase and uric acid, which are usually iransient and not
of chnical significance

The occurrence of adverse reactions may be lessened by
temporarily reducing dosage tc one-haif tabiet two or three
times daily.

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

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

Although Parlodel (bromocriptine mesylate) has been found
chnically useful in decreasing the seventy and frequency o!
‘on-off"* luctuations of late levodopa therapy, the decision
1o use bromocriptine as adjunctive treatment and the selection
of dosage must be ndividualized .~ each case A low dase
is recommended. The initia' dose of Pariodel is one haif of a
2.5 mg tablet (125 mg) at bedtime w:th food o establish
imtial tolerance Thereafter, the recommended dosage is
2.5 mg daily in two divided doses, with meals, (halla2 5 mg
lablet twice daily) The dosage may be increased very
gradually, if necessary, by adding an additional 2.5 mg per
day, once every 2 10 4 weeks, to be taken always in divided
doses with meats. Increments should usually not exceed
25 mg. Chnical assessments are recommended at two week
intervals or less during dosage titration, 1o ensure that the
lowest eftective 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 ndividuai investigators, but car be around
10 mgq daily or higher. During initial ttration 'tis 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 contaning 2 5 mg bromocriptine as mesylate,
available in botties of 100.

CAPSULES each containing & mg bromocriptine, as mesylate,
avaiable 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 Carada inc
PO Box 385
Dorval, Quebec HIR 4P5

See ifc
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FULL PRESCRIBING INFORMATION

DILANTIN"

{extended phanyloln sodium capsules USP)

THERAPEUTIC CLASSIFICATION
ANTICONVULSANT

INDICATIONS AND USAGE

Dilznlin {pherytoin sodium) 1s indicated for The contrel of generalized 1omc
clonic and psychomotor (grand mal and temparal ‘che) seizutes and
prevention and treatmenl of seizures ocourring during o following
neurosurgery. Pheryton serum ievel determinations may ae necessary for
aplmal eosage adjustments (see Dosage and Adminsiration)

CONTRAINDICATIONS

Dilantie {phemytoin sodium) 13 contraindicated 1n those patients who are
Ty persensitive to phenytoin ar other hydantoins

WARNINGS

Aprupt withdrawa ¢f Dilanfin {phemytein sodium) n epileptic patents may
orecipitate status epilepticus Wnen, ir e judgemert cf the clinician. the need
lor dosape reduction, discontinuation or substitution of alerratve
antiepilapbic medicator arises, this should be done gradually. However, in Ihe
event ol an allesgec or kypersensitvity reaction, rapd substtution of alternative
Iherapy may be necessary. In this case, aternatwve thesapy should be an
antepileptic drug not beicnging to the hydantoin chemical class

There have been a number of reparts suggesting a “elabonship between
pherytoin and the development of lymphacencpathy (ocal or generalzed)
including benign lymph node byperplasia, pseudolymohoma. lymphome. and
hodgkin's Disease Although & cause and effect relaticnship has not been
establ:shed, the occurrence of lymphadenopathy indicates the need to
differeniate such a cond lior from other types of lymph node pathoicpy.
Lymaok node involvement may accur with or without symptoms and signs
resembling serum sickness, eg fever, rash and fiver involverent

In 4l cases of lymphadenopathy, follow-up observation for an extened
perind is ndicaled and every eHort should be made to ach eve seizare control
Lsing alterrative antiepilephic crugs.

Acule aiccholc intake may increase phemytain serum leve's while chronic
aicoholic uss may decrease SETum leveis.

Usage In Prapnancy

A number of reperts sugQests ar association Jetween the use of antepleptc
drugs by women with epllepsy and a higher incidence of birth defects in
childrer bern to Mese wamen, Dala are more extensive with raspect 1o
phenytoin and pherobaroilal, but these are also the most commaonly
prescribed anbepilentic drugs; less syslematic or anecdotal reporis suggest
a possible similar asseciztion with the use of all known anticpiieotc drugs

The reparts suggesting a gher nccence of birth defects n children of
crug-treated epileplic women canrot be regarded as adequate 1o prove a
definite cause and efect relationship There zre intrinsic methodologic
pravlems in obtaining adeguate data on drug ‘eratogencity in humans:
Genetic factors or the epileptic condition itself may be more important than
drug theragy in leading to tirth defects. The great majority of mothers on
antienileptc medication delver normai infanls, it is impartant 1o note thal
antieoilentc drugs should not be discontinued in patients in whom the drug
is admiristered to prevent major seizures, because of the strong possibility of
precipitating status epileptcus with attendant hypoa and threat to ife. In
individual cases where the severity and frequency of the seizure disorder are
such that the removal of medication does not pose a serous threat te the
patient, discontinuation of the drug may be considered pricr to and during
aregnancy, although it canaot be sad with any confidence that even mincr
seizures do not pose some hazard to the developing embryo or felus The
arescrbing physician will wish to weigh these considerations in lreating or
counseling epileptic womer of childbearing potential.

n addition 10 the reports of Me increased noidence of congenial
matformations. such as cleft bp/paiate and heart malformatans n children of
woimer recewving ohemytoin and ather antiepileptic drugs, there have mare
recenty been repor's of a fetal ydantoin syndrome This consists of prenala
growth defic.ency, microcephaly and mental deficiency in children born to
mathers who have received phenytean, harbiturates, alcohel or trirmethadione
lowever, these features are allinterrelated and are frequently associated with
nirauterine growth retardation trom other causes

There have been isolated reports of malignancies, including neurchiastoma,
n chilerer whase mothers received phemytoin during pregnancy.

An increase in seizure frequency during pregrancy occurs @ high
oroporten of palients, because of alterec phenytoin absorplior or
metabelism Perodc measurement of serum phemytain leveis is particuiarly
viluabie ir the management of a pregnant epileptc patient as a guide to an
approonate adjustment of dosage However, postoartum sestoration of the
origing cosage will prabably be indicated .

Meonalal eoaguiaton defects have been reported within the first 24 haurs
In babies born 1o epileptic mothers receiving phencbarkital ard/or phemyten
Vitamin K has been shown to prevent or correcl this defect and has been
recommended o be giver ‘o the mother before delivery and to the neorate
after birth

PRECAUTIONS
Ganeral
The iver is the cheet site of bictranstormation of Dilantin (ohemytoin sodium);
palienls with impaired liver funclion. elder'y oatienis, or those
who arg gravely ||l may show gary signs of toxicity

A small percentage of individuals wha have been treated with phenytoin
have beer shown 1o melanolize the drug slowy. Slow metaboesm may be due
to limited enzyme availability and lack of induction; it appears to ba geneticaly
determined

Phenytain should be discontinued * 2 skin rash appears (see "Warnings"
section regarding drug disconbnuation) |f the rash is exfobative, purpuric, or
bullous or if wpus erythematosus or Stevens-Johnson syndrome 15
suspecled, use of this drug should not be rasumed and alterrative tharapy
should e cons:dered (see Adverse Reactions) IF the rash is of a milder type
(measles-like or searlatini‘ormy, therapy may be resumed atter the rash has
completery disappeared. ¥ the rash recurs upor reirstilution of theragy, turther
pnenytoin medicalion is contraindicaled,

Hyperglycemia, resulting from e drug's mhibitory efiects or nsulin
release has been reported Phemytoin may also raise e serum glucose eve
n diabetic patents

(Osteomalacia has been associated with phemytoin therapy and is considered
1o be gue to phenytoin's nterference with V1amin D metaboism

Phenytoin is rot indicated for seizures due o hypoglycemic or ather
metabolic causes Approprate diagrostic precedures snould be performed
as rdicated,

Prerytoin is not effectve for absence (petit mal) se:zures | tonic- clonic
{grand malj and absence {petit mal) seizures zre present, combined drug
therapy is needed

Serum ‘evels of phenyton sustained above e opbmal rarge may produce
confusioral stales referred 10 as “deliqum’”, “peychosis’, o "encephalopathy”,
or rarely. irreversible cerebellar dysfunction. Accordingly. at the first sign of
acute towicity, plasma lavei determinations are recommended Dose reduction
of phemytoin therapy is indicated if plasma leve's are excessive, if symptoms
persisl, terminator is recommended (see Warnings)

Informatlon tar Paiisnts

Patients taking phenytoin should be acv:sed of the ‘mportance of adhering

stricty to the prescrined cosage regimen anc of informing te physician of

any clinical condition in which L is not possible %o lake the drug oraly as
prescribed, e g suigery, elc

Patients shoud aiso be cauticred on the use of other orugs or 2lcoholic
beverages withoul firsl seeking the physician's advice

Fatients should be instructed te call their physician if skir rash deveiops

The importance of good dental hygiene shoud be stressed in order to
mirnrmize the development of gingivai hyperplasia and its compfications

Do not use capsules wnich are disceloured
Laboratory Tests
Phenytoin serum level delerminations may be recessary to achieve optimal
dosage adjustmenls
Drug inleractions
There are many drugs which may increase or decrease phenyloin evels or
which pherytoir may atfect The mest commonyy accuring drug interactions
are listed below:

1 Drugs which may increase phenyltoin serum evels include:
chloramphenicel  dicumarol disulfiram  lolbutamide. isoniazd,
phenyloutazone, acute alcoho infake, salicy'ates. chlordiazepexide,
phenathiazines. diazepam, estrogens, ethosuximide, haothane,
methy phendate. sulfanamides, c:metiding, trazodone

2 Drugs which may decrease phemytoin levels include: carhamazepine,

chronic a.coho: abuse, reserpine Ingestion times of pherytoin and antacid

preparations containing calewm shoud be slaggered in patents with low
serum phermytein levels to prevent aasarotion problems

Drugs whicn may either ‘ncrease or decrease phenytoin serum levels

inciude: phenabarbital vaiproic acid, and sodium valproate. Simitarly the

effect of pherytoin on phencharbital, valproic acid ang sodium valproate
serum levels is unprediclabie.

4 Although not a true drug interaction, tricycic antigepressants may
precipitate seizures ir susceptibie patients and phemytoin dosage may
need to be adjusted

5 Drugs whose effizacy is impaired by ohenmytomincude: corticosterods,
coumnarin antcoagularts, oral contraceptives, quinidine, vitamin C,
digitowr, ritampin, doxycycine, estrogens, furasemide,

Serum level oeterminations are especially helpful wher possible drug
interactons are suspected.

Drug/Laboratory Test Interactlons

Pnemytoin may cause decreased serum levels of proten-bound ioding (PBI). it

may also produce 'ower than rormal values for dexamethasone or meyrapone

tests  Phemyiin may cause increased seurm levels of gucose al«aling
phosphatase. and gamma glutamyl transpeptidase (GGT)

Nursing Mothers

Infant nreast-feeding s not recommended for women taking this drug Secause

phenytoin appears o be secreted in ‘ow concentrations in human milk,

Pragnancy

See WARNINGS section

Carcinogenesis

See WARN KNGS section.

ADVERSE REACTIONS
Contral Nervous Sysiem:
The most commen manifestations encounteres with Dilaetin {pherylcin
sodiumn) therapy are referable to this system and are usually dese-related
These ‘nclude mystagrmus, ataxia, slurred speech. decreased coord natior and
mental confusion. Dizziness, insommia, fransient fervousness, molor
twitchings, ard headaches have also been observed. There have also been
«are reports of phenylein induced dyskinesias, including chorea, dystonia
tremaor and asterwis similar 1o those nduced by phenothiazire ang other
nevrcleptic drugs.

A predominantly sensory peripheral polyneuropatity has been cbserved in
patients seceiving lang term phenytoin therapy.
Gastrointestinal Syzlem;
Nausea, vomiting, and conslipaton.
Intagumentary Systam:
Dermatological manfestations sometimes accompanied by fever have
neluded scarfatinform or morbilfferm rashes A morbilliform rash (measles-
like} is the mast comman; ather types of desmatibs are seen mare rarely. Other
more serious forms which may be fatal have included bullous, exfoliative ar
purpuric dermatitis, lupus erythematosus, and Stevens-Johasor syrdrome
(see Precaulions)
Hemaopolatic System:
Hemopoietic complications, some fatal, have occasionally been reparted in
association with administration of phenytoin. These bave included
hrembocytopenia, leukepenia grarulocylopenia, agranulocytoss, and
pancytopenia with or without bone marrow suppression. While macracytosis
and mepalobiasbe anemia have occurred. these conditions usuatly respond
lo foiic acid therapy. Lympradenopathy inciuding benign wymph node
Iyperplasia, pseudolymphoma, ymphoma, and Hodgkins Disease hiave been
reperied (see Warnings)
Connective Tissue System:
Coarsening of the facial features, eniargerment of the Fps, gingival fyperplasia,
hypertrichosis and Peyronie's Disease
Other:
Systemic ‘upus erythematosus, periartertis nodosa, toxic hepatilis, lver
damage, and immunoglobulin abnarmalites may ocour

1%
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OVERDOSAGE

The lethal dese of Dilantin (phenytor sodium) in children is not known. The
ethal cose in adults is estimated to be 2 Lo 5 grams The intal symptoms are
nystagmus, ataxia, and dysarthria Other signs are tremor, hyperflexiz,
ethargy, slurred speecn, nausea, vomutrg The patien! may become
comatose and nypotensive. Death s cue Lo respiratory and circulatory
CROFBSSIDN

There are marked varations amang individuals with sespect to pheaytoin
plasma ‘evels where toxicity may occur. Nyslagmus, on lateral gaze. ysually
appears at 20 mog/mL, ataxia 3130 meg/ml, dysarthnia and lethargy appear
when he plasma corcentration is over 40 meg/ml, but as high a
concentration as 50 mey/mL has been reported without evidence of toxicity
As much as 25 tmes the therapewtic dose has been taxen 1o result n a serum
concentration over 100 megfml with complete ecovery.
Treatmant
Treatment 's nenspecific since there 's no known anlcole

The acequacy of the respiratery and circulatory Systems should be carefuly
observed and appropriate supportive measures employed. Hemodialysis can
be corsidered since phenytoin is nol completely bound to plasma oroteins
Total exchange transfusion has been used i the teatment of severe
rtoxication in children

Ir acute overdosage the possibility of other CNS depressants, inclucing
alcehel, should be borne in mind.

DOSAGE AND ADMINISTRATION

Serum concentations should be monitored wnen Switching a patient from the
sogium salt to the free acid form.

Dilanbr Capsules. [Vlantin Parenteral, and Dilartin with Phenobarhilal are
formulated with the sodium salt of pherytain The free acd form of phenytoin
s used in Dilantir-30 Pediatric and Dilantin-125 Suspensicns ard Dilanln
Infatabs Because there 's approximately an B increase in drug cortent with
the free acid forim than the sodium sall, dosage ad,ustments and serum eve
maonitoring may be necessary whan switching from a procuc? formulated with
Ihe free acid 1o 3 preduct formulated with the sodium sait and vice versa
Genaral
Dosage should be individualized to provide maxmum benefit In some cases
serum blood level delerminations may be necessary for aptima dosage
adiustments — the clnically effectve serum level 5 usualy 10 - 20 meg/mL
Serum blood level delerrminations are especially helpful when possble drug
interacticns are suspected. With recommended dosage, a period of seven lo
ter days may be reguired to achieve therapeutic blood evels with Dilantin
Adull Dose:

Patients who have received no previous lreztment may be started on cne
100 my extended phenytoin sodium capsue three times daily, and the dose
ther adjusted to suitindividual requirements, For most adults, the salisfactory
mantenance tosage will be three Lo ‘our capsules (300-400 mg) daily. An
increase (o six capsules daly may be made, if necessary.

Padiairic Dose:

Initially, 5 mp/kg/day I two or three equally divided doses. with subsequent
dosage indwidualized to a maximum of 300 mg daily. A recommended daily
mairtenance dosage is usually £ o Bmg/kg, Chidrer over & years old may
require the minimum adull dose (330 mg/day) Pediatrc dosage ‘orms
available inciude & 30 mg exlended pheqylein sodium capsule, a 50 mg
palatably flavoured Infatan, or a1 aral suspension form containeg 30 mg of
Dilantin in each 5 mL.

Alternative Dose:

Once-a-day dosage for adurs with 300 mg of extended phenytoin sodium
capsues may be considered if seizure contrel is estabiished with dvided doses
ol three 100 mp capsutes daiy. Studies comparing divided doses of 300 mg
with a sinple dai'y dose of this guantity indicated that absorptior peak plasma
evels biologic half-hfe, ditterence between peak and minimum values and
wrinary recovery were equivalent Once-a-day dosige offers a convenience Lo
the individua' patient o te rursing persoanel for insdtutonalzeo patients. and
is intended oniy 1o be used for patients requirng this amount of drug daily. A
major problem in mabvating nencompliant patign's may also be lessened
when the patient can take all of his medication once-a-day, However, patents
should be cautioned not to inadvertently miss a dose. Only extended phemyton
sodm capsules are recommended for once-a-ddy dosing

HOW SUPPLIED
DILANTIM CAPSULES: (EXTENDED PHENYTOIN S0DIUM CAPSULES USP):
Sach white capsuie wilh pale pink cap containg. phenyloir sodium 30 mg
Bottles of 100 and 500.
Fach white capsule with orange cap contains: phenytoin sodwm 100 mg
Bottles of 100 and 1,000,
Also avallable as:
Dilantin Injection:
Ready mixed 2 ard 5 ml ampoules cont3ining phenytoin sodivm
0 mg/mL with propylene glycol 4084 and alcohal 109 in water for
imection. Adjusted to pH 12. 2 mL ampoules are 2vailable in packages of 10
ard 5 m_ ampoules in packages of 5
Dilantin with Phenobarbital Capsulas:
Each whte capsule with garnet cap contains: premytoin sadium 100 mg and
phenobarbital 15 mg Sotties of 130 and 500.
Each white capsule with black cap contains: phenytoin sodium 100 mg
and phenobarbital 30 my. Betties of 100
Dilantin Intatabs:
Fach Navoured, triangular shaped, grooved lablet contains: ohemylon
50my. Bottles of 100
Dilantin Suspeancions:
Fach § mL of flavoured, coloured suspension ¢ontains: phenytain 30 mg
(red, Dilantin-30) or ‘25 mg (orange, Dilartin-125). Battles of 250 mL.
Stere at room temperature below 30°C (B6°F). Protect from light and morsture

Product Monograph avallable on requesl.

PARKE-DAVIS

Scarborough, Ontario M1L 2N3

“1.M Warner-Lambert Company, Parke Davis
Divisicn, Warner.ambert Canada Inc auth user
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Brief Prescribing Information

@
Tegretol® ..o
TEGRETOL® 200 mg :
TEGRETOL® CHEWTABS™ 100 mg ana 200 mg
TEGRETOL® CR 200 mg and 400 mg

Acllan

TEGRETOL (& has anlic ies which have Been found
wsefud in lhelrnlmenl of psydwmorm eplepsy and. a5 an adjunct i the frpatment
of partial , when in with othet anbiconvlsant

drugs 1o prevenl the possible generalization of the epdepuc disthasge. & ild

nswnnlra;nc tﬂeci Im neer absarved 7 some patents, which szems related 1o
i e 1 pychomotar o temperal lobe eprlepsy

dimiaisbes e pas gssocdled with rigeming ~2uralgia

TE[‘F‘\EIU\. alicves
alter within 74 t: 4B
or Wieyelic comTownds, TEt‘REIOﬁ_ Nas a modedate antichobnergic actisn
i bl [0 soma of il side eifects, A tolerance may deveiap to the
aclon o IE&TDL afier 3 fow manihs of toatment and shoutd Be watchad for

SCLITED N A fow inglances with 3 falal outcome. Lewcopenia,
r»uamcuum and chelestatic jaundice, and hepatitis have aiso been rrmrmd 5,
tharefore important that TEGRETOL sttt b used carelully and ciose chinical nd
fioquent laboralody suporviskan shauld be malptained 1l|lauqhuut Izl =ert in
ardpr o detect &8 early as possle 5 ard syrwons ol @ possTale blaog
dyscrasia
Longerm Lo:lu[y studies @ rats ndicated 3 potential carcinggeme ~sk r.':'se

T (R ncm( “) Thivetore, 142 possible nsk ol drug use must be
%u\a pateatial Benalts belore guescrbing gahamamone 1o W
pation

Pracautlons

Mon of Hematalogical and Other Adverse Reschians:
Complate studles, including plateler counts, #d evaluabion of hepatc
renal lunction aad unraiysis shoukd be c.:mea oul be'nre treatmant is inctituted.

- Pulminary hypersensstivly characlesred by fever, dyspnea, poey-
ey pna!rmonll

Gastrointesting - Disturbances associated with TEGRETOL thorapy have included
Nausea, viHmEng, gastric of stdomenal discomdon, dardiea o corstipation,
angerna and drysess a1 the mouth and theoat, gissits and slomatins
Gphihatmic - There is no conclusive evidence 1hat TEGRETOL produces pathalogi-
c2l changes o the comea, beng of refina. However, it shouid be recagaed 1hat
many phunothiannes and refated drugs hava boen shawn 1o cause aye changes By
analogy, periodic eyt gxammnations, micluding sa1lamp fundoscogy and tononsoiry,
are recormmented.

Oiher reactlars
Athing jolnts are .
cenopalhy.

symplnms and Traatment ot Overdosage

:d clring treatme] with TEGRE TOL inchude ‘over an
5028, lQ Cramps, COnLASidiE, art adenepativy or |

Carenel clinical 2 lab houdd Le treal:
mEn, mcluulnu drequant perfurm.w:c of com[ﬁc!cbﬁmﬂ OIS, Bl n«mr!o detact
any eatly si?’nsm symptoms of béedd dyscrassa Shoulld ary sigas or symplams o
abnarmal laboralory Imﬂlnn.. s.wna‘smu of blaod d).-clisu of Iiver digiger ooowr,

TOL (¢ stauld b discontinwed wni the case IS
i HI[‘T y ieas
N pogressive of Fuctual g asymptomatic zeu:qiwﬁa. which 5 encountered,
daes nal generally cal for the withdrwal of TEGRETOL Hawevts, treatmant with
TEGRETO be discontinued 1t the patien dovatags Tevcopenia which is

TEGRETOL may suppress venincuiar Ny U 10 s
#ftect simlfar ta that of quinidine and pi # with 1
phase 4 gepolarization of the hgart mlﬁcle fitre, A numbar of uivashgators have
reported & detedioration of EEG abnonmalities with regard (o focal altgrations and a
higher incidence of records with nil bata activity, durimg carbamarepine- comisnod
treatment
The ahwq_nun of garbamareping In man is ielatively Slow When taked In a singh
oral dose, TEGRETOL (carbamarepine tatets) amd TEGRETOL CHEWTARS (car
mazepine chewable 1iblels) yiekd peak plagmia concentralions of unchanged o ba-
mazpeng within 4-24 hours. Wih respect o e quantity of urhwmnlnc
absoihed, tere 5 0o clhoce ly refovant difference betwien the varkius dosage
lo-m5 When TEGRETOL CA {arbamirepine contrpdled release tablets) are admin.
steed !enezluilr. theey yield @ lowes averaga masamal concenbration of carbaniage-
* this eduction In the averaie minimal conceadration This
erds fo lssull W@ bower Incidence of
sdvoese drug reactians It also ensuros that the plasma concenleations remain
Largely 3t Ihovghout the day. thareby making It possible to marage with 2
twice-dally dosage
Carbamazepine becomes bound Lo Serum pro
contenl:ation of uncha arice in 1
portion present i fhe serom {20309,
The elmination halt-ite of In the plasma averages
approvmately 35 hours following  single oral 0050, whtress alter repeated
ddmenesteation, which leads 10 aulteiuction of hepatic enrymes, it averages oaly
16-24 hours, depending on the duralion of the medicalion In gahents rdceiving
concamitant ingatment with othier engyme-inducing aali-epfaptic agonts, hait-ile
values averaging 9-10 hours have boer found
Url\-'Z 3% of the dose, whether given sngry or repea
hanged form. The armary mefahodle 5 I" pharmzced
1|:| . -epotide

v i, ThE frEn ur'mrr MmiNabINe o Carpamazepmt s e Wans- 040 GeTaive

onginilmu lromltsa 10, 11 cpondu o small portion o the epoxide is converted into
acrdar ef Important beotranslormation prod.

uc:;aa.te umus nmbhydrntyhlrd compoungs, 85 well 55 the N ghcuranide of

carl

Thelhcm:lelll fangz o7 Lhe steady-slale plasma coroeniralion of carienasgne

gengrally lies totween 4-1C megdm .

Indicatlons and Clinical Use

o th 1% af F0-A0%, The
flacts 1ha non-protein-bourg

A wim !
TEGRETOL (wmmﬁpinu) fs. ndicated for 11z symplomatis soief of pain o
?ammnl rauralgia only ﬂuun? periods of exa 08 a2 o primary Wigomi-
neurﬂm [llcduulnuralml 1 shoutd 721 be used nlimlmelydurlnu periods of
||>a1ws TEGRETUL nas relieved glossopharyngeal newrakya
HI vamnts whi ladl to mspond to TEGRETOL, or who Jfe senstve [0 the drug.
recourse to other accepled measwes must be ennsHieted
TEGRETOL isnota smoe aragesc and snows not be used Lo alieve triva faoi
pains or headaches,
8. mm his been found usaful In:
) epelepsy and,

1.1 o lobe
2. asu adumet, In s.ome patients with mandary ul partlt eﬁdem with complax
d saizuizs, when gminislered i

wilh nlhgr

3. a5 an alternative medication In palients wmr gerera zed
who are expenencing marked e effecis or el 10
conyulsant diugs

TEGRETOL i not effectve in controfng palil mal, mindr mator, myocionic and

predorminanatly ilsteral seirures, and doe,, ol pmw:nl the gennsaliration of

eqrleplic discharge. Moteover, recent suggests that af

selzures fray gccasionaliy ocour in patients with atypieal absences

Canlraindications ) )
TEGRETOL fearbamazepine) should rot ..e aeministered |9 datienls win @ nistory
of hepatic dizeate o serious blood drsordel
TEGRETOL should nad b adm y before, in conunct
immadiataly alter 3 mangaming oxidase infbikoe Whea if seams usnable |u
adrminister TEGRETOL 1o @ patlent who has been rectiving an MAD inhibitor, there
shoutd be 25 tong 3 drixg-free inferval 25 The clinical comttion alows, but i np case
should this ba fess than 14 days. Then the goszge of TEGRETOL should be law
Instily, and iiteased very gradually
TLGRETOL should not be admenisteed
wack, f5ee Sechions on Ackion and Precaunons).
Sale use in magm“ has nol boen established, Thefelod TOL shoule nu
be zdministered during the first 3 months of pregaancy. T GRETOL should ot &
q‘h:m 1o warngn of chitd-bearing potentisl uniess, in the opinion of T fnmm
cmr:bcd benetits to the patient outwelgh 1W rigk 1o thi fotis (See
Reproductive Studies). Because of demonstrated (owicity In nursing anbmals
IEGRETOL shoud not ba administored to nursing matiars
TEGRETOL should nol e adrministered to patipnts with known hypersensitivity 1o
camnmmm o 1o any of tha Irlcyﬂnc compnundi, such as ln'urnptyllne frumi

L

B8
1o clzr anli

et altioveritcular hearl

or their g becauss of Msmhmy ]
chami:alahmurc
H&mlnns i _—
hough repot lod frequantly, vue elects hiva D2er coserved curing
e wse of TE wa:MTOL {carbamazegine) Agraruiooytosis 1d apashs aremiz adve

December 1987

paned by clinical ma LB fever of o theaat
u:mmsamrmmmmmmmmmmnm
Because of s galicholinergic 2:%o0, TEGRETOL should b2 g
#, 1o paleents with Mcreassd ntraccular BRGSO Urinzry
patenis should ba Tofewed closely whu’e 1aking the drug
%ﬂmnun gsmmv Do
1 ks closaly telaled [0 the olher tricycic drugs. theee I some pessiiby
that TEGRE™OF meght acrivale a faent psy:ﬁosas o, In elderly patients, produce
BgAlON of confuskin, aspatially when combined with other drugs. Caution should
a0 be gaereised in alcoholics.
Use in Pallents wih Cardigvascular Bisorders:
TEGAETOL 50l bt sesd cagtious y r pancnls wilh j hestory of caromagy atary
desease, organic heart 'NS&. of congesive fallure. [t a defeclive conductave
tem |5 suspecied be performed belore admsnstaning
TEGRETOL, in order 1o Htlude patients with amuvmncula block
Driving snd Opsraling Narardows Macl
Beeauss dizziness a are passi Hegts ol  prabionts
should be watned abowt the passible hml\iﬁ oi nnmllnq machinery or driving
automobstas.
Drug Intecactions.
Trethucticn of hepatic enryines in response 19 FEGRETOL may have the ellect of
duninishang the sciity of certain ruﬁi thiat are melabotized in e iver This
should o considered when administering TEGRETOL concométantly with ciher
anti-epieptic agents and drugs such a5 theaphylling
Cﬂmmllmwmnﬁlmnnnm TEGRETUL with verapamd, ditapem, crytheamycin,
domycan clmelading of soniazd, b
In eievited plasma luvels of carbamuepuie. Sance A0 increasE
s b mespne may (EsULIC urwanted ehecls feg diziness, headache, ataxia,
dipinpiz arg <|a|;|mLs may occur], the dosage of carbamareping shaulid be
a0apica dccor ingly 2 blon: |vvels monitered.
he concamlant afmaigtrgian of carbamazeging and Anigm May msiease the
rakat newataic soe ettecks
I patipnts sacetving oial
should b readipted to clinis
i mitianed or withdrawn.
TEGRETOL, ke other a7hconvidsants, may adversety afle
ContrEcaplives. Pallen's shoud accordingly De anvisen 0 wse
nan-haumand mathod o confraception
TEGRETOL, ie oiner psycho-active drugs, may rafuce e palent
toiavance, 1t 1 Iherefore sfveable o -Jh;liul ror" Jmhol conzumation o
treatmenl
TEGRETOL should nat be admirsierad in conunchon wih an MAD ichoiar [Sae
Section on Confraniitations)

Advarse Reactions

The ual:mrs wihich fave been mast ﬂenlrcntly reported with TEGRETOL (carba.
an the fazt, vertio, dimness, gastrgin:

lestnal dxsturbmces, and nausea, Thase reachons usually occur only durifig Me

imtiih phase of theragy They have rately necessitaled discontnuing TEGRETOL

Tharapy, and can be minimied by iitiating freatment a 1 low dosage

The more serous stverse reactions observed are the hematologic, hepatic, cangia-

vascular and dematologic reaclions, winch regquire m:nnnnuamn of thr.rany ||

cautiously, Tzt
Etion Suck

agulant medicalion, Ine
fijuirements whaneve

ge o1 he anlzoagulant
menl wilth TEGRETOL

The wmmms of wr;rdosage nclee dimness, alasn, drwsiness, slupor,
Raused, vommlbing, resie: 55, aginntion, n.!omrluhon, tremal, involuntary
maovaments, opisthotonos, sbaarmal mllexes (starwed or hyperactive), imydriasis,
mrsl s flushing, cyanosis, and urinary relention. Hypotension or yperiensan
ovelop. Comy may ensue EEG and EGG changos may nccur The tabosatory
I'ln 1ngs i isctated Instances of 406 have Included leukncytoss, reduced
I souet, glycosuria and ace!
Treaiment of Qverdosage:
Thnre |5 no knwn specific 2ibdote to TEGRETOL (vabamazepingl. Experenice
walh ac cdental TEGRETOL averdosage s bmeded. Srce TEGRETOL is chamically
redated lo [ha Mrcyche aﬂlndunraéarlh melereace 0 {raatment of TOFRANI.
(imipramre) svercosage is re'svart
It b recommended that emésis be induced, and that gastric lavage bo parformed,
Vital ijrts shnuld bee watched and wmmomnmrumnt shaut) be atministared
a5 reguired Hyperrritabllity may te controtiod by the admentciration of parenteral
diarepam of barbiurates. Hawiver, basbiturates should rot b2 used if drugs that
Inhdnl monoaming oxidase have also been Laken by the patant, edfee in oy
dosage o In recent tharapy rm!nln IO WeRks)
Basbiturates mag tizq Induce Aory deprassion, parbcufarly In shidren. 11 is
therefore advisable 1o mvhmulpr'erl avmnre for artificeal ventilation ard gespscs-
tation whan arg iy, F may be used 1o countaract
muscular hyper oo withaut prodacdng mﬂsmow (U
ahnc<{¢1rcula 1y coliapsa: shied U rgatod with supportave mezsures, inchudmg
s flu'ss peygen, anUcur]atwermﬂs

that th: he manfored, pasicuany in
L'hll:lr mn mdule:l any cardlac arrhyihenlas or concuction dofects.

Dosage and Administration

Use in Epilapsy {Seg Jndf:arrnﬂs,l

Alu.-v 1 | al dall, «mm o TEGACTOL {earbarmarepene) wild 3 gradual increase in

! s advised Dasage shoud be adpsted 1o tha needs of the Individual patignt

TEGRETOL lab'ils and CHEWTASS 5

will meals wherever possible

The controlied fekease characteristics ef TEGRETOL CR reduce the dady Maclua-

tions o plasma carbamareping. TEGRETOL CA wablets {oither whade or, if 5o

pescited, ealy hall 3 tablet) should be swaSowed unchewsl with a infa byuid

duzing o after i meal. Thise contralled release tabiots should b prescibed as a

fwlce-daily dosago. It necessary, threo dwided doses may ba pescribed.

Aduirg and Enildren Dver 12 tears of Age:

Initalty, 100 10 200 mg once of twice 4 doy dmnumu an the sevenly of the case

o provious therapeutio bistory. The inltial desage is pogressevel |nr.r!ase-n n

divided doses, unhil he best respanse s oblained, The usua! optimal dosage is 660

T $2063 1mg :.iad]r In rare instances some adult patients hava recenved . As

000 a3 deagpearance ol seimres has bean obtsned gnd maintained, dn;am

should be reducad very gradually untif 2 minarmum elfective dose & eached,

Chlidren 8-12 Years of Age:

Iniially, 100 mg in divided doses on the fust day. Increase ddl:ifly by adding

!00 w ﬂavunl:ll the best respansa is oblained, Dosage shauld generatly nol
1000 mQ daly. As so0n 13 disapgearance of seifures has been obtained and

rnalnlmu dasage shavld bo reduced very gradualy antll & esimum eflecivg

dase is reached

Use In Tigaminal Newralgla:

The eétial daHJ dasage should be small, 200 my tiken i 2 &oses of 100 g eazh is

recommended, The total dally dosage can be mcorezsed by 200 mgfday unbil reset

of pain is ehlEned, This i usually achieved al dosage botween 200 and B0G mg

daly, but necasionatly up 1o V200 inglday may be necessary As soan as reliel of

pain has been abtaned and maintained, pragressive reduchon in dosage should be

aftempted unbl 8 meamal effeclive dos3ge s reached. Because higemnal nedral-

gla b= characterited by gmm of rcmlssm altempls should be made to reduce o¢

the yse of TEGRETOL 4t intervals of nat mare than 3 months, depend-

sld fe Lak2n in 2 to 4 divides coses dally,

Ireatrmert with TEGRETOL haz to be e the ch
anotht anti-epeagtic drup should be effectod under cover ol diarepant
The fz'ow g adverse -saclans lave beer spor

gic - Trmmr\l legcrrytssis
thismbocylopenic puipuna, agianuiotylosis, M'nmlt atpmia and ag'aslic
Aneimia ina lew instances, deaths have occired.
Hap. ing m anmasiial ool TEGRETL
lunct cholestal e @l hepatocellular jasncics, and 12
zporled.
Devmalniogic - The falowing reactions occurred dutiig treatment wilh TEGAETOL .
siin sensifivity reactions and rashes, arythematous cashis, pruitic ruplans,
;llcam pholnsen_.lllwt;r nll;mcnhni changes. nuuioduma:llls innmr.mcases
v ens- Jul Teek
anpacia, ﬂl:phm 5. erythema mulnﬁ:rme ef\ﬂlmrm nmosum and aggravation
of dlssamﬂaimf lupus geythentatosus
- The reachions repocted 35 c-ccum::n dunng irealment with TEGRETOL
inhude vertigo, somnolenca, staxia, confusion, headache. Fatique. uried vision,
wirual hallucinations, transient diglapla and eculomator distuibantes, speeeh dis-
turbances, abrormal mvoluntary movements and Increase in mator seizires In
addifion, p nEwritis and with ageation, 1afatvg.
ness, nystagmes, hygeracess, and tnnitus have been raporied bul oaly very
rarely There have been same reports of paralysis any other symptams of corebral
arterigl insufficiency but no conchusive refationship 1o the administration of
TEGRETOL could be established.
Ci o =T recurtanca of
with 4 prior history of prima i
hE;rl!sgﬂfm .wn?.m ol hypeslension, &ws—xﬂams in pafiants wilh &Y biock,
hypotansion, syncope and collapse. edema, I avatlon of coronary artery
disease Some of Jhese compleations [in myncmdul Infarction and
arehythiiz have been associated with pihes Irkyr:hc
outinary - Urinary frequency, atl.‘he wrila, mmnon af wu willt glevated
blood pressure, arated enal fa'ure, a tence. Elevation of HiN,
albwrminiria and glyzo sn avebwtnbsm

i3 in palznls

{xx1)
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Avallability

TEGRETOL Tabiers 200 /g Each white. round, fial, beveled-sdge do

lablet ungeaved GEEGY on one side corfaing 200 m

Dotdes of 100 and S04 tablets.

TEGRETOL CHEWTABS 100 my. Pale pind, raund, Nal, beveled-adge tibiots wiih

distinct red spots. GEIGY enqraved on one sie and MA an the ather Fully blsected

batween the M and R, Each chewabdn tablel cantains “00 mg carbamazoaine

Auaslatle  betties of 100 CHEWTADS

TEGRETOL CHEWTABS 200 myg: Pale pons, oval bicomvex tablels wih @istinc) reg

pots. GEIGY engraved on one wda and PU agraved on fha ather Fully biss

tetwean the P and U Esch chewable tatdot contains 200 oy rbammuu 2

Avadable o bottles of 100 CHEWTAGS

aige-orange, um shaped, shglitly bizonves tabhel,

1o 2 TG o the other 7ully bisecles on both sides

Each controfiod relezsa tzhlel contains 200 mg mharn,umme Ayzilable i bomles

of 100 1atdots

TEGRETO CR400mg Brownah-orange, capsule-shaped, slightly biconvex tablet,
ngraved CEEG oa one side and ENE/ENE on the otber Fully bisected on both
s, Each controlied recase 1able containg 400 mg carbamazepne. Avadabio in

nmlm o 100 farats,

Byglect trom heal and tarsdly,

aph ava’abe on cequest

nEwakya ks not eacomimanged.

Refarancaes:
1. Dala on File - CIBA SEIGY Canads Lt
2. Arvidssen J, Eug -Oindsson 0. The diumal varkalon of carbamazeping and

carbamazepina- 1. 11-Epoxide In plasma and saliva in children witly epie;
SN convenient and w retease (OR) formtation of Tegreiol Acta Neurol
Scand 1981, Supp! BA-G4 1202

Geigy

Mississauga, Ontario
LSN 2W.

See page iv
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Prescribing Information

ACTIDN ANO CLINICAL PHARMACOLOGY ;
SBCLIUA® (unarizine hydrechiorde) oreverts T deleterlous ei'eots of ce lula cale um geerisad by reducing
ergess v trsmeriaane fluxes of caleium Flunaridne doss not inteskrg with rarmal celluas cacior
hcreostasis. Flunzriz're a 50 has and hisamonic popesl es

1he etfac’s of flunzrizing in the prophylasis of m'gra re are maat pranounced with segards ta *he recLcbon of
the “equercy vl allacks The sever by of migra rie attacks improves b s lesser sxlent while g o ne efect
i5 5aen 01 (Fe aLralon of Nigraine e nisodes.

“he phzrmacakingtic parameteis of otaly admin slered flunatizre are surmerized ir faoe 1.

Flunasizing s well ghsurbed; veas plasma levels are atizinge 2 to 4 hnus atier oral admiristrabor in heallhy
vauntee's. Plasma corcentrations ingrease gradually during chron'c adiminisiiation of 10 mg daiy teaching
2 slpady state lvel after 5 to 6 weeks of dLg admin stration Steady slate plasma levels remain constanl cur g
mrofonged freatment zllnougn there is subssant al irtenndivieual variaion: plasma levels range between 35 2nd
115 ng/mL

11 50 fderly patierts (mean age B1 yea's}, with ivermitlent claudicalian, long term {median & montis)
treatmant with flunaszne, 10 mg pe: day y elees fary constant stezthy state plasma feve.s albeit wih
corsiderad e interindividual differerces. Wnle plesms flunanzine lavals were between 50 ngim. and
Jrgiml r 46% of patienls, inividual va ues ranged from less than 20 ngf L te 580 ng/rme. Flunar's re
was tevnid of cumulative e'fects as shown by repealed measaraments.

As Indicated by the large apparent volume of distribution (mean = 432 Ly, mn?e =267 - M3 Lthy) seen
after the oral admenssiration of 30 mg in healthy yetunteers, Hunariine is exlensivly disinbuten fo tssues. Crug
cclancentlmlrons n lissues, pasticularly adipose Yissue and skeletH muscle, were soverat imes higher than
PIasrA [gves

Flurariang is 39 164 bowre; 30% § opund w0 plasma proteing and 930 vistributed @ blaad esl s leay'rg ess
fhan 1% present as free drug T the plasma water

Flunarizingss Tielabelized prineipally through N-pucation and argmatic Hydroeylatian, Dunng & 48 hous seriod
afer a single 30 Mg dese, rMinima urinaty (<029 and ‘sgal (= GE!-{!..] grerelian o Nunatizine sndior ils
metzbo. te3was found. 1h sindicztes that the crugand its metabelites are excratec vay slowly over 2 prolonged
per ol of tirg

Flrar? re haz alang eliminat or nalf ife of shoe 18 days

send 1 be revecs bl folowing ciseantinazt or of Munznis e vealreal 105 recommerced tal satients cr
‘.unzrizing Inerapy be fol owed closcly o hai axtrapy-amidal symptoms may be fereried early and if
necEssEry, treasment dissor inse.

Use in Depressive Palienls

G inical slutiss ncizale thal fusarizee can. eveal weomerced dases, precipitels depressicr mestly in
yoLrge’ patents (s:e CONTRAINDICATIGKE)

Endocrine Etecls

Galactorrhea nas teen coosted ir & *ew fema o paycots, some of whom wete aisc on CrEl contracedlives
withr the fi7st ey menths of Ayrar e ne Irgatment, Discontinusten af funaizne sherapy resclved
nalactarriaz in most cases Flunarizing *herapy cadsed a mid but sigr.ficant elsvation af serum prola
whi 6 GH, Lk, FSHand TSH evels d d net shoe significant var alion Two ceses af measirugl rregu ariies have
been rzperted.

Orug Inlaractions

Eviderce trom therapewtic i als in epi cotic patients ind cates trat whereas * urarizine coes rotaffect the
kinetics of phenytoin, «'r'lamruepne and waln-vir acid, A does decrease Lhe plasma levels of mephenyloin.
Furthermore, steady stal lavels [1 flurar ving are reﬂuu:d by coadministeal on ol o riconvulisanls.
“hsisconscerec toooo 4 a5t of enhancee firs! pass matahnlism of fiLrar zine 33 a consequence of e
ereyme inducticn by the anticonvulsant medicatians,

|7 ainer sludies, *unarizine was showt not 1o aMect the antizoagulant efest
nypogycoic ettect ot gl boaciamide and insulr.

Usein Fatlenls with Impaired Hepall: Funclion

Flunarizne is metabised by (e iver. theretore care shou' be exercised when tiurer zineis Given to patients
with camprorisad | ver fine! on.

ADVERSE REACTIONS

Inclin calirials with IBE_IIN (flunarizine hydrachlarde) m.gra ne patients, crowsingss (3ls0 descrinze as
stdudinn or fefigue) as well as we'ght gain (and/or increased 2predite orurred faivly frequenlly, r the order
of 20 and 15%, respective.y. OF 840 mig-aine patients 23 (2. Ndﬂ g 901 1% requ red withdrawal ram
Ih.rarizine therapy due t 1FJU5'I 55 anc welpht gain respectively

Tre mosl sercus side eMect ercounlered n migraineurs during chmcal Irials was degression. Of 840 mig-ane
patiznts, 11 (1.3%) were wilhd*awn due to depiession. International posl-markating exoerience suggosls 11
pavents betveen 20 and 54 years of age with a perscnal 2+ fam lizl hislomy of ceprrssion a'e paricLia‘y 2 rizk
tsee CONTRAINDICATIONS and PRECAUTIONS).

Clirica experoroe it oterindicat ons and epicem clog © surveys suggest tal extrapyiarical symptors ray
teve op g ng] \unarizing theragy Flderly palients ars particu aly al sk (sec CONTAAINDICAT 045 ard

af warfatin sod'Lm ar the

Other side eHects encounletec 'noclinical trisls for migraine owopiylass incladec the fol owing:
Heariburn, nausea, amesis, gastzly a;
Insommia and sizep charge, anxiety dizzincss/vertign;

Dry mouth, asthenia, nuscle aches, s<r razh

SYMPTOMS AND TREATMENT OF OVERDOSE

Trere nas been ne exper eace fu cule with pegrdasage el SIRFLIUM (unariae bydroch orde) Rased or e
pharmacologica properes of lhe drug sedatior and asthera may be expected ta acowr. Treatrmant shou d

lakle :Fharmzcckinetic parameters of fiurar zine in nealthy volunaers
Nacl  Dose Crmiax Trmax AL s
Doses (TGl (ngsmLy (h] (ng/m.*h) {mean days)
{range]
3rgle 3 30,5 133 24 FRFCAJT]
Lose ‘0 815 } 2-4 §15¢ 2.8 e P10
Slurizs N 70 1031¢ 14 Gastraintestingl
eli] 816 Z-B 1169¢ [ 4427 4 -- 2
? ‘ 2_g§ Certal Nervous Syater:
[2-8] Wiscall
Multioc 14 b -hE
[ose ) 10 38.8°
Studies 14 14 68 4" i01.2 [#-14]
a7 n 4B 19

3 Plisma conc dons a2 hours

s Argacrpercarve 0o 8 haurs .
o frea Lnder curee Qo 24 hoors

o Areavrcer cotve 01 168 haurs

INOICATIGNS AND CLINICAL USE

SHEL UM (flunariz ne nydroch cride) is ndicaied in the prophy.es s af class o and ccriman migra ne

Flaarisine s wbindizated it rgatnetab acale migra ne alaces

CONTRAINDICATIONS o )

SIBFLIUM (flrasizing hydroch erived is contraindizaled n satiests with <own Fyoersenzitwty te the drug

llunzr zine is contrainoicated i1 pater:s with 2 h's'ory af cepressior 27 pre-exising exrapy+am dal visaorders

PRECAUTIONS

SII‘IC& SE(alon and/or Growsiness Deour in some patients darng treatment with SIBELIUM (Hunanzing
hydrochionde) (see ADVERSE REACTIONS), patients should be caukoned against sctivities which require

dlertngss or 1agid, precise responses (e.0. operzing machinery or 8 matar vehicte) until the response (o the

drug has been determined,

Lise In Pregnancy

Tu date, Lheqe are no data 1o support the Jsc cf flanasz re during o egnency. It skowld 1nerefcre noe be

administeted ta pregnattwomen unless e ard ¢ patee denefirg oubweigs the poleatia risks,

Use During Laclation

Sradies in liclating dogs have shown th

Tilk is nuzh grezfes 112r that in pa

tak rg flunzrizing

usein lhe Eldarly

Theethcecy of flunariz re intre proprylas’s of migrane nzs not 02en estan izhed in e'terly snjecs.

useinChildren

The e'ficacy v Lnarizine in the 2-ophylzxis of mgraing has rod been establ s12c in patients yourger Lhan

B yearsufage

Use in Patients wilh Parkinson's Oisease o _ _

lunar 2ne is contrasndicazed in patierts with ave existing Parkinsor 5 cisease o other extrapyrar oal

cizarcets (see CONTRAMNGICATIONS). Clivcal stacias indicale 1mat peolonged | unarizing trealment, aven a-

recommerded doses, can produce motos disturbances ‘o elderly subjects who did not show previans

rpenralumml deficits. Thz chrual symptoms resamble Parkanson's thseass howaver, they do nglimprove v h

b an E 4 1o date sugyjests thatin most i1slances the extrapyramidal SymploTs

Jdnarizing is excreted ©mik M concentratian of flunarizine in
rexsl [ppd rg should therefore be d ssouragee i women

i’ sLotrduclion of emesis o- gastric lavage arc SURECrY e MEasUres.

DOSAGE AND ADMINISTRATION

Thi usual adult dosage of 5 BFLILUM { unar.e re hydroctloride) 10 my por day adm msleres in e evering.
Paiients who experience side ef*ects may ne mairtained anh rmg bS.

Durallon ol Therapy

C inical experience indicates that e onsat of eftect of funariang is gradual and maamum benglits may not
he seen batore the pathent has corp.ated several weeks ol continuous freatment. Therapy (heratore should

notbe d i tor fack of response hefore an al nme period has etapsed. o.0. 6-8 weeks.

DOSAGE FORMS ;

Compeas 1 or: Fach rer wrd grey capsule cottans b ng flunarizing ;as Fydrocklaride).

Aa lakiity: S'BELIUM ¢ una‘izne hydench.oride capsules are ava lable in bl ster pacages
of 65 capsules.

Starage: SIBEL UM gap:

les & g stowld be slaved al o below 2570, protected from

ight and moistara

Producl monagraph availabla on requast

REFERENCES

1 Siselium product monograan 2. 1cdd PAand Benfisld P SlLrarizre A -eappraizal ofils pharmacoogicsl
properlies atd therapeube use in neviokogical disorders. Drugs 1983, 38 (4): 481-99. 3. Louis P. A double-
tilind placebo-controlied prophylactic study of llunarizing (Stbelium} in migraine. Headache 1381, 21 (6).
235-9, 4 Amery WK el al. Flunariaine, a calclum entry biocker m migrame u:np!wiam; Headache 1985; 23
5): 249-54. 5. Amaery WK, Flunarizing, a caleiumn channel biocker a now prophylaclic drug in migraine.
eadache 1983. 23: 70-4. 6. Lucking CH etal Flunanzne vs, propeanciol in the proghylas of migraing: teo
doulite-blind comparative studies in more than 400 patignis, Ceﬂha!afp:a 1388, 8{suppl 8] 21-6. 7. Vanhoulle
Py The sxpert committee of the Warld Health Organization on classification of cicium g : the
viewpoml of the raporleur Am Jf Cardipl 1987, 59 JA-8A 8 Centonie V et al. Eflicacy and lﬁ|!.‘FﬁtIi[lt5 ol
llunarizing in tha prophylaxis of mugrmrm L‘emm'a i 1985; 2:163-8. 9. Martinez.Lage JM. Flunarizine
[Sihekurmy ir the oreohyles of migraine. Ar open, 137g-term, multiceve: 1ral, Proc G inter Headache Symp
Seaternber. 1357, 10, Sorensen PSetal & placebe cuntrol ed, counte e, crass-ovet il of !funammem
CoMman migraine Caphalaigia 1986 6 7-14
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ELIORESAL®
(baciofen)

Muscle relaxant
Antispastic agent

INDICATIONS AND CLINICAL USES

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

CONTRAINDICATIONS

Hypersensitivity to LIORESAL .,

WARNINGS

Abrupt Drug Withdrawal: Except for senous adverse reactions, the dose should be reduced slowly when the drug is discon-
linued 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 nat 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 defectsin 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 lacomotion, 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

Maost commaon adverse reactions are transient drowsiness; dizziness, weakness and tatigue. Others reported:
Neuropsychiatric: Headache, insomnia, euphoria, excitement, depression, confusion, hallucinations, paresthesia, muscle
pain, tinnitus, slurred speech, coordination disorder, tremor, rigidity, dystania, ataxia, biurred vision, nystagmus, strabis-
mus, miosis, mydriasis, diplopia, dysarthna, 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 bigod in stool.

Genitourinary: Urinary frequency, enuresis, urinary retention, dysuria, impolence, 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, alkaiine
phosphatase and blood sugar (all elevated).

SYMPTOMS AND TREATMENT OF OVERDOSAGE
Signs and Symptoms: Vormiting, 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 cutfed endotracheal tube before beginning lavage (do not induce emesis).

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

DOSAGE AND ADMINISTRATION
Optimal dosage of LIORESAL requires individuai 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:

§mgt.id. for 3days
10mgt.i.d for 3days
15mgti.d. for 3 days
20mgt.i.d. for 3 days

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 Menograph supplied on request.

References:

1. Cartiidge, 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 & 96-89 (1981).

3. From_A., Heltberg, A.: A double biind trial with baciaten and diazepam in spasticity due to multiple sclerosis. Acta
Neurol. Scandinav. 51: 158-166, (1975).
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@SYMMETREL® (amantazne HO) Anipardinsonan Agenl
INDICATIONS: The kreatment of Parenisor's sypdrome and n the short-lerm manage-
ment ol drug-induced extrappramida symploms

CONTRAIMDICATIONS: Palients with nown hypersensilinly to e dnug
WARNINGS: Pabents wiha teslory of eplepsy or other “seauwes” should be ozseived
G038l lor possiiz urloward cenlrl nenvous sy~ smehecls. Patienls with 2 hislory
0f gongestive neart [aiure or pengharal edema should be followed closely 25 there
a6 paliants who developed congestive heart failure whi receving SYMMETRELY
Saletyolusenp i L* should not be
USEd M woman o l. unless the expcles benehl b tha palient
Sutwesghs the possible sk 1o the felus

SYMMETAEL" i5 secrefed in tne me and shauld not Be admensstered b nuising
mothars
PRECAUTIONS: T

5

Dservalitn  teguited when admnslersd con-

currently with ceniral nervous system stimulals

Patients wilh Pariinson’s syndrome improving on SYMMETREL
normal activilies gradually and cautiously, consislen witn
Hions, such as the presence of osieopacosis or phlebathrombosis. Patients
SYMMETREL whongle centralnarvous systeme!fests or blurring of i
b i agash Uhving v wetkeg i Shoations e T Siess s g
SYMMETREL shouid not be d'scontnued admply since a faw patents with Farkin-
50n's syndrome expanenced & parkinsonian crsis, i sudden marked chnica
detiriorabion, when this magicakon was suddealy stopped

17e dosa o antehoingsgic drugs o o SYMMETREL shouks be recucer f alropae See
effects appear wien thase drugs are sed cancurrently

ADYVERSE REACTIONS: Aduarse t2actons have ocoured 1 palients while recening
SYMMETREL® 2ione orin combmalion wih anbghglinsngic @nbpaniinson drugs andioe
levodopa

Impartant adverse reachons are arfhosiabc hypolensve epsodes. congestve hear
lailure, depression, psychoss and urinary reltenbon; and rarely convuisions. rever-
sible leukopenia and neulrooena, and abrormal iver funcbon test resulls,
Adverse reactions of less impartance ane: anorana anwaty, alana
hallugnations, conslipation, diznass (ghl-hagdedness) dry mouth,
insomia. liveda rebouans, nausea. paripheral edema, drowsiness, dysgaea
hyparingsia, «fi ghimaras, wash, slured speach. visugl distr
vomding ang we amalod Germalils and oculogyric
apsodes Some side edfects wese lransient and disappeared aveq with contined
adminisleation o 13 drug

SYMPTOMS AND TREATMENT OF DVERDOSAGE: Linsted data are availzble
conceming cinical effects and maragement of SYMMETAEL cverdosage An eldarly
pabent wilh Parensor's syndrome wha took an overdose o 2 8. of SYMMETREL
1a:mcuda arxr' 1. des .ﬂmpecfa U et tk:ps, hos.» unrar) tetenken, and a mied

Fen the urine 1§ acas. [he administraton of
2 ehmanzhon of the diug Trem the ody Blood

aetiythmas, Jypotension hypeact
Iheizoy shouls be admaisiared Blood ol
,'Iet LnnepHand 03 mulc I shot'c be moaitored If there is no record of
g cathelerizabon shoud be done The possibiity of multiple drug
ingeshon By the patient shouks e corsidered.

DOSAGE AND ADMINISTRATION: Pardinson’s Syndrome: inbial dose is 100 mg
daily lor patients with serious assoc:ated medical inesses or who e recewng high
doses of other anbparknson drugs. Alfter ool several weeks 2 100 mg onge daiy,
the dose may e azreased lo 00 g bwicedaty When SYMMETREL:
are initialed congurmently, SYMMETRE® snould b beld constan 21 100 mg daily
o fanc ey while 1ne daily dose of ievadopa is gadually ingreased lo opbimal dose
When used 2:ane, Ine usual dose of SYMMETREL® 5 { Twice 2 day
Fatients whosa responses afhmal el SYMMETREL 0200 g daily may
benaditliom an increase ily 1 divided goses Pabents whoaxperienca
412 off ot effeclvenass may regain baneft by incraasag the dose o 300 mg day
such pabienls shows e supenased closely by (heir physicians,

DOSAGE FORMS: Capsules: toothes of t0G) - each red, soft geleliv cagsule con
\ains 100 mg of amantading KO, Syrup: (500 mL) - sach & mL {1 tespoontul) of
clear coloress syrup cantaing 50 mg of amantadne HEI

Relerences:

1 Schwab AS. Poskanzer OC, Engiand AC Jr , Young RR: Amantadine in Pardn-

son's disease. JAKA 19722277
Product monograph avaitabie oq reques! PAAR]
@TM coe F'_
DuPont Pharmaceuticals
Mississauga, Ontario
cCANADA Lant 204
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Zostrix

capsaicin 0.025%

RIPTION

cream contains capsaicin 0L,025% in an emoliient base,
1is & naturally occurning substance derived from planis of
anaceae family with the chemical name trans-%-methyl-N-
vanillyl-fi-nonenamide. Capsaicin is a while crystalline powder
witha molecular weight of 3054, 1t is practically insoluble in water
but very soluble :n alcohol, ether and chloroform,

ACTION AND INDICATIONS

Although the precise riechanism of action of capsaicin is not fully
15 that capsaicin renders skin
ing and preventing reaccumulation of
= snsory neurons, Substance P is thought
1o be the principal chemomediator of pain impulses from the
periphery 1w the central nervous system, Zostrix™ cream is i
cated for the lemporary reliel of the pain (neuralgia) associaled
with and following episodes of Herpes Zoster infections after open
ed,

di-

skin lesions have

WARNINGS

For external use only. Avoid contact wit
irmitated skin, Do not bandage tightly. [f condition worsens, or if
symptoms per more than |4 days or clear up and occur again
within a few days, discontinue use of this prod d consult your
physician. Keep this and all drugs cut of the reach of children,
DIRECTIONS

Adulis and children 2 years of age or older: Apply Zostriz™ 10
affected ares not more than 3 or 4 limes daily. Zosirix™ may cause
transient burming on application, This buming is observed maore
frequently when application schedules of less than 3 or 4 times
daily are utilized. After Zostrix™ is applied with the fingers, the
hands should be washed immediately.

IMPORTANT GUIDELINES FOR USE

Patient compliance is vital 1o suceessful therapy, Patients should be
insiructed to apply Zostrix™ (o the affected area three or four limes
daily. Optimal response should be achieved within 14 10 28 days.
Continued application of Zostrix™ three or four times daily is nec-
essary 10 sustain its clinical effect,

HOW SUPPLIED

425 g tubes (DIN 740306)

es and broken or

“Trademark of GenDerm Canads Inc,

GENDERM

GenDerm Canada Inc,
355 McCaflfrey
Montréal, Québec HAT 127 |:‘?f»$"

See page xvi

LEPSY CaNADA
Pl T ANA LA

PILEPSY

You can be
part of
our success.

Contact
your local
association

AXxsain:

{capsaicin 0.075%)
Topical Analgesic Cream

Description: Axsain contains capsaicin 0.075%
in an emallient cream base. Capsaicin is trans-
8-methyl-N-vanillyl-6-nonenamide, a white
crystalline powder with a molecular weight of
305.4. It is practically insoluble in water but very
soluble in alcohol, ether and chloroform.

Active Ingredient: Capsaicin 0.075%

Inactive Ingredients: Benzyl Alcohol, Cetyl
Alcohol, Glyceryl Monostearate, Isopropyl
Myristate, Polyoxyethylene Stearate Blend,
Purified Water, Sorbitol Solution, White
Petrolatum

Actions and Indications: Current evidence
suggests that Axsain works by its action on a
pain transmitting compound called substance P.
The capsaicin in Axsain causes substance P to
leave the nerve endings. With a lower amount of
substance P in the nerve endings, pain impulses
cannot be transmitted to the brain. Axsain is
indicated for relief of neuralgias (pain from
nerves near the surface of the skin) such as
painful diabetic neuropathy and postsurgical
pain.

Warnings: Avoid contact with eyes. Do not apply
to wounds or damaged skin. Do not bandage. If
condition worsens or does not improve after 28
days, discontinue use of this product and
consuit your physician. Keep this and all drugs
out of reach of children.

Directions: Adults and children 2 years of age
and older: Apply to affected area 3 to 4 times
daily. A transient burning sensation related to
the action of the product may occur over the first
several days of use. Application schedules less
than 3 times a day may not provide optimum
pain relief and the burning sensation may
persist. Wash hands immediately after
application avoiding areas where drug is
applied.

How Supplied: 42.5 g tubes (DIN 00769622)

Relief and comfort for diabetic
neuropathy patients

Reference
1. Data on file 1989, GenDerm Canada Inc.

GENDERM

GenDe m Canada lnc.

See page x
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PRESCRIBING INFORMATION

B Rivotril™(clonazepam)
ANTICONVULSANT
INDICATIONS AND CLINICAL USE
lound usef when used alone or as

myoclonic and akinelic seizuras and p
syndrome]. ‘Rivoliil' {clonazepam|) m ! some value in patients with
absence spels {petit mal) who have failed 10 respond 1o succinimides

Uplo qﬂarly one ol r‘e palienls in some “IJC'I&‘S haue sI‘cwr a Ioaa
of ithin :

:‘Bivolril” (clonazepar) has been
n the gemant ol
it mal variant {Lennox-Gastaul

il' s dosage adusimenl may re- esrabh il
CUNTHAIWlCnTIONS Awoinl should n
tivily o benzodiazepir i 3
with clinical or biochemical ewdeqm ol

WAFLNINGS Usein Pregnancy: Aa
hL1\o\.L|‘I I 16 Lise .JI an l.ml.Llsaq o

The inc der'u‘ ! -~-|r
is regarded lo be approximately 2% in children of
h hcidence rna, be nereased two lo three-

B4, Congenita
1[‘ r‘Is—H Ilp an d-L' palate Nevertheless, lhe
ceiving anticonvuisant medications deliver

E.J'Il"g prs:;rlr
ganeral popu
Ireated ea'ea" .

anly when the expecled benelils to the patient w
possible risk i aletus. Molhers receiving ¢ aﬂazapa'ﬁsrcu nol brea 1
leed ther infanls. Use ir| Children: Ba e possibilily that
adverse fysi mental of the child could
become apparent only years. a fisi-benelil consideration of the
fong-lerm vee of ‘R mpaoranl i pedialric patients. PRECAU-
TIONS: Simulianeou alion of several anliconvuisant drugs
may be consideredwith ' however, i should be bcme nmindthal
the use ol mulliple anliconvulsanis i an

of Rivouril” panicular
may precipitale s
ls

Therefore, as with any other anlicon
senlial when discontinuing ‘Rivolnl'

lion of incremental doses of another @
A paradozical increase in seizure acl
seizure lypes nas
‘Rivotril. When

ty or lhe appearance ol new
5 dh’l. g lre il

d {onic-clani
e the addif i|:r| of appec

ecupalions requir
saraling Machinery of driving a
insl ihe concom I=l‘1[L“-‘
?ndmrs‘plr‘[
symploms
th bart lJra s and alcor‘al Th=r= ore, paliants who may
increasing the dose of drugs on teir own initialve should be
eiu! manitoring when receiving ‘Rivoldl” Periadic fiver function
lests a wod counls are reco nded during long-lerm herapy with
Rivalnil’. Clonazepam and ils me rated by the kidneys; 1o
avoid excessive accumulation, & axercised in the ad-
miniglralion of the drug lo pat tion
cretion in (he upper respiraiory ra.... 38 2
some anverse reaclion duning ..Iondzeparr‘ '*e apy. espec ﬂ"\‘ N 5ma
menlally retarded children who ardinardy hava dillicully handkng 3-
lioms, Trealr wilh Rivol ouid be inslibuted wilh caulion in patients
with chronic respiralory diseases ADVERSE HEACTIONS The most
y GCoUring adverse reaclio sfarable to CNS
i todateh siness has oocured
in approximately 50% of patieats and alawa in approxmately 30%. In
nese may diminish with time Behaviowr problems have
oled in approwmalely 25% ol palients and increased salivation in

T ulners Musculoskeletal: Muscle weak and low back pain
ham in 1he upper f ages, dysp-
ressicn Hematopoietic: Anemia, lzukopenia
{WBC below 4000/cu mm), (hrombocyiopenia and & phiia, Liver
Funetion: Slight, franssent elevatiens of Ira d alkaline
phosph DOSAGE AND ADMINISTRATION: Dosage of ‘Avolril'is

essentially ind vidual and depends above all on the age of the pai enl
"L.sl l:ﬂ ds tr' mms'd in i .

complete mental alernes
vicle. They also shou'd be warned a
ak Uc-lol and olher CNS cnpr: ssan d

d 003 mg-&g driy ar 1d shoud not
3 r three divided doses. Dosage
should beincreases b',f nomore | 3t 0,50 mg every third day uniil
amamntenance dose of (.1 100 2 mgdkg of body weight has been reached,
are confrofied or side effacts praciude lurther increase.
e, the daily dose should be divided into three equal
ri ot acually divided, he larger dose should be given
g Adults: The inilial dose for adulls shouid no 0 1.5

s of 05 to 1 mg every three days unlil seizures are adequalely
controled of until side eflects preciude any lurher incraase. Mamfte-
nance dosage musl be individuaiized for each palien! depending upon
e se A recommended mainlenance dose lor adulls i< B 1o 10 mg?
day in 3 divided doses. Dosages in excess of 20 mgiday shoud be
admirsstered wilth caulion. DOSAGE FORMS: Scored 1ablets, 0.5 mg
and 2 mg, in botles of 100,
Product Monograph available on reques|
Hoftmann-La Reche Limiled
* Elobicoke, Ontarlo M3C 524
o lopynght 1430
®Regsiered Trade Mark

FAAD
GCPP


https://doi.org/10.1017/S0317167100030547

NEUROLOGY RESIDENCY
McGILL UNIVERSITY: QUEBEC

Vacancies for July 1, 1991 for a three-year train-
ing program in neurolpgy and the neurosciences
leading to FRCP certification. Applicants must be
Canadian graduates with two years of training in
internal medicine, and currently residing outside
Quebec. The core three-year program consists
of 27 months of clinical training (adult and child
neurology, epilepsy/EEG, neuromuscular dis-
ease/ EMG), a six-month basic neuroscience
research laboratory rotation and a three-month
elective. The emphasis is on contemporary basic
neuroscience and excellent clinical training.
Trainees may have an option to pursue a fourth
year of training in EEG, EMG, or other clinically-
related subspecialty areas. Further research
training toward a PhD and a career as a clinician-
scientist is particularly encouraged.

Apply to: Dr. John D. Stewart, Director, Neurology
Residency Program, Montreal Neurological
Institute, 3801 University Street, Montreal,
Quebec H3A 2B4. Telephone (514) 398-1904.

NEUROPATHOLOGIST

A position is available for a third neuropathologist at
the Toronto Hospital, a 1,400 bed teaching hospital
with well established neuropathology and neuro-
sciences programs including the Playfair Neuro-
science Institute. Responsibilities include diagnostic
neuropathology, both surgical and autopsy, and
undergraduate and resident teaching. The position
requires participation in, or development of, a
research program, for which protected time will be
made available. FRCPC or equivalent and eligibility
for Ontario licensure are essential. The position car-
ries an academic appointment at the University of
Toronto at a rank consistent with the individual's
background and experience.

Send complete curriculum vitae and names of three
referees by September 1, 1990, to:

Dr. C. Bergeron
Department of Pathology
Division of Neuropathology
ec-4-316, Toronto General Hospital
200 Elizabeth Street
Toronto, Ontario M5G 2C4

In accordance with Canadian Immigration require-
ments, priority will be given to Canadian citizens
and permanent residents.

FELLOWSHIP

Research fellowship for one or two years
is available in Movement Disorders and
Neuroepidemiology. The candidate
should have basic qualifications, training
in clinical neurology and should be
interested in research.

Apply with curriculum vitae to:

Dr. A.H. Rajput, Neurology,
University of Saskatchewan,
Royal University Hospital,
Saskatoon, Saskatchewan
S7N 0X0

Ef)scorrawniTe @gﬁm UNIVERSITY

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
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 Smigicl, 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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AMYOTROPHIC
LATERAL SCLEROSIS (ALs)

CONCEPTS IN PATHOGENESIS
AND ETIOLOGY
Edited by
Arthur J. Hudson, MD

hese essays examine some of the con-
cepts on pathogenesis arising out of studies
on the Western Pacific ALS. They also deal
with new concepts on the ‘classical’ disease
that is seen the world over.

Cloth 0-8020-3446-2 $75.00

ADVERTISERS INDEX
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UNIVERSITY OF TORONTO PRESS

The Canadian Le Journal
Journal of Canadien des
Neurological Sciences
Sciences Neurologiques
1990 Subscription Order Form

Rates:
Within Canada Student $30 [

Individual/Institution $60 [
Outside Canada Student $35 [

Individual/Institution $70 [
Please invoice [ Amount Enclosed $
Name
Address
City Province
Country Postal Code
IMPORTANT: In Canada please return this form with a cheque or money order payable to the
Canadian Journal of Neurological Sciences. All other areas, remit in Canadian funds drawn on
a Canadian bank or US funds drawn on a US bank or by international money order.
Currency equivalents: Canadian $70.00 = US $60.00 Canadian $35.00 = US $30.00

Canadian $60.00 = US $51.00 Canadian $30.00 = US $26.00
(xxvi)
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Start with it. Stay with 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 other 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.

Aeterences; 1. COTI 2. Goodman and Giiman, Sixth Edition,
PARKE-DAVIS

For brief preseribing
information see page Xx

Parke-Davis Canada Inc., Scarporougn, Jntario

PAA e - o | i
(-_tPE *Hee. LM Parke, Davig & Company, Parke-Davs Canatia ing, aulh, user
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. LIFEWITH
SPASTICITY DOESN’T
-+ HAVE TO BE AN
OCCUPATIONAL
HAZARD.

To the patient with spasticity daily hving is 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

For brief prescribing
information see page xxi
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