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Rebif” relative benefits vs. placebo In two pivotal studies, including a total of 628

patients, Rebif showed significant efficacy in

Reduced Delayed Reduced
relapse rate progression burden of three major outcomes (relapses, disability
of disability disease

progression and MRI)."

Its ability to affect the course of the disease’ has

made Rebif not only a good first-line choice for
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Results of the 44 meg TIW dose at 2 years. its class.

Rebif is generally well-tolerated. The most common adverse events are often manageable and decrease

in frequency and severity over time.”
Rebif alters the natural course of relapsing-remitting MS.?

Rebif” is indicated for the treatment of relapsing-remitting multiple sclerosis in patients with an EDSS between 0 and 5.0, to
reduce the number and severity of clinical exacerbations, slow the progression of physical disability, reduce the requirement for
steroids, and reduce the number of hospitalizations for treatment of multiple sclerosis. The efficacy of Rebif has been
confirmed by Ti~Gd enhanced and T: (burden of disease) MRI evaluations.’

T The most common adverse events reported are injection-site disorders (all) (92.4% vs. 38.5% placebo), upper respiratory tract
infections (74.5% vs. 85.6% placebo), headache (70.1% vs. 62.6% placebo), flu-like symptoms (58.7% vs. 51.3% placebo), fatigue
(41.3% vs. 35.8% placebo) and fever (27.7% vs. 15.5% placebo). Evidence of safety and efficacy derived from 2-year data only.
Please see product monograph for full prescribing information.?

f Randomized, double-blind, placebo-controlled trial. Rebif 44 mcg TIW group (n=184), Rebif 22 mcg TIW group (n=189),
placebo group (n=187).'

A Fictitious case may not be representative of results for the general population.
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Consider the Data.

MS Disability Progression: 37% reduction in the probability
of disability progression over two years (21.9% vs. 34.9%; p=0.02)***

Annual Exacerbation Rate: 32% reduction in the annual
exacerbation rate over two years (061 vs. 0.90; p=0.002)* -

Relapse-free Rate: 38% of patients remained relapse
free at two years (p=003)"**

Brain Atrophy Reduction: 55% reduction in brain
atrophy progression during the second year of therapy
(0.233 vs. -0.521; p=0.03)**

MRI Lesions: 89% reduction in gadolinium-enhanced lesions
in patients with enhancement at baseline (0.11 vs. 0.50; p=0.041) *

AVONEX?® is indicated for the treatment of relapsing
forms of MS.!

AVONEX?® is generally well tolerated. The most common side effects
associated with treatment are flu-like symptoms (muscle ache [myalgial,
fever, chills, and asthenia). Please see product monograph for important
patient selection and monitoring information.! AVONEX® should be used with
caution in patients with depression and in patients with seizure disorders.
AVONEX® should not be used by pregnant women. Patients with cardiac
disease should be closely monitored. Routine periodic blood chemistry

and hematology tests are recommended during treatment with AVONEX®.!

Biogen Canada s a registered trademark of Blogen, Inc.  AVONEX" is a registered trademark of Biogen, Inc

All Week Long.
All Week Strong.
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( Interferon beta-1a)

IM Irjection

§ Kaplan-Meier methodology. AVONEX" n=158, placebo n=143
« AVONEX® n=B5, placebio n=87
@ n=85
# As measured by brain parenchymal fraction in the
second year of treatment. AVONEX" n=68, placebo n=72

+ AVONEX" n=44, placebo n=44, The exac! relationship

between MRI findings and clinical status is unknown
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EFFICACY ACROSS A BROAD RANGE
OF SEIZURES.

* TOPAMAX demonstrates efficacy in Partial Onset, Primary Generalized Tonic-Clonic, and Lennox-Gastaut Seizures’

* Desirable seizure-free results were shown in both Adults (19%)' and Children (22%)* with Partial Onset Seizures**

NO EVIDENCE OF LIFE-THREATENING
SIDE EFFECTS.

» Like most antiepileptics, the most common side effects are CNS related, usually mild to moderate and transient®

ADULT PATIENTS MAY EXPERIENCE
WEIGHT LOSS.

* 73% of patients (n=52) showed a mean weight decrease of 5.97 b (Interim analysis. Average duration 60 days)*

* 96% of children in clinical trials (= one year) who lost weight showed resumption of weight gain in test period™

TODAY, THERE'S TOPAMAX.

B.1.D. DOSING WITH THE
PATIENT IN MIND.

» TOPAMAX is initiated and titrated to clinical response regardless of existing anticonvulsant therapy

IN SPRINKLE

CAPSULES tOpramate FOR CHILDREN

HELPING PATIENTS MAKE MORE OF THEIR LIVES.

"TOPAMAX ™ topiramate Tablets and Sprinkle Capsules: indicated as adjunctive therapy for the management of patients (adults and chitdren two years and older) with
epilepsy who are not satisfactorily controlled with conventional therapy. There Is imited information on the use of topiramate in monotherapy at s time!

* Tablets available on formulary'

NOW AVAILABLE

), difficulty with concentration/attention (8.0%), confusion (9.7%)

aresthesta (15.0%:), nervousness (15.9%
to be & similar pattern of adverse events.

3 aps 2, Kamin M, Kraut L Olson W. Dose optimization of topiramate as add-on therapy in adults -0 foqy 1999:52
|Sl ppl 2 oA 2'; -m‘.\ J Glauser TA, Etterman R, Wyllie £ of al. Dpen Lahe' ru.. 2 c partial epilepsy Epilepsia 1997:38 (Suppl 3):94. 4. Rose k sl Topiramate and cc ansig 1997:38 {Suppl 8):98.
ﬁ.mus,jr ORTHO Inc
*All trademark rights used under license © 2000 JANSSEN-ORTHO Inc: U) maE*  TXJAD01001A
A-5 For brief prescribing information see pages A-33, A-34
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148 Now my family and | don't
have to confront my MS
every time | open the fridge door.”
—Teresa, MS focus group, April 2002

REFRIGERATION-FREE
storage for a new level
of convenience

® New discrete storage flexibility

® Easier to transport and travel with
(keep between 15 and 30 °C)

BETASERON® is a registered trademark of Berlex Canada Inc. @
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NEW REFRIGERATION-FREE

o PO STORAGE
I

IER
THAN EVER

[ Same proven therapy ]

® Reduces relapse FREQUENCY and SEVERITY in RRMS™®

® Backed by MS Pathways™ of Canada patient management support with toll-free
hotline access to MS-specialized registered nurses

BETASERON" (interferon beta-1b) is indicated for the reduction of the frequency of clinical exacerbations in ambulatory
patients with relapsing-remitting multiple sclerosis and for the slowing of progression in disability and the reduction of
the frequency of clinical exacerbations in patients with secondary-progressive multiple sclerosis.

The safety and efficacy of BETASERON® in primary progressive MS have not been evaluated. Efficacy of treatment for longer
than 2 years has not been substantially demonstrated in relapsing-remitting multiple sclerosis (RRMS).

The most common side effects related to BETASERON® in patients with RRMS are: flu-like syndrome (76%), fever (59%),
chills (46%), injection-site reactions (85%), myalgia (44%), asthenia (49%) and malaise (15%).? Flu-like symptoms and
injection-site reactions are manageable and lessen with time.

FOR COMPLETE WARNINGS AND PRECAUTIONS, PLEASE REFER TO THE PRODUCT MONOGRAPH, AVAILABLE TO HEALTH
CARE PROFESSIONALS UPON REQUEST.

~ BERLEX

‘BETASERON =~

INTERFERON BETA‘Ib www.mspathways.ca
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INFORMATION FOR AUTHORS

The Canadian Journal of Neurological Sciences publishes original
articles in neurology, neurosurgery and basic neurosciences.
Manuscripts are considered for publication with the understanding
that they, or the essence of their content, have not been published else-
where except in abstract form and are not under simultaneous consid-
eration by another journal. Articles undergo peer review. Manuscripts
should be submitted to: Douglas Zochodne, M.D., Editor. Canadian
Journal of Neurological Sciences, P.O. Box 5456, Station A, Calgary,
AB, Canada T2H 1X8

Manuscript Preparation

 Submit five high quality copies of the manuscript and original illus-
trations. Papers will be accepted in English or French. Manuscripts
must be double spaced throughout including references, tables and
legends for illustrations. Margins of at least 25mm should be left on
all sides.

« After a paper has been reviewed, the author will be requested to sub-
mit four copies of the revised manuscript, including illustrations.
Supply a computer diskette (3 1/2" size) containing the article saved
in an RTF format. Identify clearly first author’s name, file name,
word processing program and version, and system (i.e. PC or Mac).
Clearly indicate the order and importance of headings.

¢ For detailed instructions regarding style and layout refer to
“Uniform requirements for manuscripts submitted to biomedical
Journals” . Copies of this document may be obtained by writing to the
Journal office, but the main points are summarized here. Articles
should be submitted under conventional headings of introduction,
methods and materials, results, discussion, but other headings will be
considered if more suitable. Clinical trials must be reported in
Consort format (JAMA 1996; 276: 637-639). Pages of text should be
numbered consecutively.

* A title page should identify the title of the article which should be
no more than 80 characters including spaces; name of institution(s)
from which the work originated; and the name, address, telephone,
and fax number of the corresponding author.

» Abstract Original Articles should be accompanied by an abstract of
250 words or less on a separate page, preferably in English and
French, aithough the Journal will provide translation if required.
Abstracts of original articles should consist of four paragraphs head-
ed: Background (or objective), Methods, Results and Conclusions.
Review articles should be accompanied by an abstract of 150 words
or less.

¢ Acknowledgements including recognition of financial support
should be typed on a separate page at the end of the text.

¢ The SI system (syst¢me international d’unités) should be used in
reporting all laboratory data, even if originally reported in another
system. Temperatures are reported in degrees celsius. English lan-
guage text may use either British or American spelling, but should be
consistent throughout.

* References should be numbered in the order of their citation in the
text. Those cited only in tables and legends for illustrations are num-
bered according to the sequence established by the first identification
in the text of a particular table or illustration. Titles of journals should
be abbreviated according to the style used in Index Medicus.
References should list the names of up to five authors; if there are
more, cite the first three, then et al. Provide the full title, year of pub-
lication, volume number and inclusive pagination for journal articles.
For any reference cited as “in press”, five copies of the article must
accompany the author’s manuscript. Do not reference unpublished or
“submitted” papers; these can be mentioned in the body of the text
and authors must provide five copies of “submitted” manuscripts.
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Avoid “personal communications” and, if necessary, include them in
the body of the text, not among the references. Reference citations
should not include unpublished presentations or other non-accessible
material. Books or chapter references should also include the place of
publication and the name of the publisher. Examples of correct forms
of reference follow:

Journals

Yang JF, Fung M, Edamura R, et al. H-Reflex modulation during
walking in spastic paretic subjects. Can J Neurol Sci 1991; 18: 443-452.

Chapter in a book

McGeer PL, McGeer EG. Amino acid neurotransmitters. In:
Siegel GJ, Albers RW, Agranoff BW, Katzman R, eds. Basic
Neurochemistry. Boston: Little, Brown & Co., 1981: 233-254.

¢ Illustrations Submit five original sets of illustrations. We will not
return illustrations; therefore, authors should keep negatives for all
photographs. Submit high quality glossy black and white photographs
preferable 127 x 173 mm (5" x 7"). This includes graphs and dia-
grams. Do NOT send photocopies of illustrations. Original artwork
and radiographs should not be submitted. The additional cost of
coloured illustrations must be borne by the author; quotations are
available upon request from the Journal office. Identify each figure
with a label at the back indicating top, figure number and first author.
Letters and arrows applied to the figures to identify particular find-
ings should be professional appliques suitable for publication.
Photomicrographs should include a calibration bar with a scale indi-
cated on the figure or in the legend. Legends for illustrations should
be typed on a separate page from the illustrations.

¢ Tables Type tables double-spaced on pages separate from the text.
Provide a table number and title for each. Particular care should be
taken in the preparation of tables to ensure that the data are presented
clearly and concisely. Each column should have a short or abbreviat-
ed heading. Place explanatory matter in footnotes, not in the heading.
Do not submit tables as photographs.

* Review articles on selected topics are also published. They are usu-
ally invited, but unsolicited reviews will be considered. It is recom-
mended that authors intending to submit review articles contact the
Editor in advance.

« Letters to the Editor concerning matters arising in recent articles are
welcome. Letters should be limited to two double-spaced pages and
may include one illustration and a maximum of four references.

* Permissions and Releases Any non-original material (quotations,
tables, figures) must be accompanied by written permission from the
author and the copyright owner to reproduce the material in the
Journal. Permission must be for print and electronic media. Photo-
graphs of recognizable persons must be accompanied by a signed
release from the legal guardian or patient authorizing publication.

« Conflict of Interest Authors who have non-scientific or non-academ-
ic gain whether it be financial or other from publishing their article are
responsible for declaring it to the Editor. Any financial interest, research
grant, material support, or consulting fee associated with the contents
of the manuscript must be declared to the Editor. These guidelines
apply to each author and their immediate families. conflicts of interest
are not necessarily wrong nor do they necessarily change the scientific
validity of research or opinion, but the Journal and readers should be
aware of the conflict. If the Editor considers the conflict to compromise
the validity of the paper, it will not be accepted for publication. Authors,
editorial staff and reviewers are asked to declare any relationship that
would be considered as a conflict of interest whether or not they believe
that a conflict actually exists. Information that the Journal receives
about conflict or potential conflict will be kept confidential unless the
Editor or Associate Editor considers it to be important to readers. Such
conflicts will be published in the author credits or as a footnote to the
paper, with knowledge of the authors.
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Aricept

PHARMACOLOGIC CLASSIFICATION Cholinesterase Inhibitor ACTION AND CLINICAL PHARMACOLOGY ARICERT (donepeail hydrochloride) is a piperiding-based, reversible
inhibitor of the enzyme acetylcholinesterase. A consistent pathological change in Alzheimer's disease is the degeneration of cholinergic neuranal pathiways that project from
the fasal farerain to the cerelral cortex and hippocampus. The resuting hypofunction of these pattways is thought to account for some of the clinical mantfestations of
dementia. Donepezil is postulated to exertits therapetic effect by enhancing chafinergic function. This is accomplished by increasing the concentration of acetylcholing {ACh)
through reversible infibition of its hydrolysis by acetylcholinesterase (ACRE). I this propased mechanism of acton is carrect, donepezi's effect may lessen & the disease
process advances and fewer cholinerglc neurons reméin functionally ntact. There is no evidencs that doneperi alters the course of the underlying dementing process.
INDICATIONS AND CLINICAL USE ARICEPT {donepezi hydrochloride) s indicated for the symptomatictreatment of patients with mild-to-moderate dementia of the Alzheimer's
type. ARICEPT tablets shouid only be prescribed by (or folowing consuation with) cliniclans who e experienced in the diagnosis and management of Alzheimer's dissase.
CONTRAIMDICATIONS ARICEPT (donepeil hydrachlaride) is contraindicated in patients with known hypersensitiety to danepeail hydrachlaride ot ta pineridine derivatives.
WWARRINGS Anassthasia ARICERT (donepez hydrochloride), as a cholinesterase ihititer, i fikely o exaggerate succinylcholing-type muscl relaxation during anaesthesia,
Wourclogical Conditions: Saizures; Some cases of seizures have been reported with the use of ARICEPT in clinicaltials and from spontangous Adverse Reaction reporting
Cholinomimetics can cause a reduction of seizure threshold, increasing the risk of seizures. However, sefzure activity may also be a manifestation of Alzheimer's disease. The
riskfbenefitof ARICEPT treatment for patients with a history of seizure disorder must therefore be carefully evaluated. ARICEPT has not been studied n patients with moderately
severe or Severe Alzheimer's diseass, non-Alzheimer dementias or individuals with Parkinsonian features. The efficacy and safety of ARICEPT in these patient popultions is
unknown. Putmanary Canditions: Because of their cholinomimetic action, cholinesterase inhiitors shautd be prescribed with care to patients with a history of asthma oc
abstructive pulmanary disease. ARICEPT has not heen studied in patients under treatment for these conditions and should therefors be used with particular caution in such
patients. Cardiavascular; Because of their phamnacological action, cholingsterase inhitors may have vagotonic effects on heartrae (6.9, bradyeandie). The potentia for this action
hay be paticularly mportantto paients with sick snus syndrome’ o other Supraventricularcardiac conducton condifions. In clinicalrials, most paients with serious cardiovescular
condtions were excluded. Patients suh as those with contralled hypertension (0BP<S5 mmHgj, right bundie branch blockage, and pacemakers were included. Therefore, caution
shoule be aken intreating patents with act y atery disease and congestive heart falure. Syncopalepisods have been reported n association withthe use of ARICEPT. Itis
aeomemended that ARICEPT should oot be used in patients with cardia conduction abnormalifes (eecapt for ght bundie branch black) ingding “Sick sinus syndrome” and those
with unexplaingd syncopal episodes. Gasiroinfestinal: Through their primary action, cholingsterase infibitors may be expected to increase gastric acid secretion due to ingreased
cholingrgic activity, Therefore, patients at increased risk for developing ulcers, e.g., those with  history of uloer disease or those receiving concurrent nonstercidal
anti-inflammatory drugs (NSAIDs) including high doses of acetylsalicyic acid (ASA), should be monitored for symptoms of active or oecut gastrointestinal bleeding. Cliical
stugies of ARICEPT have shown no increase, reative to placeto in the incidence of either peptic uloer disese or gastrointestinal bieeding. (See ADVERSE REACTIONS Section)
ARICEPT, as a predictable consequence of ts pharmacological roperties, hias been shown to produce, n controlled clinica trials in ptients with Alzheimer's disgase, diarriea,
nausea and vomiting. These effects, when they ucur, appear mare freguently with the 10 mg dos than with the 5 mq dase. ln mast cases, these effects have usually been
mild and transient, sometimes lasting one -1o- three wegks and have resolved during continued use of ARICEPT. (See ADVERSE REACTIONS Section) Treatment with the
5 mo/day dose for 4-6 weeks prior to increasing the dose to 10 myday is associated with a hower incidence of gestrointestinal ntolerance. Gemitourimary: Atthough not
observed in clinical triats of ARICEPT, cholinomimetics may causg bladder outfiow obstruction. PRECAUTIONS Concomitant Use with ather Drugs: Use wilh Antichatinrgics:
Because of ther mechanism of action, chofinesterase ifibitors have the potenfialto nterfere with the actvity of anticholinergc medications. Use with Chofinomimelies and
othar Cholinastarass Inhibitars: A synergistic efect may be expected when cholinesterase inhibtors are gi urtently with line, similar neuromuscular blocking
agents o chollnergic agonists such as hethanechol. se with ofhar Psyehoactive Drugs: Few patients in controlled clnical trias receved neurcleptics, antidepressants or
anticonvulsants, there is thus imited information concerning the interaction of ARICEPT with these drugs. Use in Patients 285 Years Gid: in controlled clinical studies with
5 and 10 mg of ARICEPT, 536 patients were between the ages of 65 to 84, and 37 patients were aged 85 years or older. In Alzheimer's disease patients, nausea, diarriea,
vomifing, insomnia, faigue and anorexia increased with dose and age and the incidence appeared to be greater in female patients. Sine cholingsterase inhibitors as well a5
Alzheimar's disease can be associated with Signiicant weight loss, caution is advised regarding the use of ARICEPT in low body weight elderly patients, especially in those
285 years 0ld. Use in Eldarly Patients with Comorbid Dissase: There is limited safety information for ARICEPT in patients with mild-to-moderate Alzheimer's discase and
significant comarbidity. The use of ARICEPT in Alzheimer's disease patients with chronic flinesses common among the geratric population, Should be considered only after
careful iskfbensfit assessment and include close monitoring for adverse events. Caution s advised regarding the use of ARICEPT doses above 5 mg in this patient population.
Renatly and Hopaticaily Impaired: There i limited information regarding the pharmacokineics of ARICEPT n renally and hepatically impaired Alzheimer' disease patiets.
Close monitoring for adverse effects in Alzheimer'sdisease patients with renalor hepatic disease being treated with ARKCEPT i therefore recommended. Drug-Drug Ineractions:
Pharmacokinetc studies, imited to shortterm, Single-dose studies in young Subjects evaluated the potentil of ARICEPT for nteraction with theophyling, cimetidine, warfarin
and digoein administraion. No significant efects on the pharmacokingtics ofthese drugs were observed, Similarstudies in elderty patients were not done. Drtgs Highly Bound
{o Plasms Protains: Drug displacement studies have been performed i vitre btween donepeall,  highly bourd drug (96%) and other drugs Such as furasemide, digoxin, and
wartarin. Oonepezil 2t concentrations of 0.3 - 10 g/l did ot affect the binding of furosemide (5 ug/L), digodi {2 n/mL) and warfarin (3 pg/mL) to human albumin.
Similaly, the binding of donepezilto human albumin was not affected by furosemide, digoxin and warfarin. £ffeet of ARICEPT on the Metabelism of Other Drugs: n vito
studies show  low rate of donepezilbinding to CYP 344 and CYP 206 isoenzymes {mean Ki about 50- 130 M), which, given the therapewtic plasma concentrations of donepezi
{164 nM), indleates it ikelitood ofinterferences. In a pharmacokinetic study involving 18 heaithy volurteers, the administraon of ARICEPT at a dose of Smg/day for 7 days
had o linicalysignifcant effect on the pharmacokinetics o ketoconazole. No other cincaltrias have been conducted to investigate the effect of ARICEPT an the clearance of
drugs metabalized by CYP 3A4 (e.q,, cisapride, terfenading) ar by CYP 206 (6.0, imipraming]. It s nat known whether ARIGEPT has any potential for enzyme induction.
Etoct of Other Drugs un the Metabolism of ARIGEPT: Ketoconazole and quinidine, inibitors of CYP 450, 344 and 2D6, respectivey, inhibit donepezil metabolism o vire In a
pharmacokinetic study, 18 healthy volunteers recelved 5 mg/day ARICEPT together with 200 myay ketoconazole for 7 days. In these volunteers, mean donepezi plasma
concsntrations were increased by about 30-36%. Inducers of CYP 206 and CYP 344 {e.., phenytoin, carbamazepine, dexamethasone, rfampin and phenobiartital) could incredse
the rate of efmination of ARIGEPT. Pharmacolinetic tudies demonstrated tht the metaboism of ARICEPT i not significanty afected by concurrent administration ofdigoxin
or cimetidine. Usg in Pragnancy and Mursing Mothars: The safety of ARIGEPT during pregnancy and actation has not hegn established and therefore, it should not be used
i women of childbearing potential orin nursing mothers unless, in the apinion of the physician, the potential benefts to the patient outweigh the possibe hazards to the fetus
orthe infant. Teratology studlies conducted in pregnantratsat doses of up 10 16 mo/kg/day &nd n pregnant rabbits at doses of upto 10 mokg/day did not disclos any evidence
fora teratogenic potential of ARICEPT. Pedfiatric Use: There are no adequate and well-controlled tials o document the safety and efficacy of ARICEPT in any iiness occurring
incildren. Therefore, ARICEPT is not recommended for use in children, ADVERSE REACTIONS A total of 747 patients with mild-to-moderate Alzheimer's disease were treated
in controlled chnical studies with ARICEPT (donepezil hydrochloride). Of these patients, 613 (82%) completed the studes. The mean duration of treatment for all ARICEPT
groups was 132 days {range 1-356 days). Adverse Events Leading lo Distonfinuation: The rates of discontinuation from controlled liical riats of ARICEPT due to adverse
events for the ARICEPT 5 oty treatment groups were comparable to thase of placebo-treatment groups at approximately 5%. The rate of discontinuation of patients who
received the 10 mg/day dose afte only a 1-week inital treatment with 5 movday ARICEPT was higher at 13%. The most commen adverse events leading to discontinuation,
defined as thoss accuring in at east 2% of patients and at twice the incidence sesn in placebo patients, are shown in Table 1.

Table 1. Most Frequent Adverse Events Leading fo Withdrawal from Controlled Clinical Trials by Dose Group

Dose Groug Placebo 5 mgfday ARICEPT 10 myday ARICEPT
Nember of Patisnts Randomized i 0 5
Events% Distontinuing
Nausea 1% 1% ¥
Diarthea 0% A% ¥
Yomiting A% <% %

Mast Frequent Advarse Clinical Events Seen in Assaciation with the Use of ARICEPT. The most common adverse events, defined as thase occurring at a frequency of at least
5% in patients receiving 10 moyday and twice the placebo rate, are argely predicted by ARICEPT's cholinomimetic effects. These include nuse, diartheg, insomaia, vomitig,
uscie cramps, fatigue and anorexia, These adverse events were ofien of mild infensity and transient, resolving during continued ARICEPT treatment without the need for dose
modiication. There is evidence to suggest that the frequency of these comman adverse events may be affected by the duration oftreatment with an infial 5 mg daiy dose prior
o increasing the dose o 10 mo/day. An apen-labe! study was conducted with 26 patients who seceived placebo in the 15- and 30-week Studies. These patients received 3
5 mifday dose for 6 weeks prior to intlating treatment with 10 mgday. The rates of common adverse events were lower than those seen in controlled clinical trial patents
whe received 10 mg/day after only a one-week iniial reatment period with a 5 mg daily dose, and were comparable to the rates noted in patients treated only with
5 mg/day. See Table 2 for a comparison of the most comman adverse events following one- and six-week initial treatment periods with 5 mg/day ARICEPT
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Tahle 2. Comparison of Rales of Adverse Eventsin Patients Trealed with 10 my/day after 1 and 6 Weeks ol Initial Treziment with 5 my/day
No itial Treatment One-Week nitlal Treaiment St-Week Initial Treziment

with § mo/day wilh§ my/day
Adverse Event Placsbo {n=315) 5 mgfday (n=311) 10 my/day (n = 315) 10 myffey (n = 268)
Nausea 6% % 1% %
Diarhea % 8% 15% %
insomnia 6% B% 14% 6%
Fatigue 3% I 8% 3%
Vomiting 3% k3 & 5%
Muscle Cramps % 6% & %
Anoreda i ¥ T %

Adverse Events Regorted in Controlfed Trials: The svents cited reflect experience gained under closely monitored conditions of clinical trials in @ highy selected patient
population, in actual clinical practice or in other clinicaltial, these frequency estimates may not apply, as the conditions of use, reporting behasior, and the kinds of patients
treated may iffer. Table 3lists treatment-gmergent signs and symptoms (TESS) that were reported i at least 2% of paients from placebo-controlled linicaltials whe received
ARICEPT and for which the rate of occurrence was greater for ARICEPT than plaebo-assigned patients. In eneral, adverse events occurred more frequenty in female
patients and with acvancing age.

Tabie 3. Adverse Events Reported in Controtied Clinical Trials in at Least 2% of Patients Receiving ARICEPT and 2t Higher Frequency than Piacebo-Treated Patients

Body System/ Placgbo ARICEPT Body System/ Platgho ARICEPT
Adverse Evenls =35 n=147 Adverse Events n=3% n=77
Percant of Patients with any Adverse Event n " Metabalic and Nutrtional

Body as a Whole Weight Decrease 1 3
Headache 9 10 Mustulosketetal System

Pain, various locations 8 9 Muscle Cramps 2 6
Accident b 7 Athritis 1 2
Fatigue 3 § Hervous System

Cardiovascular Sysiem Insomia 6 9
Syncope 1 2 Diziness [ ]
Digestive System Depression d 3
Nausea 6 1 Abnormal Dreams 0 3
Diarthea § 10 Somnolence d 2
Voriting 3 5 Urogenital

Anorexia 2 4 Frequent Urination 1 2
Hemic and Lympbatic Syslems

Ecchymosis 3 4

Other Adverse Events Observad During Clinical Trads: During the pre-marketing phase, ARIGEPT has been administered to over 1700 individuals for various lngths of tme
during efinical tils worldwide. Approximataly 1,200 patients have been treated for at least 3 months, and more than 1,000 patients have been treated for &t least 6 months.
Contralled and uncontrolle trials in the United States included appraximately 300 patients, n ragards to the highest dose of 10 mg/day, this population includes 650 pafients
reated for 3 monihs, 475 patients treated for © months and 115 patients treated for over 1 year. The range of patient exposure s from 1110 1,244 days. Treatment-emergent
signs and symptoms that occurred during threg placebo-controlled cinical tials and two pen-label trials were recorded as adverse events by the clinical investigators using
terminclogy of their own choasing. To provide an overall estimate of the proportion of individuals having Similar types of events, the studies were integrated and the events
wera grouped into a smaller number ofstandardized categories using a modfied COSTART dictionary and event requencies were calcutated across allstudies. These catagories
are used in the lsting below, The frequencies represent the proportion of 900 patients from thess tials who experienced that event while receiving ARICEPT, Al adverse events
occurring at least twice are included. Adverse events already fisted in Tables 2 and 3 are not repeated here (1.¢., events occurring at an incidence >2%). Also excluded are
COSTARTerms too general to e informative, or events ess fikely to be drug caused. Events are classified by body system and isted as oceuring in 21% and <2% of patients
{i,in 11100t 2/100 patients: frequent orin < 1% of patients Le., in 1100to 111,000 patients: infrequent). These adverse events are not necessarlly related to ARJCEPT treatment
and in most cases were observed at a similar frequency in placebo-treated patients in the controlled stucies. Adverse Events Occurring in 21% and <2% or <1% of Patients
Receiving ARICEPT. Body as 2 Whole: (21% and <2%) influgnza, chest pain, toothache; {<1%) fever, edema face, periorbital edema, hernia hiata, abscess, cetlts, chils,
generalzed coldness, head fullness, head pressure, listlessness. Cardiovascular System: (1% and <2%) hypertension, vasodilation, atrial fivilation, hot flashes,
hypotension; {<1%) angina pectoris, postural hypotension, myocardial infarctin, premature ventricular contraction, arhythmie, AV Block (first degree), congestive heart
failure, artertis, bradycardia, peripheral vascular disease, Supraventricular tachycardia, deep vein thramboses. Digestive System: (21% and <2%) faecal ingontinence,
qastraintestinal bleeding, bloating, epigastric pain; {<1%) eructation, ginglvts, increased appette, fiatulence, periodontal abscess, chalelithiasis, diverioults, dradling, dry
mouth, ever sore, gastris, iitable colon, tongue edema, epigastricdistress, Gastroenteritls, increased fransaminases, haemorchaids, leus, increased thirst, jaundice, melena,
polydipsia, duodenal ulcer, stomach uicer, Endogring System: (<1%) diabetes melltus, qoiter. Nemie & Lymphatic Systam: {<1%) anaemia, thrombocythemia,
thrombocytopenia, eosinophilia, erythrocytopenia. Mefabafic and Nutritional Disarders: (1% and <2%) dehydration; {<1%} gout, hypokalemia, increased creatine kinase,
hyperglycemia, weight increase, increased lactate dehydrogenase. Musculaskefetal System: (21% and <2%) bone fracture; (<1%) muscle weakness, muscle fasciculation
Nervous System: (21% and <2%) delusions, tremor,iitabilty, paresthesta, aggression, vertigo, ataxia, ibido increased restlessness, abnormal rying, Rervouisness, aphasia;
{<1%) cerebrovascular accident, intracranial hemorhage, transient ischemic attack, emotional fabilty, neuralgia, coldness (localized), muscle spasm, dysphoria, gait
abnormality, hypertonia, hypakinesia, neurodermatitis, numbness {localized), paranaa, dysarthria, dysphasia, hostiy, decreased iido, melanchofia, emofional withdrawal,
ystagmus, pacing, seizures. Respiratory System: (21% and <2%) dyspnea, sore throat, bronchits; (<1%) epistaxis, postnasal drip, pneumonia, hyperventiation, puimonary
congestion, wheezing, hypoxia, pharyngiti, leurisy, puimenary collpse, Sleep apnea, snoring. Skinand Appendages: (21% and <2%) abrasion, pruritus, diaphoresis, uricara;
{<1%) dermatits, erythema, skin discaloration, hyperkeratosis, alopecia, fungal dermatitis, herpes zoster, hirsutism, skin striag, night sweats, skin ulcer.
Specfal Senses: (21% and <2%) cataract, eye irvtation, blurred vision; {<1%) dry eyes, glaucoma, earache, tinatus, blepharitis, decreased hearing, retial hemorrhage, oftis
externa, oftis mecia, bad taste, conjunctival hemorrhage, ear buzzing, motion sickness, spats before eyes. Uraganitaf Systam: (1% and <2%) wrinary inconfinence, nocturia;
{<1%) dysuria, hematuria, Lrinary urgency, metrorchagia, cystits, enurests, prostate hynertrophy, pyelonephrits, inabifty to empty bladder, breast fibraadenasis, fibrocystic
breast, masits, pyuria,renal falure, vaginii. Long-Term Safefy: Patients were exposed to ARICEPT in two open-label extension studies (1=885) of over two years. In one of
the studies, 763 patients who previously completed one of two placebo-controlled studies of 15 or 30 weeks duration continued to receive ARICEPT and were evaluated for
safety and neurcpsychological evaluations for up to 152 weeks; the safety profite of ARICEPT in this extension study remained consistent with that cbserved in placebo-
controlld trial. Following one and two years of treatment, 76% (n=580) and 49% (n=374) of these patients, respectively, were St receiving therapy (cumulative wesks 48
ang 108). Postmarketing Reports: Voluntary reports of adverse events temparlly associated with ARIGEPT that have been received since market introduction that are not
lsted atiove, and that there is inadequats data to determine the causal relationship with the drug include the following: abdominal pain, agitaion, cholecysti, confusion,
convulsions, hallucinations, heart block (al fypes), hemelytic anemia, hepatts, hyponatremia, pancreatts, and rash. SOSAGE AND ADMINISTRATION ARICEPT (doneper!
ydrochloride) tablets should only be prescribed by {or folowing consultation with) finicians who are experienced in the diagnosis and management of Alzheimers disease.
The recommended nital dose of ARICEPT is 5 mg taken once daily. Therapy with the 5 mg dose should be maimtained for 4-6 weeks befors considering a dose increase, in
order to avoid or decrease the incidence of the most common adverse reactions to the drug (see ADVERSE REACTIONS Section) and to alow plasma levels to reach steady
state. For thos patients who do not respond adequatelyto the 5 mg dally dose after 4 0- 6 weeks of reatment, the 10 my daity dose may then be considered. The maximum
recommended dos s 10 mg taken once daily. Following inftiation of therapy o any dosage increase, patients should be closely monitored for adverse effects. Adverse events
are more common in individuals of low body weight, in patients > 85 years old and in females. It is recommended that ARICEPT be used with caution in elderly women of
Jow body weight and that the dose shauld not exceed 5 mofday. ARICEPT shauld be taken once daly inthe evening, before retirng. For patients experiencing insomnia, ARICEPT
may be taken in the morning. 1t may be taken with or without food. In poputation of cognitvely-impaired individuals, Safe use of this and al other medications mey require
Stpervision. AVAILABILITY OF DOSAGE FORMS ARICEPT is supplied as film-coated tablets containing § mg (white tablets) or 10 mg (yellowtablets) of donepezi hydrochloride.
The name ARICEPT and the strenqth are embossed on each tablet, ARICEPT is available in high density palyethylene (HOPE) bottles of 30 tablets and in blister strips bosed &s
28 tablets {combination of 2 strips of 14 tablets).
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25 Years Ago in the
Canadian Journal of Neurological Sciences

HALOPERIDOL-INDUCED DYSKINESIAS IN THE MONKEY
P. Bédard, J. Delean, J. Lafleur and L. Larochelle

Summary: Haloperidol (0.25 mg/kg i.m.) was injected daily for six months in six normal monkeys. Over a 24-hour
period, the following symptoms could be observed: akathisia, circling, akinesia, choreoathetoid and distonic
movements, oro-facial dyskinesias and postural tremor with or without harmaline. Six months after cessation of
haloperidol, harmaline-induced postural tremor could still be observed in all animals and oro-facial abnormal
movements in one monkey. The neuropathologic study of the experimental material did not disclose any alteration of
the central nervous system.

Can. J. Neurol. Sci. 1977:3:197

FUNDAMENTAL NATURE OF HUMAN INFANT’S BRAIN ASYMMETRY
Juhn A. Wada and Alan E. Davis

Summary: Morphological speech zone asymmetry in man cannot be due to environmental or developmental
factors after birth. The functional implication of such a finding is not yet clear. Morphological asymmetry of the
human brain is paralleled by electrophysiological evidence of cerebral hemispheric asymmetries. The results of our
analysis of 50 infants suggest that clear occipital-temporal coherency asymmetry similar, but not identical to the adult
pattern, also exists at or near birth. These asymmetries are generated by stimuli with no verbal content and in infants
who presumably have no, or an undeveloped, capability for language. It is suggested that language is only a part of
much more fundamental asymmetries which include the processing of auditory and visual information. Our results,
and those of others, are consistent with the assumption that the left hemisphere is more able to relate stimuli to past
experience, either short or long-term, while the right hemisphere is more able to process stimuli which are not easily
identifiable or referable. These capabilities would not be based on language, and hence would be expected to develop
independently and possible before speech. The demonstration that reversing electrophysiological asymmetries can be
generated with non-speech stimuli in the visual and auditory modalities, and in neonates, supports such an assumption.

Can. J. Neurol. Sci. 1977;3:203

A NON-PERMANENT TONIC PUPIL IN RHEUMATOID ARTERITIS
David I. Victor, W. Richard Green, Walter J. Stark and Frank B. Walsh

Summary: A 76-year-old male with a severely deforming rheumatoid arthritis, eosinophilia, polymyositis and
episcleritis developed a transient tonic pupil. The episcleritis, and a muscle biopsy revealing an occlusive arteritis with
eosinophilia, suggest that a wide-spread rheumatoid arteritis caused a reversible ischemic insult to the ciliary ganglion
and thus created a transient denervation of the pupil.

Can. J. Neurol. Sci. 1977;3:209

GIANT CELL TUMOR OF THE SPHENOID BONE
Rasikbala Doshi, Abdul Basit Chaudhari and Gordon Thomson

Summary: The clinical and histological features of two cases of giant cell tumor of the sphenoid bone are
described. Both presented with similar symptoms and signs, comparable to previously described cases. The problems
in histological differential diagnosis are discussed and radiotherapy as the treatment of choice is suggested.

Can. J. Neurol. Sci. 1977;3:213
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VASCULAR AMYLOID IN THE AGING CENTRAL NERVOUS SYSTEM
CLINICO-PATHOLOGICAL STUDY AND LITERATURE REVIEW

Joseph Bruni, Juan M. Bilbao and Kenneth P.H. Pritzker

Summary: The clinico-pathological features of five patients with vascular amyloid restricted to the central nervous
system are presented.

In three normotensive patients, intracerebral hemorrhage was the dramatic manifestation of amyloid angiopathy.
In two other cases, one of amyloid in an arteriovenous malformation, the other of amyloid following therapeutic
radiation, amyloid deposition was asymptomatic.

Clinically, amyloid angiopathy must be considered in the different diagnosis of intracerebral hemorrhage,
independent of the presence of dementia. Pathologically, a factor common to the syndrome of cerebrovascular
amyloid appears to be locally increased vascular permeability resulting from a variety of previous tissue injuries.

Can. J. Neurol. Sci. 1977;4:239

PURE SPASTIC PARALYSIS OF CORTICOSPINAL ORIGIN
C.M. Fisher

Summary: This presentation includes six cases of chronic bilateral pure motor hemiplegia, one of these with
pathological findings; one clinical case of chronic pure motor quadriplegia and one pathologically-studied case of
chronic pure motor paraplegia. These cases may illustrate a spectrum of pure corticospinal disorders that heretofore

has not been fully recognized.
Can. J. Neurol. Sci. 1977:4:251
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Maintenant, ma famille et moi ne faisons
plus face @ ma SEP chaque fois que
nous ouvrons la porte du réfrigérateur. ))

—Teresa, groupe de discussion sur la SEP, avril 2002
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SERON...
A SON MEILLEUR!

[Le méme traitement éprouvéj

@ Réduction de la FREQUENCE et de la GRAVITE des poussées en SEP rémittente'

® Soutien téléphonique sur la prise en charge fourni sans frais par SEP-ACCES™
pour le Canada et permettant au patient d'étre en communication directe
avec une infirmiére spécialisée en SEP

BETASERON® (interféron béta-1b) est indiqué pour réduire la fréquence des poussées cliniques chez les patients ambulatoires
atteints de sclérose en plaques rémittente. |l est également indiqué pour ralentir la progression de l'incapacité et réduire
la fréquence des poussées cliniques chez les patients atteints de sclérose en plaques progressive-secondaire.

L'efficacité et I'innocuité de BETASERON® dans la SEP progressive-primaire n'ont pas été évaluées. On ne dispose pas de
données probantes sur l'efficacité du traitement dans la SEP rémittente au-dela de deux ans.

Chez les patients atteints de SEP rémittente, les effets indésirables les plus courants liés a I'utilisation de BETASERON® sont :
syndrome pseudo-grippal (76 %), fievre (59 %), frissons (46 %), réactions au point d'injection (85 %), myalgie (44 %),
asthénie (49 %) et malaise (15 %)% Les symptdmes pseudo-grippaux et les réactions au point d'injection peuvent étre
traités et diminuent avec le temps®

POUR PLUS DE DETAILS SUR LES MISES EN GARDE ET LES PRECAUTIONS, VEUILLEZ CONSULTER LA MONOGRAPHIE DE
PRODUIT FOURNIE SUR DEMANDE AUX PROFESSIONNELS DE LA SANTE.

‘BETASERON A

INTERFERON BETA""”:) www.mspathways.ca

\ BERLEX
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Exelon can make a

difference in patients

with Alzheimer Disease

The only dual-acting cholinesterase inhibitor’

EXELON can help enhance cholinergic activity in the brain
by inhibiting acetylcholinesterase. In addition, EXELON also
inhibits butyrylcholinesterase.

Proven efficacy" in 3 key domains - the ABCs of
Alzheimer Disease

Activities of Daily Living were maintained or improved with
a mean difference of more than 3 points vs. placebo on the
PDS (p<0.05)."

Behaviour and other parameters of global functioning
assessed on the CIBIC-Plus were significantly improved vs.
placebo (p<0.05).2

Cognitive function was maintained or enhanced by a mean

difference of almost 5 points vs. placebo on the ADAS-Cog
(p<0.001).27

Now, EXELON can help many of your patients with

EXELON (rivastigmine as the hydrogen tartrate salt) is indicated for the
symptomatic treatment of mild to moderate dementia of the Alzheimer type.

The most common side effects associated with EXELON therapy are
generally mild and of short duration, occur mainly in the titration phase,
and usually subside with continued treatment. During maintenance
therapy, the most common side effects at doses of 6-12 mg/day were
nausea (15%), vomiting (14%) and dizziness (10%)".

EXELON has not been studied in controlled dlinical trials for longer than

6 months, There is no evidence that rivastigmine alters the course of the
underlying dementing process.

1 Comparative clinical significance has not been established

1t Based on EXELON dosages of 6-12 mg/day

! Double-blind, randomized, placebo-controlled, international multicentre clinical tnal; n=725.
PDS=Progressive Deterioration Scale.

% Pooled results from three prospective, randomized, double-blind, placebo-controlled, international
multicentre clinical trials; n=2126. CIBIC-Plus=Clinician Interview-Based Impression of Change Scale.

1l Prospective, randomized, double-blind, placebo-controlled, clinical trial; n=699, ADAS-Cog= Alzheimer
Disease Assessment Scale, Cognitive Subscale.

1. Rosler M, Anand R, Cicin-Sain A, et al. BM) 1999,318:633-40,

Alzheimer Disease look forward to staying at home 2. Schneider LS, Anand R, Farlow MR. Intl ] Ger Psychopharm 1998;5uppl(1):51-534.

a while longer.

Product Monograph available upon request.

*Registered trademark
EXE-01-09-7058E

) NOVARTIS s
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3, Corey-Bloom J, Anand R, Veach J. Intl J Ger Psychopharm 1998;1:55-65.
4. Exelon Product Monograph, Apnil 13, 2000, Novartis Pharmaceuticals Canada Inc.
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EFFICACE CONTRE UN GRAND NOMBRE
DE TYPES DE CRISES.

» TOPAMAX est efficace contre les crises partielles initiales, les crises tonico-cloniques primaires généralisées et les
crises associées au syndrome de Lennox-Gastaut’

» Des résultats souhaitables avec absence totale de crises chez 19 % des adultes' et 22 % des enfants' atteints de
crises partielles initiales®’

AUCUN SIGNE D'EFFETS SECONDAIRES
CAPABLES DE MENACER LE PRONOSTIC VITAL.

* Comme pour la plupart des antiépileptiques, les effets secondaires le plus fréquemment signalés relévent du SNC
et sont généralement légers a modérés et de nature passagére™

IL EST POSSIBLE QUE LES PATIENTS
ADULTES SUBISSENT UNE PERTE DE POIDS.

* 73 % (n = 52) des patients ont subi une perte de poids de 5,97 lb en moyenne (Analyse provisoire. Durée
moyenne de 60 jours)*

* 96 % des enfants traités dans le cadre des essais cliniques pendant au moins un an et ayant subi une perte de
poids ont repris du poids au cours de la période d'exécution des essais™

AUJOURD'HUI, IL Y A TOPAMAX.

UNE POSOLOGIE BIQUOTIDIENNE POUR
TENIR COMPTE DU PATIENT.

* Le traitement par TOPAMAX peut étre commencé et ajusté selon la réponse clinique quel que soit le traitement

anticonvulsivant en cours
I OI AMAX MAINTENANT

INDIDUE

~ topiramate

POUR AIDER LES PATIENTS A MIEUX PROFITER DE LA VIE

* Les comprimés sont inscrits au formulaire

MAINTENANT
OFFERT EN CAPSULES
A SAUPOUDRER

Compnimeés et capsules a saupoudrer " TOPAMAX™ (topiramate) : indigués comme traitement adjuvant chez les patients (adultes et enfants dgés de deux ans ou plus) atteints
d'épilepsie dont ['état n'est pas maitrisé de fogon satisfaisante avec le traftement traditionnel. Les renseignements sur l'emplor au topir te en monothérapie sont encore limites’.

delap

lentissement psychomoteur (16,8 %), nystagmus (15 %), paresthésia (15 %), mervosite (15,9 %), difficults & se concentrer/troubles de
s o8 [humeur (35 1

. dsie (15 %),
fultes et 303 enfants a indiqué que ces deux groupes semblent présenter des profils de manifestations indésirables simitaires.

1 mai 1999, 2. Kamin M, Kraut L, Olson W. Dase optimization of topiramate as add-on therapy in adults with treatment-resistant partial-onset sefzures Meuralngy 1999;52
te in paediatric partial epilepsy Epilepsio 1997:38 (Suppl. 3):94. 4. Rosenfeld WE et ol. Topiramate and concomitant weight loss. Epilensta 1997:38 (Suppl 8):98,

el topirama

* Tous drits afférents & une marque de commerce sont utifisés &n verty d'une ficence @ 2000 JANSSEN-ORTHO Inc i0) EEe* TXJAO01001FA

A-2] Pour documentation voir pages A-33, A-34
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Canadian Congress of Neurological Sciences
38th Annual Scientific Meeting

June 17-21, 2003
Quebec City Convention Centre

Scientific Program
(Subject to Change)

Tuesday, June 17, 2003

Pre-Congress Courses

08:00-17:30 MNeurobiology Review Course

09:00-16:00 5th Annual ALS Strategies for Quality Life/Quality Care
18:00-21:00 Movement Disorders Video Session

Wednesday, June 18th, 2003

Course Day

07:30-17:00 Controversies in Spinal Neurosurgery
08:00-17:30 Epilepsy Review and Update Course
08:00-17:30 Clinical Neurology of Headache 2003
08:00-12:00 Neuroanatomy Review Course

08:00-12:00 Muscle Diseases 2003: Floppiness, Cramps, and
Inflammation

13:30-17:30 The CSCN EEG Exam and the New Canadian EEG
Guidelines Course

13:30-17:30 Brain Tumor Course
18:00-20:00 Welcome Reception

Thursday, June 19, 2003

08:30-10:30 Neurophysiologic Applications in Neuroscience
11:00-19:00 Poster session

11:00-13:00 Platform sessions

14:30-16:00 Platform sessions

16:00-17:30 Grand Rounds

17:30-19:00 Special Poster Viewing

Friday, June 20, 2003

08:30-10:30 New Developments in Neuropharmacology

11:00-13:00 Platform sessions

11:00-15:00 Poster session

14:30-16:30 Beyond Alzheimer's Disease: The Non-Alzheimer's
Dementias Mini-Symposium

14:30-16:30 Case Histories in Neurocritical Care: Mini Symposium

14:30-16:30 What's New in Neurosurgery! Mini Symposium

14:30-16:30 Myasthenia Gravis Mini-Symposium

19:30 Quebecois Soirée

Saturday, June 21, 2003

08:00-17:30 Multiple Sclerosis Symposium

08:00-17:30 Interventional Advances in
Neurovascular Disease

08:00-17:30 Child Neurology Vm k

.
CCNS/CCSN
Cuy June 17-21 juin 2003
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2P Aventis

The only ACEI indicated

for the management of patients at
increased risk of cardiovascular events.’

Guarding beyond hypertension

ALTACE may be used to reduce the risk of MI, stroke, or CV death in
patients over age 55 w ho are at high risk of CV events because of a history
of CAD, stroke, peripheral artery disease, or diabetes accompanied by ar
least one other CV risk factor such as hypertension, Llw.md total cholesterol
levels, low HDL levels, cigarette Mnnkmg. documented micro-
albuminuria.

Like other ACE inhibitors, ALTACE is not recommended for pregnant or
lactating women and should be used with caution in patients with renal
insutficiency. &Y
The most I]u]um[ adverse events occurring in clinical trials with ALTACE

monotherapy in hypertensive patients who were treated for at least one year

(n=651) were: headache (15.1%); dizziness (3.7%): asthenia (3.7%): chest

pain (2.0%). Discontinuation of thHP} due to clinical adverse events was

required in 5 patients (0.8%).

-~

Product Monograph available o physicians apd pharmaciss upon request.

. Used under licence by Aventis Pharma Inc., Laval, Quebee H7L 4A8.

ADALTOI021E “Registered trade-mark of Aventis ( ot
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Q@w%“*"f”*az% Are you a Canadian neurologist, neurosurgeon or
neurology/neurosurgery resident?

Then the Canadian Congress of Neurological Sciences (CCNS) has
a member society for you! Join one of four member societies
representing neurologists and neurosurgeons in Canada and receive
these member benefits:

e Canadian Journal of Neurological Sciences (CJNS) subscription, both print and online. CJNS is a highly respected
international neurological sciences medical journal. Check out the new Journal web site at www.cjns.org.

¢ Reduced registration fees for the annual scientific meeting, depending on membership category.

* The Annual Membership Directory, a handy reference tool

* Maintenance of Certification and Continuing Medical Education (CME) opportunities through the annual meeting.
Watch for updates on new Journal-related CME.

* The CCNS newsletter Neuro News

s Access to grants, awards and fellowships (some are restricted to members)

* Residents and Fellows receive these benefits for a bargain-priced annual fee of $35.

The four member societies are:

Canadian Neurological Society (CNS)

Canadian Neurosurgical Society (CNSS)

Canadian Society of Clinical Neurophysiologists (CSCN)
Canadian Association of Child Neurology (CACN)

++4+ 4

For membership information,
call us at (403) 229-9544; e-mail: brains@ccns.org or check out the CCNS web site at www.ccns.org

M S lives here.

MS is the most common
neurological disease affecting
young adults in Canada.

€ Multiple Sclerosis
. N Society of Canada

|+800°268+7582 www.mssociety.ca
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Introducing the COPAXONE' pre-filled syringe...

Same efficacy and tolerability profiles. NEW convenience and ease of use.

Consistent
COPAXONE" pre-filled syringes help ensure accurate dosing every time.'

Convenient
COPAXONE" pre-filled syringes mean injection preparation time was six times faster
than the conventional method (37 vs. 232 seconds; n=134, p=0.05).”

Complete
Available in packs of an entire month’s supply of ready-to-use, pre-mixed, pre-filled
syringes.

COPAXONE" has many clinical studies that confirm its consistent efficacy in relapse
rate reduction.’”

COPAXONE" has a long-term safety profile that has been demonstrated in clinical
trials from 6 months (693 patients) to over 7 years (69 patients).”

COPAXONE ' is indicated for Relapsing-Remitting Multiple Sclerosis. The safety and efficacy of
COPAXONE' in chronic progressive MS have not been established.

The most commonly observed adverse events associated with the use of COPAXONE' in controlled
trials which occurred at higher frequency than placebo were: injection site reactions, vasodilation, chest
pain, asthenia, infection, pain, nausea, arthralgia, anxiety and hypertonia.

*Comparative clinical significance unknown
‘COPAXONE
TEUA (oo mencnnasiey (olatiramer aostate injection)

of Teva Pharmaceutical Industries Ltd. and are used under licence,
RAE® Efficacy backed by evidence.

©2002 Teva Neuroscience G.P. = S.EN.C., Montreal, Quebec H3A 314
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@ ropinircl sw
Rethinking Parkinson's.
ropinirole (as ropinirole hydrochioride)

Tablets: 0.25 mg, 1.0 mg, 2.0 mg, 5.0 mg

THERAPEUTIG CLASSIFICATION

AntiParkinsonian Agent / Dopamine Agonist

INDICATIONS AND CLINICAL USE

REQUIP (ropinirole hydrochloride) is indicated in the treatment of the
signs and symptoms of idiopathic Parkinson’s disease. REQUIP can be
used both as early therapy, without concomitant levodopa and as an
adjunct to levodopa.

CONTRAINDICATIONS

REQUIP (ropinirole hydrochloride) is contraindicated in patients with a
known hypersensitivity to ropinirole hydrochloride or the excipients of the
drug product.

WARNINGS

Orthostatlc Symptoms - Dopamine agonists appear to impair the
systemic regulation of blood pressure with resulting orthostatic
symptoms of dizziness or lightheadedness, with or without documented
hypotension. These symptoms appear to occur especially during dose
escalation. Therefore, patients treated with dopamine agonists should be
carefully monitored for signs and symptoms of orthostatic hypotension,
especially during dose escalation and should be informed of this risk.
Hallucinations - In controlled trials, REQUIP (ropinirole hydrochloride}
caused hallucination in 5.1% of patients during early therapy (1.4% in the
placebo group) and in 10.1% of patients receiving REQUIP and levodopa
{4.2% receiving placebo and levodopa). Hallucination was of sufficient
severity that it led to discontinuation in 1.3% and 1.9% of patients during
early and adjunct therapy, respectively. The incidence of hallucination was
dose-dependent both in early and adjunct therapy studies.
PRECAUTIONS

Cardlovascular - Since REQUIP (ropinirole hydrochloride) has not been
studied in patients with a history or evidence of significant cardiovascular
disease including myocardial infarction, unstable angina, cardiac
decompensation, cardiac arrhythmias, vaso-occlusive disease (including
cerebral) or cardiomyopathy, it should be used with caution in such
patients. There is limited experience with REQUIP in patients treated with
antihypertensive and antiarrhythmic agents. Consequently, in such
patients, the dose of REQUIP should be titrated with caution. Neuroleptic
Malignant Sy - A symptom complex resembling the neuroleptic
malignant syndrome (characterized by elevated temperature, muscutar
rigidity, altered consciousness, and autonomic instability), with no other
obvious etiology, has been reported in association with rapid dose
reduction, withdrawal of, or changes in anti-Parkinsonian therapy. A
single spontanecus report of a symptom compiex resembling the
neuroleptic malignant syndrome has been observed in a 66 year old
diabetic male patient with Parkinson's disease, who developed fever,
muscle stiffness, and drowsiness 8 days after beginning REQUIP
treatment. The patient also experienced acute bronchitis, which did not
respond to antibiotic treatment. REQUIP was discontinued three days
before the patient died. The reporting physician considered these events
to be possibly related to REQUIP treatment. A single spontaneous report
of severe muscle pain has been reported in a 66 year old male patient
around his thigh. The reporting physician considered the event to be
probably related to REQUIP treatment. Retinal Pathology in Rats - In a
two year carcinogenicity study in albino Sprague-Dawley rats, retinal
atrophy was observed at incidences of 0%, 1.4%, 1.4% and 10% of male
rats and 0%, 4.4%, 2.9% and 12.9% of female rats dosed at 0, 1.5, 15
and 50 mg/kg/day respectively. The incidence was significantly higher in
both male and female animals dosed at 50 mg/kg/day. The 50 mg/kg/day
dose represents a 2.8 fold greater exposure (AUC) and a 13.1 fold greater
exposure (Cray) to ropinirole in rats than the exposure would be in
humans at the maximum recommended dose of 24 mg/day. The
relevance of this finding to humans is not known. Pregnancy — The use
of REQUIP during pregnancy is not recommended. REQUIP given to
pregnant rats during organogenesis (gestation days 8 through 15)
resulted in decreased fetal body weight at 60 mg/kg/day (approximately 3
- 4 times the AUC at the maximal human dose of 8 mg t.i.d), increased
fetal death at 90 mg/kg/day (approximately 5 times the AUC at the
maximal human dose of 8 mg tid ) and digital malformations at
150 mg/kg/day (approximately 8-9 times the AUC at the maximal human
dose of 8 mg t.i.d). These effects occurred at maternally toxic doses.
There was no indication of an effect on development of the conceptus at
a maternally toxic dose of 20 mg/kg/day in the rabbit. In a perinatal-
postnatal study in rats, 10 mg/kg/day of REQUIP (approximately 0.5 - 0.6
times the AUC at the maximal human dose of 8 mg t.i.d) impaired growth
and development of nursing offspring and altered neurological
development of female offspring. Nursing Mothers - Since REQUIP
suppresses lactation, it should not be administered to mothers who wish
to breast-feed infants. Studies in rats have shown that REQUIP and/or its
metabolites cross the placenta and are excreted in breast milk.
Consequently, the human fetus and/or neonate may be exposed to
dopamine agonist activity. Use in Women receiving Estrogen
Replacement Therapy - In female patients on long-term treatment with
conjugated estrogens, oral clearance was reduced and elimination half-
life prolonged compared to patients not receiving estrogens {see
Pharmacokinetics). In patients, already receiving estrogen replacement
therapy, REQUIP may be titrated in the recommended manner according
to clinical response. However, if estrogen replacement therapy is stopped
or introduced during treatment with REQUIP, adjustment of the REQUIP
dosage may be required. Pediatric Use - Safety and effectiveness in the
pediatric population have not been established. Renal and Hepatic
impalrment - No dosage adjustment is needed in patients with mild to
moderate renal impairment (creatinine clearance of 30 to 50 mL/min).
Because the use of REQUIP in patients with severe renal impairment or
hepatic impairment has not been studied, administration of REQUIP to
such patients is not recommended. Drug Interactions - Psychotropic
Drugs: Neuroleptics and other centrally active dopamine antagonists may
diminish the effectiveness of REQUIP. Therefore, concomitant use of
these products is not recommended. Based on population
pharmacokinetic assessment, no interaction was seen between REQUIP
and tricyclic antidepressants or benzodiazepines. Anti-Parkinson Drugs:

Based on population pharmacokinetic assessment, there were no
interactions between REQUIP and drugs commonly used to treat
Parkinson’s disease, i.e., selegiline, amantadine, and anticholinergics.
Levodopa: The potential pharmacokinetic interaction of
levodopa/carbidopa (100 mg/10 mg b.i.d.) and REQUIP (2 mg t.i.d.) was
assessed in levodopa naive (de novo) male and female patients with
Parkinson’s disease (n=30, mean age 64 years). The rate and extent of
availability of REQUIP at steady state were essentially the same with or
without levodopa. Similarly, the rate and extent of availability of levodopa,
as well as its elimination half-life, were essentiaily the same in the
presence and absence of REQUIP. /nhibitors of CYP1A2: Ciprofioxacin:
The effect of ciprofioxacin (500 mg b.i.d.) on the pharmacokinetics of
REQUIP (2 mg tid.) was studied in male and female patients with
Parkinson’s disease (n=12, mean age 55 years). The extent of systemic

TABLE 1
Adverse events with incidence 22% from all placebo-controlled early
and adjunct therapy studies

availability of REQUIP was significantly i
with ciprofloxacin (AUC increased by 1.84 fold). Thus, in patients already
receiving CYP1A2 inhibitors such as ciprofloxacin, REQUIP therapy may
be instituted in the recommended manner and the dose titrated according
to clinical response. However, if therapy with a drug known to be an
inhibitor of CYP1A2 is stopped or introduced during treatment with
REQUIP, adjustment of the REQUIP dosage will be required. Substrates of
CYP1A2: Theophylline: The effect of oral theophylline (300 mg b.i.d.) on
the pharmacokinetics of REQUIP (2 mg t.i.d.) was studied in male and
female patients with Parkinson’s disease (n=12, mean age 59 years).
There was no marked change in the rate or extent of availability of
REQUIP when coadministered with theophylline. Similarly,
coadministration of REQUIP with intravenous theophylline (5 mg/kg) did
not result in any marked change in the pharmacokinetics of theophylline.
It is therefore unfikely that substrates of CYP1A2 would significantly alter
the pharmacokinetics of REQUIP, and vice-versa. Digoxin: The effect of
REQUIP (2 mg t.i.d.) on the pharmacokinetics of digoxin {0.125-0.25 mg
o.d.) was studied in male and female patients with Parkinson’s disease
(n=10, mean age 72 years). Coadministration at steady state with REQUIP
resulted in a 10% decrease in digoxin AUC although mean trough digoxin
plasma concentrations were unaltered. However, the effect of higher
recommended doses of REQUIP on the pharmacokinetics of digoxin is
not known. Alcohol: No information is available on the potential for
interaction between REQUIP and alcohol. As with other centrally active
medications, patients should be cautioned against taking REQUIP with
alcohol. Psycho-Motor Performance — As orthostatic symptoms of
dizziness or lightheadedness as well as somnolence may occur during
REQUIP therapy patients should be cautioned not to drive a motor vehicle
or operate potentially hazardous machinery until they are reasonably
certain that REQUIP therapy does not affect their ability to engage in such
activities.

ADVERSE REACTIONS

Adverse Reactions Associated with Discontinuation of Treatment - Of
1599 patients who received REQUIP (ropinirole hydrochloride) during the
premarketing clinical trials, 17.1% in early-therapy studies and 17.3% in
adjunct-therapy studies discontinued treatment due to adverse reactions.
The events resulting in discontinuation of REQUIP in 1% or more of
patients were as follows: Farly therapy: nausea (6.4%), dizziness (3.8%),
aggravated Parkinson’s disease (1.3%), hallucination (1.3%), headache
(1.3%), somnolence (1.3%) and vomiting (1.3%). Adjunct therapy:
dizziness (2.9%), dyskinesia (2.4%}, confusion (2.4%), vomiting (2.4%),
hallucination (1.9%), nausea (1.9%), anxiety (1.9%), and increased
sweating (1.4%). Patients over 75 years of age (n=130) showed slightly
higher incidences of withdrawal due to hallucination, confusion and
dizziness than patients less than 75 years of age. Most Frequent Adverse
Events - Adverse events occurring with an incidence of greater than, or
equal to, 10% were as follows: Early therapy: nausea, dizziness,
somnolence, headache, peripheral edema, vomiting, syncope, fatigue and
viral infection. Adjunct therapy: dyskinesia, nausea, dizziness,
somnolence and headache. Dopamine agonists, with an ergoline chemical
structure have been associated with adverse experiences such as
retroperitoneal fibrosis, erythromelalgia and pulmonary reactions.
REQUIP has a novel, non-ergoline chemical structure and no reports of
such events have been observed in clinical trials. Incidence ot Adverse
Events in Placebo Controlled Trials - The incidence of postural
hypotension, an event commonly associated with initiation of dopamine
agonist therapy, was not notably different from placebo in clinical trials.
However, decreases in systolic blood pressure to < 90 mmHg have been
observed in 13% (<65 years), 16% (65-75 years) and 7.6% (>75 years)
of patients treated with REQUIP. Table 1 lists adverse events that occurred
at an incidence of 2% or more among REQUIP-treated patients who
participated in placebo-controfled trials for up to one year. Patients were
dosed in a range of 0.75 mg to 24 mg/day. Reported adverse events were
classified using a standard World Health Organization (WHO)-based
dictionary terminology. The prescriber should be aware that these figures
can not be used to predict the incidence of adverse events in the course
of usual medical practice where patient characteristics and other factors
differ from those which prevailed in the clinical trials. Simifarly, the cited
frequencies can not be compared with figures obtained from other clinical
investigations involving different treatments, uses and investigators. The
cited figures, however, do provide the prescribing physician with some
basis for estimating the relative contribution of drug and non-drug tactors
to the adverse events incidence rate in the population studied. The
Adverse Reactions section has been condensed. See full Product
Monograph for the complete information.

DOSAGE AND ADMINISTRATION

REQUIP (ropinirole hydrochloride) should be taken three times daily. -

While administration of REQUIP with meals may improve gastrointestinal
tolerance, REQUIP may be taken with or without food. The recommended
starting dosage is 0.25 mg three times daily. Based on individual patient
response, dosage should then be titrated by weekly increments of 0.25
mg per dose as described in the table below. After week 4, daily dosage
may be increased by 0.5 to 1.0 mg per dose on a weekly basis up to 24
mg per day. Doses greater than 24 mg/day have not been tested in clinical
trials. Smaller dose increments are recommended for patients who may
be at risk for orthostatic symptoms. In clinical trials, initial benefits were

Esrly Therapy Adjunct Therapy
REQUIP Placabo REQUIP Placebo
N=157 N=147 =2 w1,
% ocourrance | % occurrance | % occurrence | % occurrence
Autonomic Nervous System
Sweating Increased 64 41 72 1.7
Mouth Dry 51 34 53 08
Flushing 32 0.7 14 0.8
Body as » Whole Gensral
Peripheral Edema 134 4.1 39 25
Fatigue 108 41 A -
Injury - - 106 9.2
Pain 76 41 53 33
Asthenia 64 14 - -
Drug Leve! Increased 45 27 67 a3
N Chest Pain a8 20 - -
when coadr Malaise 32 07 14 08
Cardiovasculer General
Syncope 15 14 29 17
Hypotension Postural 64 48 - -
Hypartension 45 34 34 33
19 0.0 24 08
Canirsl and Peripheral
Nervous System
Dizziness 40.1 218 26.0 158
Dyskinesia - - 337 125
Haadacha 17.2 17.0 16.8 1.7
Ataxia (Falls) - - 96 67
Tremor - - 63 25
Paresthesia - - 53 25
Hyperesthesia 38 20 - -
Dystonia - - 43 42
Hypokinesia - - 53 42
Paresis - - 28 00
Gestrointestina! System
Nausea 58.9 218 298 183
Vomiting 121 6.8 72 42
Dyspepsia 96 48 - -
Constipation 83 75 58 3
Abdominal Pain 64 27 87 75
Diarrhea - - 48 25
Anorexia 38 14 - -
Fiatulence 25 14 19 08
Saliva Increased - - 24 08
Dysphagia 13 0.0 24 08
Heart Rats and Bhythm
Palpitation 32 20 29 25
Matabollc and Nutritional
Atkaline Phosphate Increased 25 14 10 0.0
Weight Decrease - - 24 08
Musculoskeletal System
Arthralgia - - 6.7 50
Arthritis - - 23 08
Psychiatric
Somnolence 401 6.1 20.2 83
Anxiety - - 63 a3
Confusion 5.1 14 87 17
Hallucination 5.1 14 0.1 42
Nervousness - - 48 25
Yawning 32 0.0 - -
mnesia 25 14 48 08
Dreaming Abnormal - - 28 17
Red Blood Call
Anemia - - 24 0.0
Reproductive Mals
Impotence 2.5 14 - -
Rasistance Mechanism
Upper Respiratory Tract Infaction - - 87 83
Infection Viral 108 34 7.2 6.7
Respiratory Sysiem
Pharyngitis 64 41 - -
Rhinitls 38 27 - -
Sinusitis 38 27 - -
Dyspnea 32 00 29 17
Bronchitis 25 14 - -
Urinary System
Urinary Tract Infection 51 4.1 63 25
Vascular Extracardiac
Peripheral Ischemia 25 040 -~ -
Vision
Vision Abnormal 57 34 - -
Eye Abnormality 32 14 - -

# Incidence of adverse event <1%.

When REQUIP is administered as adjunct therapy to levodopa, the dose
of levodopa may be decreased gradually as tolerated once a therapeutic
effect with REQUIP has been observed. REQUIP should be discontinued
gradually over a 7-day period. The frequency of administration should be
reduced from three times daily to twice daily for 4 days. For the remaining
3 days, the frequency should be reduced to once daity prior to complete
withdrawal of REQUIP. Renal and Hepatic Impairment; In patients with
mild to moderate renal impairment, REQUIP may be titrated in the
recommended manner according to clinical response, Patients with
severe renal impairment or on hemodialysis have not been studied and
administration of REQUIP to such patients is not recommended. Patients
with hepatic impairment have not been studied and administration of
REQUIP to such patients is not recommended. Estrogen Replacement
Therapy: In patients already receiving estrogen replacement therapy,
REQUIP may be titrated in the recommended manner according to clinical
response. However, if estrogen replacement therapy is stopped or started
during treatment with REQUIP, adjustment of the REQUIP dosage may be

required.

AVAILABILITY OF DOSAGE FORM

REQUIP is supplied as a pentagonal film-coated Tiftab® tablet with beveled
edges containing ropinirole (as ropinirole hydrochioride) as follows:
0.25 mg - white imprinted with SB and 4890; 1.0 mg — green imprinted
with SB and 4892; 2.0 mg - pale pink imprinted with SB and 4893, 5.0
mg - biue tablets imprinted with SB and 4894. REQUIP is available in
bottles in the pack size of 100 tablets. It is also available in 0.25 mg as a
single unit blister pack of 21 tablets.

Full Product Monograph available to practitioners upon request.
REFERENCES:

1. Rascol O, et a/. Ropinirole in the Treatment of Early Parkinson's
Disease: A 6-Month Interim Report of a 5-Year Levodopa-controlled
Study. Mov Disord 1998;13:39-45.

2, Schrag AE, et al. The Safety of Ropinirole, a selective non-ergoline
dopamine agonist in patients with Parkinson’s disease. Ciin
Neuropharmaco/ 1998;21:169-175.

A h O
observed with 3 mg/day and higher doses. . .
oty o GlaxoSmithKline et
- > Week 3 ; Mississauga, Ontario, Canada L5N 6L4 &> st
Unit Dose (mg) 0.25 0.5 0.75 1.0 © ReQuip is a registered trademark, used under license by
Total Daily Dose (mg) 0.75 15 2.25 3.0 GlaxoSmithKline Inc.
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IF YOU STARTED PATIENTS ON REQUIP,
WOULD THE FUTURE LOOK DIFFERENT?®

Interim é-month results from a 5 year multicentre study show ReQuip demonstrated similar efficacy to L-dopa in the
control of early’ Parkinson’s disease.'" Yet ReQuip has demonstrated a low propensity to produce dyskinesias.
Maybe it's time to rethink Parkinson’s. And start early Parkinson’s patients on ReQuip alone.

ReQuip (ropinirole hydrochloride) is indicated in the treatment of the signs and symptoms of idiopathic Parkinson’s disease.

Nausea (39.1%), somnolence (12.3%) and insomnia (12.3%) were the most common side effects of ReQuip therapy. Six percent of ropinirole
patients and nine percent of L-dopa patients had at least one psychiatric symptom (confusion, hallucinations, or delusions).

T Hoehn and Yohr stages I-I % A 6 month interim anclysis of a 5-year, double-blinded, randomized, mulficenter study of patients with early Parkinson's disease. N = 268:179 pafients received
ropinirole and 89 received L-dopa. The mean daily dose was 9.7 mg and 464.0 mg respectively. There was no difference in Clinical Global Improvement scale in patients with Hoehn and Yohr stages
Il although L-dopa showed improvement in a greater proportien of patients with more severe disease. The proporfion of responders was 58% in the L-dopa group and 48% in the ropinirole group:

this was not of statistical significance. ¥+ In early therapy, the respective incidences of dyskinesia in early therapy of patients receiving ropinirole was 1.2% and of pafients receiving L-dopa was 11.2%.
Meta analysis, n = 1364, 17 months.

ropinirole
E ®
Mosber . . . , GlaxoSmithKline
FReE (k) Rethinking Parkinson's.
A-27 For brief prescribing information see page A-26
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CANADIAN CONGRESS OF NEUROLOGICAL SCIENCES
‘ " CONGRES CANADIEN DES SCIENCES NEUROLOGIQUES
Home | Contact | Site Map | Search

Visit the new
CCNS INFORMATION Canadian Congress of Neurological
Become a member Sciences

Residents website
Mefimos & Evmvs The CCNS website has a new look and new features.
Canadian Brain & Check out the home page for a new feature on

Nerve Heaith Coalition “Pioneers in Canadian Neurology”. Visit the site to get
Affiliates & Associates the latest information on the annual scientific
meeting, and register online. Planning a CME event?
Look up the comprehensive Maintenance of

Canadian Journal of Certification section. Not a member? Visit the
Neurological Sciences “Become a Member” section, read about member
Links benefits and download an application form. Are you a
resident or Fellow? Visit the “Residents and Fellows”
section for information just for you.

Maintenance of Certification

WWW.CCNSs.org

MEMBERS’ CENTRE Members’ Centre Coming Soon

CME Opportunities

The CCNS website will soon have a section just for
members. On the Members’ Centre homepage, test
your powers of observation by viewing an image and
CCNS Information making a diagnosis. In this section, you will also find
opportunities and resources to maintain your MOC
Residents credits, including online CME available through the
Canadian Journal of Neurological Sciences. Discover
valuable information about your society such as new
society initiatives, meeting minutes, bylaws, etc..
Access the News and Views section for news updates
and reports from your society’s input into committees
of the Royal College and the Canadian Medical
Association or participate in the Members’ Forum, an
opportunity for you to express your views.

News & Views

Watch for your password in the mail for this new
section, which will also provide access to the Canadian
Journal of Neurological Sciences (CIJNS) online.
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References:
1. REMINYL" (galantamine hydrobromide) Product
Monograph, JANSSEN-ORTHO Inc., July 19, 2001

2. Maelicke A, Albuguergue EX. Eur J Pharmacol
2000:393:165-170.

H JANSSEN-ORTHO Inc.

19 Green Belt Drive,
Toronto, ON M3C 119
www.janssen-ortho.com
tt Exception drug status effective January 1, 2002.
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A NEW APPROACI

Unique proposed mode
of action:

Cholinesterase inhibition
and nicotinic modulation'*

New REMINYL:
The difference may be
nicotinic modulation’

More than just cholinesterase inhibition,
REMINYL enhances the action of
acetylcholine through binding to an
allosteric site on the nicotinic receptors'*'

t Based on in vitro data. The clinical relevance to
humans is unknown. The majority of common
side effects occurred during the dose-escalation
period and were primarily gastrointestinal. During
maintenance therapy, the most common side
effects were: REMINYL 16 mg/day-nausea (4%) and
diarrhea (5%]; REMINYL 24 mg/day-nausea (6%),
vomiting (6%) and anorexia (5%)

REMINYL (galantamine hydrobromide) is indicated
for the symptomatic treatment of patients with
mild to moderate dementia of the Alzheimer's
type. REMINYL has not been studied in controlled
clinical trials for longer than 6 months. There is no
evidence that galantamine alters the course of the
underlying dementing process.

NEW R
Reminy/

Galantamine hydrobromide tablets

For living — each day


http://www.janssen-ortho.com
https://doi.org/10.1017/S0317167100050393

Au cours de deux études pivots incluant un total

e e o Ny de 628 patients, Rebif a démontré une efficacité
Diminution Retard de la Diminution du
de fréquence progression fardeau imposé Signiﬁcati\re pour les trois parametres principaux
des poussées de 'invalidité par la maladie ) ; v el .
(poussées, progression de I'invalidité et IRM)'~.
L 3o Sa capacité de modifier le cours de la maladie® a fait
non seulement de Rebif un bon médicament de
L febiasdpt e e premiére ligne pour la SEP rémittente, mais égale-
0,05, délal b la premiere mesurée par [RM)
progression confirmbe)

ment le médicament dominant de sa catégorie’.

Résultats de la dose de 44 mcg trois fois par semaine aprés 2 ans'.
Rebif est généralement bien toléré. Les effets indésirables les plus fréquents sont souvent traitables et

diminuent en fréquence et en gravité avec le temps™.
Rebif modifie I'évolution naturelle de la SEP rémittente’,

Rebif*" est indiqué pour le traitement de la sclérose en plaques rémittente chez des patients dont la cote EDSS se situe entre 0 et
5,0, afin de réduire le nombre et la gravité des poussées cliniques, de ralentir la progression de l'invalidité physique et de réduire
les besoins de corticothérapie et le nombre de séjours a I’hépital pour le traitement de la sclérose en plaques. Son efficacité a été
confirmée au moyen d’évaluations IRM en T, marquées au Gd et d’évaluations IRM en T, (fardeau imposé par la maladie)’.

I Les effets indésirables rapportés le plus souvent sont les suivants : réactions au point d'injection (toutes) (92,4 % vs 38,5 % pour le place-
bo), infections des voies respiratoires supérieures (74,5 % vs 85,6 % pour le placebo), céphalée (70,1 % vs 62,6 % pour le placebo), syndrome
pseudo-grippal (58,7 % vs 51,3 % pour le placebo), fatigue (41,3 % vs 35,8 % pour le placebo) et fievre (27,7 % vs 15,5 % pour le placebo).
Les preuves d'innocuité et d’efficacité sont obtenues de I'étude de 2 ans seulement. Veuillez consulter la monographie du produit pour les
renseignements d'ordonnance’.

i Etude randomisée, a4 double insu, controlée par placebo. Groupe Rebif 44 mcg 3 fois/semaine (n = 184), groupe Rebif 22 mcg
3 fois/semaine (n = 189), groupe placebo (n = 187).

A Le cas hypothétique peut ne pas représenter les résultats obtenus dans la population générale.

% Rebit.

imtertiron bita-1°

= _ POUR DE MULTIPLES RAISONS.

Sserono
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