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Au cours de deux études pivots incluant un total

L N de 628 patients, Rebif a démontré une efficacité
Diminution Retard de la Diminution du

de fréquence progression fardeau imposé

gressiol : significative pour les trois parametres principaux
de 'invalidité par la maladie

(poussées, progression de I'invalidité et IRM)'?,

Sa capacité de modifier le cours de la maladie® a fait

non seulement de Rebif un bon médicament de

(1,78 va 2,56 aver placebo,
moyenne, poll, 005

premiere ligne pour la SEP rémittente, mais égale-

ment le médicament dominant de sa catégorie’.

Résultats de la dose de 44 mcg trois fois par semaine apreés 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 I'invalidité physique et de reduire
les besoins de corticothérapie et le nombre de séjours a I'hopital 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)".

1 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’.

1 Etude randomisée, 3 double insu, contrdlée 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.
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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=0.03)"**

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 q Kaplan-Meier methodology. AVONEX" n=158, placebo n=143
associated with treatment are flu-like symptoms (muscle ache [myalgial, * AVONEX™ n=85, placebo n-87
fever, chills, and asthenia). Please see product monograph for important : :_’3”1_%” U e s

% 2 5 e : g A 5 S measured by brain parenchymal lraction in Ihe
patient selection and monitoring information.® AVONEX® should be used with satong vear m’;”,_a._m__._.]ﬂ Mf‘;ix :
caution in patients with depression and in patients with seizure disorders. + AVONEX® =44, placebo n=4d. Tt ,
AVONEX® should not be used by pregnant women. Patients with cardiac between MRI findings and clinical stalus is unknown
disease should be closely monitored. Routine periodic blood chemistry
and hematology tests are recommended during treatment with AVONEX®.’ Bl@EN

“PAA &

Biogen Canada is a registered rademark of Biogen, Inc.  AVONEX® is a registered trademark of Biogen, Ing T CANADA -—B/

A-3 For brief prescribing information see pages A-43
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YESTERDAY, PEOPLE WITH EPILEPSY
HAD TO BE EXTRAORDINARY TO SUCCEED.

Charles Dickens
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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 lb (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.I1.D. DOSING WITH THE
PATIENT IN MIND.

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

I OI AMAX NOW INDICATED
IN SPRINKLE

CAPSULES | tOpramate FOR CHILDREN

HELPING PATIENTS MAKE MORE OF THEIR LIVES.

"TOPAMAX™ toprramate Tablets and Sprinkle Capsules: Indicated as adjunctive therapy for the management of patients (adults and children two years and older) with
epilepsy who are not satisfactonly controlled with conventional therapy. There is limited information on the use of topiramate in monotherapy at this time:

* Tablets available on formulary'

NOW AVAILABLE

| Open label, 20 week trial (n=450 A Oy
} Open Label trigd for childs

fe), mystagmus (15.0%), paresthesia (15.0%), nervousness (15.9%), difficulty with concentration/attention (8.0%), confusion (9.7%),
ren, there appeared to be a similar pattern of adverse svents

S (16.8%), psycho
%). In an audit of 144

and 303 ¢

loss in pediatric patients are not known,
El, Full benefit: Quebec. Saskatchewan, British Columbia, Alberta, Manitoba.
proscribing details,

Please refar to the TOPAMAX Pr
REFERENCES: 1. TOPAMAX® topiramate s Product Wonogragh, May 11, 1999, 2, Kamin M, Kraut L. Olson W, Dose optimization
(Suppl 2):A525-526. 3. Glauser TA, Elterman R, Wyllie E et al. Open label topiramate in paediatric partial epilepsy Epilepsia 1997:38 {Supsl 3)

MAC 19 *All trademark rights used under license
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amate as add-on therapy in adults with treatment-resistant par

tial-onset seizures Neurology 1999;52
. Rosenfeld WE et al.Topiramate and concomitant weight loss, Ep i

sig 1997:38 (Suppl 8):38.
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<« 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

e STORAGE
T "

1ER
THAN EVER

[ Same proven therapy j

® 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 comman 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.

‘BETASERON'

BERLEX

www.betaseron.ca

INTERFERON BETA-1b e

A-7 For brief prescribing information see pages A-40, A-41
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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. ldentify 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
Jjournals” . 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.

e Abstract Original Articles should be accompanied by an abstract of
250 words or less on a separate page, preferably in English and
French, although 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 (systéme 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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Once-a-day

Aricept

PHARMACOLOGI CLASSIFICATICN Cholinesterase Inhibitor ACTION AND CLINICAL PHARMACOLOGY ARICEPT {danepezil hydrochioride) i a piperidine-based, reversible
inhibior of the enzyme acetylcholinesterase. A consistent pathological change in Alzheimer's disease is the degeneration of cholinergic neuronal pathways that project from
the basal forebrain to the cerebral corex and hippocampus. The resulting hypofunction of these pathways is thought to account for some of the ¢hinical manfestations of
dementia. Dunepezilis postulated to exert it therapeutic effect by enhancing chalinergic function, This is accamplished by increasing the concentration of acetylchaling (ACh)
through reversible inhibition of ts hydrolysis by acetylcholinesterase (AchE). I this proposed mechanism of action is correct, donepetls effect may lessen as the disease
Process advances ani fewer chofinergic newrons temain functionally infact. There s no evidence that dunepeail aters the course of the underling dementing process.
INDIGATIONS AND CLINICAL USE ARICEPT {donepezi hydrochloride) is indicated for the symptomatic treatment of patients with mid-to-maderate dementia of the Alzheimer's
type. ARICEPT tablets should anly be prescribed by {or following consultation with) cliicians who are experienced in the diagnosis and management of Alzheimer's disease.
CONTRAINDICATIONS ARICEPT (dongpezil hydrochlorids) is contraingicated in patients with known hypsrsensitvty to dongpezil hydrochlorids or to piperiding derivativs.
WARNINGS Anassthesia: ARICEPT {donepezi hydrachloride], as a cholinesterase inibitor Is ikely to exaggerate suceinylcholine-type muscle relaxation during anaesthesia.
Heurofogical Conditions: Seizures: Some cases of selzures have baen reparted with the use of ARICEPT in einical trals and from spontaneaus Adverse Reaction separting.
Chofinomimetics can cause a reduction of seizure threshold, increasing the risk of selzures. Howewer, sefzure activity may also be & manifestation of Atzheimer's disease. The
riskfbencfitof ARICEPT treatment for patients with a history of seizurg disorder must therefore be carefully evaluated. ARIEEPT has not been studied in patients with moderately
Severe or severe Alzheimer's disgase, non-Alzheimer dementies or individuals with Parkinsonian features. The efficacy and safely of ARICEPT in these patient populations is
unknown. Pufmanary Conditions: Because of their choliromimetic action, cholinesterase intibitars should be prescribed with care to patients with & history of asthia or
obstrustive pulmonary disease. ARICEPT has not been studied in patients under treatment for thest conditians and should therefore be used with partcular caution in such
patients. Caraiovaseutar: Because of their pharmacological action, cholinesterase Inhibitors ay have vagotonic efecs on hear rate (69, bradyearcia). The potential fo tis action
iy be pastoutery imporant to paints with “Sick sinus syndrame or ot Supraventricular casdiac conduetion eonditions. I cinical trials, mest patients with serous cardiovastulas
conditons were excluced. Patients such as thase with contraled hypertension {DBP<85 mmHg), right bundle branch blockage, and pacemakers were include. Therefore, caution
should be faken n treating patents with active coronary artery disease and congestive hear!talure. Syncapal episodes have been reported in association with the use of ARICEPT. tis
recammended that ARICEPT should not be used in patents with cardac conduction abmormalfies (except for ight bundhs ranch block} including “sick snus syndrome” and those
wih ungeplaingdt syncopal episodes. Gastrointpstinal Through their primary action, cholinesterase infibitors meay be expected to increase gastric acid Secretion due o increased
cholingrgic activty. Therefore, patients af increased risk for developing ulcars, e.9., thase with  histary of uleer disease or those recefving cancurrent nonstareidal
anti-iflammatory drugs (NSAIDs) including high doses of acetylsalicyic acit {ASA), Should be monitored for symptoms of actve or aceult gastrointestinal bleeding. Clnical
studies of ARIGERT have Shown 1 ncrease, relative to placebo in the incidence of it pepic uner cisease or gastrointestinal bezding. {See ADVERSE REACTIONS Section)
ARICEPT, as a predictable consequence of ts pharmacological properties, has been shovwn to produce. fn contralied cliical tiak I patients with Alzheimer's isease, dianha,
niausea and vomiting. These efiects, when they occur, appear more frequeatly with the 10 mg dose than with the 5 mg dose. In most cases. these effects have usually begn
mild and transient, somefimes lasting ane -to- three weeks and have resolved during continued use of ARICEPT. {See ADVERSE REACTIONS Section) Treatment with the
5 mo/day dose for 4-6 wesks prior to incraasing the dose to 10 mo/day s associated with a lower incidence of astrointestinal intolgrance. Gemifaurinary: Atthough not
observed n clinicaltizls of ARICEPT, cholinomimetics may cause bladdas outiow obstruction. PREGAUTIONS Cancamitant Use with ather Drugs: Use with Antichalinergics:
Because of their mechanism of action, chalinesterase infibitors have the potential o interfere with the actlvny of anticholingrgic memcanons Use with Cholinomimetics and
other Chofinesterase Inhibitors: A synergistic efect may be expected when ¢f bl ith succimyichoiing, similar biocking
agents or cholinergic agonists such as bethanechol. Use wilh ofher Psychuactive Drugs: Few patients in controfled clinical rials received neuroleptics, antidepressants or
anticonvulsants; there is thus fimited information concerning the interaction of ARIGEPT with these drugs. Uss in Pafients 285 Years Old: In controlled cinical Stuies with
5 and 10 mg of ARIGEPT, 536 patients were between the ages of 65 to 84, and 37 patients were aged 85 years or alder. In Alzheimer’s diseass pafients, nausea, diarthea,
vomiting, insomni, fatique and anorexia increased with dose and age and the incidence appeared to be greater In fomale patients. Since cholinesterase fnhibitors as well as
Aizheimer's dsease can be assocrated with sigaificant weight loss, caution is adsised regarding the use of ARICEPT in low hady weight elderly patients, espacially n those
2 85 years old. Use i Eiderly Patienls with Comorbid Disease: There i limited safety information for ARICEPT in patients with mild-to-moderate Alzheimer's diseas and
signiicant comorbidity. The use of ARICEPT in Alzheimer's disease patients with chronic finesses comman among the eratric papulation, should be considered only after
careful isk/benefit assessment and include close monitoring for adverse events. Caution is advised regarding the use of ARICEPT doses above § mg in this patient population.
Renally and Hepalically Impaired: Thers is imited information regarcing the pharmacokinetics of ARICEPT in renally and hepatically impared Alzheimer's istase petients.
¢ itoring for flects in Azhgimer's di ients with renelor hepatic isease being treated with ARICEPT istherefore recommended, Drug-Drug Interactions:
Pharmacokinetic studies, imited to shortderm, Single-dose studies in young Subjeets evaluated the patential of ARICEPT for ineraction with theaphyline, cimetiding, warfarin
an cligosin administration. No sigrificant effents on the pharmacokinetics of these drugs were oserved. Simifar tudies in elderly patients were not done. Drags Highty Bound
o Plasma Prateins: Drug displacement stuies have been performed Jn itro between danepezil a highly bound drug {96%) and other drugs such as furosemide, digoxin, and
wartarin. Dongpezi al concentrations of 0.3 - 10 pg/mL did not affect the binding of furasemide (3 pg/mL), digoxin (2 ng/mL) and warfarin {3 pg/mL} to human albumin.
Similarty, the binding of danepezi to human albumin was not affected by furosemide, digoxin and warfarin. Effeet of ARICEPT on the Metabolism of Other Drugs: In vito
stugies show a low rate of donepezi binding to CYP 344 and CYP 2D8 isaenzymes (mean Ki abaut 50 - 130 M), which, iven the therapeutic plasma concentrations of donepezi
(164 nM),indicates litle likeihood ofinterferences. In a pharmacokinetic study involving 18 heatthy volunteers, the administration of ARICEPT at a dose of Smy/day for 7 days
Fad no cliically significant efect on the pharmacokinefics of ketoconazole. No other clinical trials have been conducted to investigate the effect of ARICEPT on the clearance of
drugs metabolized by CYP A4 (8., cisaide, terfenading) or by CYP 206 fe.g, imipraming). 1 i mot known whether ARICERT has any potental for enzyme induction.
Etfeet of Other Drugs on the Metabafism of ARICEPT Ketoconazole and quinidine, inhibitors of CYP 450, 3A4 and 206, respectively, inhibit donepezi metabolism in vitro Ina
pharmacokinetic study, 18 healthy voluntsers recelved 5 ma/day ARIGEPT together with 200 mgiday ketoconazole for 7 days. In these volunteers, mean donepezl plasma
concentrations were increased by about 30-36%. Inducers of CYP 206 and CYP 3Ad {e.q., phenytoin, carbamazepine, dexamethasons, tfampin and phenabarbital) could increase
the rate of eimination of ARICEPT. Pharmacokinetic studies demanstrated that the metabofism of ARICEPT is not sgnificantly affected by cancurrent administration of digodin
or cimetidine, Use in Pregnancy and Mursing Mothers: The safety of ARIGEPT during pregnancy and lactation bas not been established and thevefore, it should nat be used
inwomen ofchikibearing potentialor in nursing mthers unless, inthe opirion of the physician, the potential benefts to the patient outweigh the possible hazards to the fetus
orthe nfant. Teratology studies conducted in pregnant rats 3t doses of up o 16 miykgiday and in pregnant rabbis at doses of up to 10 moykyday did not distlose any evidence
forateratogenic potential of ARICEPT. Pedfatri Use: There are no adequate and well-controlled tialsto document the safety and efficacy of ARICEPT in any ilingss occurring
in children. Therefore, ARICEPT is not recommended for use in children. ADVERSE REACTIONS A total of 747 patients with mild-to-moderate Alzheimers disease were treated
in controlled lincal stucies with ARICEPT {danspezi hydrochloride). Of these patients, 613 (82%) complated the Studies. The mean duration of treatment for al ARICEPT
groups was 132 days (range 1-356 days). Adverse Evens Leading fo Discontinuation: The rates of discontinuation from controlle clinicaltrial of ARICEPT due to adverse
events for the ARICEPT 5 mg/day treatment geoups wsre comparable ta those of placebo-treatment qroups at appraximately 5%. The rate of discontinuation of patients wha
received the 10 my/day dose after only  1-week Iniial treatment with $ mg/day ARICEPT was higher at 13%. The most common adverse events leading to discontinuation,
Hefingd aS those acurming in 2t ieast 2% of patients and 2 twice the incidence Seen in placebo petients, are Shown i Table 1.

Tabde 1. Most Frequent Adverse Events Leading to Withdrawal from Cantrolled Clinical Trials by Ouse Graup

Dose Group Placebo 5 mgfday ARICEPT 10 mg/day ARICEPT
Number of Patients Randonized 35 350 315
Events/% Discontinuing
Nausea 1% 1% ki
Diarrhea 0% <t ki
Yomiting % <% bail

Most Frequent Adverse Clinical Events Seen in Association with the Use of ARICEPT: The most comman advers events, defined as those occurring ata frequency of atleast
5% in patients recelving 10 mg/day and twice the placebo rate, are argely predicted by ARICEPT's cholinomimetic efiects. These include nausea, diarrhea, insomnia, vomiting,
muscle cramps, faigue and anorexa. These adverse events were often of mild intensity and transient, resolving during continued ARICEPT treatiment withaut the need for dose
adiication. There is evidence o suggest that the frequency of these comman adverse events may be affected by the duration of treatment with an inifial 5 me dally dose prioe
taingreasing the dose to 10 my/day. An apen-label study vas conducted with 269 patlents wha received placebo in the 15- and 30-wesk studies. These patients received a
5 my/day dose for & weeks prior to nifiating reatment with 10 mo/day. The rates of common adverse events were lower than thase Seén in controlled Cinical rial patients
who received 10 mgiday after only a one-week initial treatment period with a 5 mg daily dose, and were comparable to the rates noted in patiznts treated only with
§ mg/day. See Table 2 for a comparison of the most common adverse events fellowing ane- and six-week initial treatment periogs with 5 mgiday ARICEPT,
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Table 2, Comparison of Rates of Adverse Events in Patients Treated with 10 my/day atter 1 and 6 Weeks of nitfal Treatment with 5 my/day

No Iniial Treatment One-Wesk Inital Treatment Six-Week Initfal Trealmenl
with § my/day with 5 myiday
Adverse Event Placebo (n=315) 5 mofday (n=311) 10mgfday (n = 315) 10 mg/day (n = 269}
Navsea 6% % 1% &%
Diartea % 8% 16% %
Insomnia & &% 1% &
Fatigue % [ 8% ki
Yomiting ki) 3% i [
Mustle Cramps % 6% 8% M
Anorexia 2% 3% % 3

Adverse Evens Reporied in Conirolled Trials: The events cited reflect experience gained under closely monitored condiions of clinical trials in & highly selected patient
poputation. n actual fincal practice ar in other cliical trais, these frequency estimates may not apply, 45 the conditions of use, reporting behavior and the kinds of patients
treated may difer. Table 3 iststreatment-emergent signs and symptoms (TESS) that were reported i at least 2% of patents from placebo-controlled linical tils whe received
ARICEPT and for which the rate of occurrence was greater for ARIGEPT than placebo-assigned patients. In general, adverse events occurred more frequently in female
patients and with advancing age.

Tatie 3. Adverse Events Reported in Controlted Clinical Trials in at Least 2% of Patients Receiving ARICEPT and at a Higher requency than Placebo-Treated Patients

Bady System/ Placsha ARICEPT Bady Systeny Placebo ARICEPT
Adverse Events =35 n=4 Adverse Events =35 n=4
Percent of Patients vith any Adverse Event n ) Metaboic and Nutrtional

Boty 25 a Whole Weight Decrease 1 3
Headache 9 10 Musceloskeletal System

Pain, various locations 8 9 Muscle Cramps 2 [}
Autident § 7 Arthritis 1 ?
Fatigue 3 5 Nervous System

Cardiovascutar System Insomnia [ 9
Syncape 1 2 Dizziness & §
Digestive System Depression d 3
Nausea b n Abnormal Dreams i 3
Diarrhea § 10 Somnolence d ?
Yomiting 3 5 Urogenital

Anoreda 2 4 Freguem Urination 1 H
Hemic and Lymphatic Systems

Ecchymosis 3 4

Other Adverse Events Observed During Clinical Tials: During the pre-marketing phase, ARICEPT has been administered to over 1700 individuals for various lengths of time
during clinica trials worlduwide. Approximately 1,200 patients have been treated for atleast 3 months, and more than 1,000 patients have been treated for atfeast 6 manths.
Controlled and uncontrofled trials in the United States inchuded approximately 300 patients In regards to the highest dose of 10 mg/day; this population includes 850 patients
treated for 3 manths, 475 patients treated for § months and 115 patients treated for over 1 year, The range of patient exposure s from 1 to 1,214 days. Treatment-emergent
signs and symptoms that occurred during threg placebo-controlled clnicaltizls and two open-labed trials were recorded as adverse events by the clinical investigators using
terminology of their own choosing. To provide an overall estimate of the propartion of individuals having simiar types of events, the studies were integrated and the events
were grouped into a smaller number of standardized categories using a modified COSTART dictionary and event requencies were calculated across all studies. These categories
are used in the sting below. The frequencies rapresent the prapartion af 300 pafents from these trials wha experienced that event while receiving ARICEPT. All adverse events
occurring at least twice are included. Adverse events already lsted in Tables 2 and 3 are not repeated here (i, events occurring at an incidence >2%). Also excluded are
COSTARTterms tao general to be informative, ar avents less ikey to be drug caused. Events are classifed by body system and istad a5 accurring n 1% and <2% of patints
{i6..In /100t 21100 patients: requent or i < 1% of patients ., in 1/100to 1/1.000 patients: infrequen. These adverse events are not necessariy refated to ARICEPT treatment
andin most cases e observed at & sy reguency in placebo-treated patients inthe controled studies. Adverse Events Oucurtng in 21% and <2% or 1% of Pafients
Receiving ARICEPT: Bady as 2 Whale: (21% and <2%) influgnza, chest pain, toothache; {<1%) fever, edema face, periorbital edema, hernia hiate, abscess, cellus, chill,
generaized coldness, head fullness, head pressure, Yistlessaess. Cardiovaseutar System: (4% and <2%) hypertension, vasodifation, atral fibriation, hot flashes,
hypotension; (<1%) angina pectoris, postural hypotension, myocardial nfarction, premature vetricular contraction, anhythmia, AY Black (st degreg}, congestive heart
failure, arteritls, bradycardia, peripheral vascular disease, supraveniricular tachycardia. deep vein thromboses, Digestive System: {21% and <2%) fagcal incontinence,
gastrointestinal bleeding, bloating, epigastric pain; {<1%) eructation, gingivits, increased appette, flatulence, periodontal abscess, cholelthiasis, diverticulits, drooling, dry
mouth, fever sore, Gestrits, imitable calon, tongue edema, epigastric distress, gastroenteri, increased transaminases, hasmorthoids, s, increased Hirst, jaundice, melena,
polydipsta, duodenal ulcer, stomach uicer. Endoering System: (<1%) diabetes mellitus, goiter. Nemic & Lymphatic System: (<1%) anzemia, thrombacythemia,
thrombocytapenia, ecsinophila, erythrocylopenia. Metabafic and Nulitional Disorders: (21°% and <2%) dehydration; (<1%) gout, hypokalemia, increased creating kinase,
hyperglycemia, weight increase, increased lactate dehydrogenase. Musculoskefelal System: (21% and <2%) bone fracture; (<1%) muscle weakness, muscle fasciculaton.
Nervous System: (1% and <2%) delusions, tremar irtabiliy, paresthesia, aggression, vertigo, aaxfa, Ibido increased, restiessness, abnormal crying, nervousness, aphasia;
(<1%) cerebrovascular accident, intracranial hemorrhage, transient Ischemic attack, emotional labilty, neuralgia. coldness {localized), muscle spasm, dysphoria, gait
aormality, hypertonia, hypokinesia, neurodermatitis, numbness {localized), parano, dysartiria, dysphasia, hostilty. decreased Abida, melancholia, emotional withidrawal,
nystaguus, pacing. seizures. Respirafory System: (21% and <2%) dyspnea. sore throat, branchits; {<1%) epistaxi, postnasaldrip, preumanta, hyperventilation, pulmanary
congestion, wheezing, hypoxia, pharyngitis, pleurisy, pulmonary collapse, leep apnea. snoring. Skin and Appendages: (1% and <2%) abrasion, pruritus, diaphoresis, uricana;
{<1%) darmatiis, etythema, skin discoloration, hyperkeratasis, alopecia, fungal dermatitis, ferpes zoster, hirsutism, skin strias, night sweats, ski uleer.
Spesial Senses: (1% and <2%) cataract, eye rritation, blurred viston; (<1%) dry eyes, glaucoma, earache, tinntus, blepharts, decreased heering, retinal hemorrhage, oftis
exferna, ottis media, bad taste, conjunctival hemorehage, ear buzzing, motion sickness, spots before eyes. Urogenital System: (1% and <2%) urinary Incantinence, nocturiz,
{<1%) dysuria, hematuria, uinary urgency, metrorhagia, cystts, enuresis, prostate hypertrophy, pyelonephrts, inabifty to smpty bladder, breast fbraadsnosis, fibracystic
breast, mastits, pyuria, enat failure, vaginitis. Long-Term Safely. Patients were exposed to ARICEPT in twio openlabel extension studies {n=B85) of over two years. n one of
the studies, 763 patients who previousty complated on of twa placsbo-controlied studlies of 15 or 30 weks duration continued to receive ARICEPT and were evaluated for
safefy and newropsychological evaluations for up o 152 weeks, the safety piofile of ARICERT in this extension study remained consistent with that ohserved in placebo-
controlled trials. Following on and two years of treatment, 76% (n=380) and 43% (n=374) of these patients, respectively, were stll receiving therapy (cumulative weeks 48
and 108). Postmarketing Reports: Vofuntary reports of adverse events temporally associated with ARICEPT that have been received Since marke! introduction that are not
listed above, and that there is inadequate data to determing the causal relationship with the drug include the following: abdorninal pain, agitation, cholecystits, confusion,
convusions, halucinations, heart block {al ypes), hemolgic anemia, hepatits, hypenatremia. pancreati, and rash, DOSAGE AND ADMINISTRATION ARICEPT {donepezi
ydrochioride} tablets should anly be prescribed by {or following consulation with] ciniians who are experienced in the diagnosis and management of Alzheimer's disease.
The recommended inital dose of ARICEPT is 5 mg taken ance daily, Therapy with the 5 my dose should be maintained for 4-6 weeks before considering a dose increase, in
order to avoid or decrease the incidence of the most common adverse reactions to the drug (ses ADVERSE REACTIONS Section) and to allow plasma levels to reach steady
state. For those patients vho da not respond adequately to the 5 mg dally dose after 4 to- 6 weeks of treatment, the 10 mg daily dose may then be considere. The maximum
recommended dose s 10 mg taken once daily. Following initation of therapy or any dosage increase, patients should be closely monitored for adverse effects. Adverse events
are more common in individuals o low body weight in patients 2 85 years old and in females. It is recommended that ARIGEPT be used with caution in elderly women of
low body weight and that the dasg Should not exceed 5 meyfdey. ARICEPT should be taken once dailyin the evening, before reiing. For patiens exgeriencing insomnia, ARICEPT
may be taken in the marning. It may be taken with or withcut food. In a papulation of cognitively-impalred individuals, safe use of this and al other medications may require
supervision, ALAILABILITY OF DOSAGE FORMS ARIGEPT is supplied as flm-caated tats containing & ma {white tablets) or 10 ma yellow tabdets) of danepezi hydrachlaride.
The name ARICEPT and the strength are embossed on each tablet. ARIGEPT is availabie in high density polyethylene (HOPE) bottes of 30 tablets and in blster strips boxed as
28 tablets (pombination f 2 stins of 14 tablets)
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Lundbeck is unique. It is the only pharmaceutical company concentrating all its re-
sources on the development of new therapies for diseases of the central nervous
system. We are proud of our past achievements, like the medication Celexa®, and
committed to future innovations in the treatment of depression, epilepsy, Alzheimer’s
disease, Parkinson's disease and schizophrenia.
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25 Years Ago in the
Canadian Journal of Neurological Sciences

CEREBRAL HEMODYNAMICS IN MIGRAINE
V.C. Hachinski, J. Olesen, J.W. Norris, B. Larsen, E. Enevoldsen and N.A. Lassen

Summary: Clinical and angiographic findings in migraine are briefly reviewed in relation to cerebral
hemodynamic changes shown by regional cerebral blood flow (rCBF) studies. Three cases of migraine, studied by the
intracarotid xenon 133 method during attacks, are reported.

In classic migraine, with typical prodromal symptoms, a decrease in cerebral blood flow has been demonstrated
during the aura. Occasionally, this flow decrease persists during the headache phase. In common migraine, where such
prodomata are not seen, a flow decrease has not been demonstrated.

During the headache phase of both types of migraine, rCBF has usually been found to be normal or in the high
range of normal values. The high values may represent postischemic hyperemia, but are probably more frequently
secondary to arousal caused by pain.

Thus, during the headache phase, rCBF may be subnormal, normal or high. These findings do not exclude the
possibility of distension of the larger intracranial arteries during migraine headache, but the angiographic evidence,
however limited, does not support this speculation,

Can. J. Neurol. Sci. 1977:4:245

LUMBO-SACRAL RADICULOPATHY INDUCED BY RADIATION
E.M. Ashenhurst, G.R.C. Quartey and A. Starreveld

Summary: Two patients had lumbo-sacral radiculopathy following radiation treatment of cancer. Twenty
previously reported cases were similar. The clinical picture is one of progressive motor and sensory loss in the legs.
usually appearing within a year after radiation, but sometimes delayed up to several years. Experimental studies
quoted indicate greater vulnerability of peripheral nerves to ionizing radiation than has been previously recognized.
Lumbo-sacral radiculopathy is readily produced in the experimental animal (rat) and affords an experimental model
closely resembling the human cases reported.

Can. J. Neurol. Sci. 1977:4:259

A COMMUNITY NEUROLOGIST’S PERSONAL VIEWPOINT ON
NEUROLOGICAL TRAINING

Charles A. Simpson

Sununary: A study of 200 patients referred to a community neurologist showed that 87.5% of the patients were
seen in the office and only 12.5% in hospital. Neurological signs were present in 52% and 28.5% had neurological
signs which materially affected the diagnosis. A questionnaire sent to several teaching centers showed that only one
centre sent students and residents to community neurologists’ offices at all and in most centers the resident spent just
10 to 20% of his time seeing out-patients. It was felt that the balance of in-patient/out-patient teaching for students
and residents was wrong, and that more emphasis should be placed on the neurological history than on the
examination. Proposals are made to involve the community neurologist as well as the academic neurologist in the
training of students and residents which would benefit all four groups.

Can. J. Neurol. Sci. 1977:4:265
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CENTRAL NERVOUS SYSTEM VASCULITIS IN RHEUMATOID ARTHRITIS
Peter Watson, John Fekete and John Deck

Summary: The history of a patient with rheumatoid arthritis and necrotizing vasculitis affecting only the central
nervous system is reported. Clinical and pathological involvement by this process was present in both cerebral
hemispheres. the pons and spinal cord. Review of the literature revealed that cerebral vasculitis in rheumatoid arthritis
has been reported rarely and spinal cord vasculitis not at all,

Can. J. Neurol. Sci. 1977:4:269

AFTERDISCHARGE THRESHOLDS AND KINDLING RATES IN DORSAL AND VENTRAL
HippoCcAMPUS AND DENTATE GYRUS

Ronald Racine, Patty A. Rose and W.M. Burnham

Summary: Electrodes were implanted into dorsal hippocampus (CA 1), ventral CA |, dorsal dentate gyrus or ventral
dentate gyrus. Epileptiform afterdischarge (AD) thresholds were lower in dorsal areas than in ventral arcas. Dorsal
areas, however, required a greater number of stimulations to develop (“kindle™) a fully generalized convulsion than
did ventral areas. Thresholds and kindling rates in the dentate gyrus were intermediate between dorsal and ventral
CATl, except for the ventral dentate which had higher AD thresholds than ventral CAl.

Secondary sites within the hippocampus subsequently kindled within a few stimulations following completion of
kindling in the primary site, regardless of which hippocampal area served as the primary site.

Can. J. Neurol. Sci. 1977:4:273
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(( Maintenant, ma famille et moi ne faisons

plus face a ma SEP chaque fois que
nous ouvrons la porte du réfrigérateur. ))

—Teresa, groupe de discussion sur la SEP, avril 2002
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NOUVELLE PREPARATION

\SANS REFRIGERATION

SERON...
A SON MEILLEUR !

[Le méme traitement éprouvé]

® 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. Il est également indiqué pour ralentir la progression de I'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 '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 symptomes 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'

BERLEX

. ~ T www.betaseron.ca
I NTERFERON B ETA— 1 b www.mspathways.ca
A-17 Pour documentation voir pages A-40, A-41
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Receive the Journal in print
and online for the price of a
print subscription.*

The Journal publishes original
work in the clinical and basic
neurosciences four times per
year, plus supplements on
selected topics.

e Includes review articles,
special features, book
reviews and original
articles in neurology, neurosurgery,
pediatric neurology, clinical neurophysiology,
neuropathology, basic neurosciences and other
disciplines in neurosciences.

e High quality printing and reproduction of illustrations.

e Papers published in English or French - abstracts in both
languages.

@ All articles published since 1999 are now available online to
everyone. Closed access will begin in 2003 to subscribers only.

® Article references link to their electronically published source,

To order a subscription, if it is available.
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and prepayment to: ® Users can sign up for alerting services and persistent

Canadian Journal of searching services.

Neurological Sciences
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REVHNYL :
FOR THE TREATMENT
ALZHEIMER'S DISEAS

Unique proposed mode
of action:

Cholinesterase inhibition
and nicotinic modulation'*'

REMINYL:
The difference may be
nicotinic modulation'

More than just cholinesterase inhibi-
tion, 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 i1s unknown. The
majority of common side effects occurred
during the dose-escalation period and were
primanly gastrointestinal. Dunng maintenance
therapy, the most common side effects
were; REMINYL 16 mg/day-nausea (4%) and
diarrhea (5%]); REMINYL 24 mag/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

-

JANSSEN-ORTHO

References:
1. REMINYL® (galantamine hydrobromide) Product
Monograph, JANSSEN-ORTHO Inc., March 6, 2002 19 Green Belt Drive

2. Maelicke A, Albuguerque EX. Eur J Pharmacol Toronto, ON M3C 1L9
2000:393:165-170. www.janssen-ortho.com

Reminyl

Galantamine hydrolyomice tal
T Etpylion onyy stlus. © 2002 JANSSEN-ORTHO 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 |b 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

* Les comprimés sont inscrits au formulaire!!

> TOPAMAX ...

INDIQUE

| topiramate CHEZ LENFANT

POUR AIDER LES PATIENTS A MIEUX PROFITER DE LA VIE

Lomprimes et capsules ¢ saupoudrer "TOPAMAX® (topiramate) : indigués comme traitement adjuvant chez les patients (aduites et enfants dgés de deux ans ou plus) atteints
d'épiepsie gont ['état n'est pas maitiisé de fagon sotisfarsante avec le trartement traditionnel. Les renseignements sur {‘emplor du topiramate en monothérapie sont encore limités’,

MAINTENANT
OFFERT EN CAPSULES
A SAUPOUDRER

Hine ftude ouvarte d'une durke de 20
{Erude ouverts portant sur des enfant
FMaritestatinns indésirables fides au SN : Somn

Fattention (8 %), confusion (9,7 %), dépres
**Lit effuts b long torme d'une perte de po
TiMedicament & usage finmté : Omtario, Now
Yeulller voun reporter sux Renseignements thér.

288 ma/jour)

s, P .

0,1 %), Etourdissements (28,3 %), atax le (16,8 %), ral
(5,3 %), problémes de langage {6, tin
Mé L0018 pas connus.
ek, 1

ques sur TOPAMAX pour e

mus (15 %), paresthéste (15 %), nervosité (15,9 %), difficulté & se concentrer/troubles de
qUd que ces deux groupes sembient présenter des profils de manifestations indésirables similsires.

mbolrseme
tails thérapeutiques

set sefrures Newrology 1999;52
7:38 (Suppl 8):98.

REFERENCES : 1, Norograghie des comprimes et capsules & saupoudrer TOPAMAX" (topiramate), 11 mai 1999, 2. Kamin M, Kraut L, Olson W. Dose optimization of topiramate a5 add-on therapy in adults with treatment-resistan
(Suppl 2):A525-526. 3. Glauser TA, Elberman R, Wyllie E ef al. Open label topiramate in paediatric partial epilepsy Epilepsio 1997:38 (Suppl. 3):94. &. Rosenfeld WE ef of, Topiramate and concomitant weight loss
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Become a member
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Meetings & Events

Canadian Brain &
Nerve Health Coalition

Affiliates & Associates
Maintenance of Certification

Canadian Journal of
Neurological Sciences

Links

MEMBERS' CENTRE

CME Opportunities

News & Views
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Residents
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CONGRES CANADIEN DES SCIENCES NEUROLOGIQUES

‘a CANADIAN CONGRESS OF NEUROLOGICAL SCIENCES

Home | Contact | Site Map | Search

Visit the new

Canadian Congress of Neurological
Sciences

website (www.ccns.org)

The CCNS website has a new look and new features.
Check out the home page for a new feature on
“Pioneers in Canadian Neurology”. Visit the site to get
the latest information on the annual scientific
meeting, and register online. Planning a CME event?
Look up the comprehensive Maintenance of
Certification section. Not a member? Visit the
“Become a Member” section, read about member
benefits and download an application form. Are you a
resident or Fellow? Visit the “Residents and Fellows”
section for information just for you.

Login to the Members’ Centre Now

The CCNS website has a new section just for
members. Watch for your password in the mail to
enter the Members’ Centre, which will also provide
password access to the Canadian Journal of
Neurological Sciences (CINS) online.

On the Members’ Centre homepage, test your powers
of observation by viewing an image and making a
diagnosis. In this section, you will also find
opportunities and resources to maintain your MOC
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.
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The only ACEI indicated

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

Guarding beyond hypertension

‘l TACE may be used to reduce the risk of MI, stroke, or CV death in
iients over age 55 who are at high risk of CV events because of a history
of CAD, mnlu.. pn.rlp]nt;] artery disease, or diabetes accompanied by ar
least one other CV risk facror such as hypertension, elevated toral cholesterol
levels, low HDL levels, cigarette smoking, or documented micro-
albuminuria.
Like other ACE inhibitors, ALTACE is not recommended for pregnant or
lactating women and should be used with caution in parients with renal
insutiiciency.
I'he most frequent adverse events occurring in clinical trials with ALTACE
monotherapy in ]n}-‘puncn\iw 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%). l}iht'ﬂlltillll;ltll\n of Ilu,r.!p), due o clinical adverse events was
l'\"(lll'll.'\l n S I'I.IliL‘lll‘. (0.8%).

TGP TR

A, ADALTOID2)E Registered trade-muark of Aventis Group

sh available o physicians and pharmacists upon nequest

¢ by Aventis I’|| wrma Inc., Laval, meu |f | #\8.
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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 (CINS) subscription, both print and online. CINS is a highly
respected international neurological sciences medical journal. Check out the new Journal web site at
WwWw.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.

e The CCNS newsletter Neuro News

* 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
. < Society of Canada

|+800+2687582 www.mssociety.ca
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For Patients With RRMS t B
COPAXONE Delivers e
Measurable Differences

Proven Efficacy

» Sustained mean relapse rate reduction
— 29% demonstrated at 2 years (1.19 vs. 1.68 with placebo, p=0.007, n=251)'

Reduced Irreversible Tissue Damage

» COPAXONE® reduced development of persistent black holes by 50%
(15.6% vs. 31.4% with placebo at month 9, p=0.002, n=239)>**
*Clinical significance of these findings has not been established.

Established Safety Profile

» Demonstrated for over 7 years in clinical trials’
* No recommended monitoring of liver and thyroid function or
complete blood count®

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 (2.4-66.4% vs. 0-36.5%),
vasodilation (27.2% vs. 11.1%), chest pain (26.4% vs. 10.3%), asthenia (64.8% vs. 61.9%), infection,
pain, nausea (23.2% vs. 17.5%), arthralgia (24.8% vs. 17.5%), anxiety and hypertonia (35.2% vs. 29.4%).

COPAXONE?® is indicated for Relapsing-Remitting Multiple Sclerosis. The safety and efficacy of COPAXONE®

in chronic progressive MS have not been established.

CO )PR“UNE is a registered trademark of Teva Pharmaceuticals Ltd. and is used I t t
e. TEVA and esign version thereof are trademarks of g a |ramer aCe a e |n ec Ion
Phirm aceutical Industries Ltd. and are used under licence.

03 Teva Neuroscience G.P. - S.E.N.C., Montreal, Quebec H3A 3L4 w‘ Effl(acy baCkEd by EViderlce

'Black holes: MS lesions that evolve into persistent hypointense lesions on
postcontrast T1-weighted images.
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a ropinirol ew
Rethinking Parkinson's.
ropinirole (as ropinirole hydrochloride)
Tahlets: 0.25 mg, 1.0 mg, 2.0 mg, 5.0 mg
THERAPEYTIC 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
Orthostatic 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.
Halluclnations - (n 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
Cardiovascular - 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
Mallgnant Syndrome - A symptom complex resembling the neuroleptic
malignant syndrome (characterized by elevated temperature, muscular
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 spontaneous report of a symptom complex 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
retevance 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 ti.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 aitered 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 popufation have not been established. Renal and Hepatic
Impairment - 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
levodapa/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 essentially the same in the
presence and absence of REQUIP. /nhibitors of CYP1A2: Ciprofioxacin:
The effect of ciprofloxacin (500 mg b.i.d.) on the pharmacokinetics of
REQUIP (2 mg t.id.) was studied in male and female patients with
Parkinson’s disease (n=12, mean age 55 years). The extent of systemic
availability of REQUIP was significantly increased when coadministered
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: Theophyftine: 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 ma/kg) did
not result in any marked change in the pharmacokinetics of theophylline.
It is therefore unlikely 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
0.d.) was studied in male and female patients with Parkinson’s disease
(n=10, mean age 72 years). Coadministration at steacy 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: Early 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 slightiy
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: Farly 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, erythromelaigia and pulmonary reactions.
REQUIP has a novel, non-grgoline chemical structure and no reports of
such events have been observed in clinical trials. Incidence of Adverse
Events in Placebo Controlled Trials - The incidence of postural
hypotension, an event commonly associated with initiation of dopamine
agonist therapy, was not notably differant 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-controlled 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)-hased
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. Similarly, 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 factors
to the adverse events incidence rate in the population studied. The
Adverse Reactions section has been condensed. See full Product
Monograph for the compiete information.

DOSAGE AND ADMINISTRATION

REQUIP (ropinirote hydrochloride) should be taken three times daily.
While administration of REQUIP with meals may improve gastrointestinat
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

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

Early Therapy Adjunei Therapy
REQUIP Placabo REQUIP Placebo
N=157 N=147 N=208 Ne120
% DECUTTERCE | % oeeuftencs | % nCCUTTENCS | % oCSUMEMS
Autonomic Nervous System
Sweating Increased 4.1 7.2 1.7
iy 5.1 34 53 08

Flushing 32 07 14 08
Body as a Whole General
Peripheral Edema 13.4 41 38 25
Fatigue 108 41 - -
Injury - - 10.6 92
Pain 78 41 53 33
Asthenia 64 14 - -
Drug Leve! (ncreased 45 27 6.7 33
Chest Pain 38 20 - -
Malaise 32 0.7 14 98
Cardiovascular General
Syncof 15 14 29 17
Hypotension Postural 6.4 48 - -
Hypertension 45 34 34 33
Hypotension 19 0.0 24 0.8
Central and Peripharal
Nervous System
Dizziness 401 218 26.0 158
Dyskinesia - - 337 125
Headache 172 178 168 1n7
Ataxiz (Falls) - - 96 6.7
Tremor - - 63 25
Paresthesia - - 53 25
Hyperesthesia kK] 20 - -

stonia - - 43 42
Hypokinesia - - 53 42
Paresis - - 28 00
Gastrointestinal Systam
Nausea 59.9 218 28 183
Vomiting 121 6.8 72 42
Dyspepsia 96 48 - -
Constipatien 83 75 58 33
Abdominat Pain 6.4 27 8.7 75
Diarrhea - ~ 48 25
Anorexia 38 14 - -
Fiatulence 25 14 19 0.8
Saliva Increasad - - 24 08
Dysphagia 1.3 0.0 24 08
Heart Rale and Rhythm
Palpitation 32 2.0 29 25
Metaholic and Nutritlonal
Alkalina Phosphate Increased 25 14 10 0.0
Weight Decrease - - 24 08
Musculoskeletal System
Arthralgia - - 67 5.0
Arthritis - - 29 0.8
Psychiatric
Somnolence 401 6.1 20.2 83
Anxiety - - 6.3 33
Confusion 51 14 8.7 17
Hallucination 5.1 14 101 42
Nervousness - - 48 25
Yawning 32 0.0 - -
Amnesia 25 14 48 0.8
Dreaming Abnormal - - 29 17
Red Blood Cell
Anemia - - 24 0.0
Reproductive Male
impotence 25 14 - -
Resistance Mechanism
Upper Respiratory Tract nfection - - 87 83
Infection Viral 108 34 72 6.7
Resplratory System
Pharyngitis 84 41 - -
Rhinitis 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 0.0 - -
Vision Abnormal 57 34 - -
Eye Abnormality 32 14 - -

2 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
effact 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 daily prior to complete
withdrawal of REQUIP. Renal and Hepatic impairment: in patients with
mild to moderate renal impairment, REQUIP may be fitrated 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 recc ded. Estrogen Repi:
Therapy: |n 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 suppiied as a pentagonal film-coated Tiltab® tablet with beveled
edges containing ropinirole (as ropinirole hydrochloride) as foliows:
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 — blue tablets imprinted with SB and 4894. REQUIP is available in
bottles in the pack size of 100 tablets. 1t is also available in 0.25 mg as a
single unit blister pack of 21 tablets.

Full Product Monograph avaifable to practitioners upon request.
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observed with 3 mg/day and higher doses. 2 . .
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Unit Dose (mg) 0.25 05 0.75 1.0 ® ReQuip is a registered trademark, used under license by
Total Daily Dose (mg) 0.75 15 225 3.0 GlaxoSmithKline Inc.

A-26

https://doi.org/10.1017/50317167100049787 Published online by Cambridge University Press

See page A-27


https://doi.org/10.1017/S0317167100049787

IF YOU STARTED PATIENTS ON REQUIP?,
WOULD THE FUTURE LOOK DIFFERENT?2

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. ReQuip® can be used both as carly
therapy without concomitant levodopa and as an adjunct 1o levodopa, Three year and five year active-comparator controlled clinical trials have been conducted.

Patients receiving treatment with ReQuip’, and other dopaminergic agents have reported the sudden onset of sleep while engaged in daily activities. Patients should
be warned not to drive or engage in other activities where impaired alertness could put themselves or others at risk.
Adverse events oceurring with an incidence of greater than. or equal to. 10% were as follows: Early therapy: nausea. dizziness. somnolence, headache, peripheral
edemit. vomiting. syncope. fatigue and viral infection. Adjunct therapy: dyskinesia, nausea. dizziness, somnolence and headache,
ReQuip” is contraindicated in patients with a known hypersensitivity to ropinirole hydrochloride or the excipients of the drug product

Hoehn and Yahr stages |

touble-blmded. randomized, mulug

REQUIP
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o) Rethinking Parkinson’s. - -
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In two pivotal studies, including a total of 628

slacebo

Rebif " relative benefits vs.

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

10.9% with

relapsing-remitting MS, but the leading drug in

its class.’

Results of the 44 mcg TIW dose at 2 years.
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.

[ 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.

# Randomized, double-blind, placebo-controlled trial. Rebif 44 meg 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.

®_r o (o o
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I FOR MULTIPLE REASONS.
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