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Au cours de deux études pivots incluant un total

de 628 patients, Rebif a démontré une efficacité

Diminution Retard de la Diminution du
de fréquence progression  fardeau imposé | significative pour les trois parametres principaux
des poussées de linvalidité 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
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ment le médicament dominant de sa catégorie’.

Résulrats de la dose de 44 meg 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 I'invalidité physique et de réduire
les besoins de corticothérapie et le nombre de séjours a I'hdpital 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)’.

T 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’,

¥ Etude randomisée, a 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.
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not satisfactorily controlled by conventional therapy.
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. If further medical information is required, please contact the Pfizer Medical Information Department ol
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® 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 (449%), asthenia (49%) and malaise (15%).” Flu-like symptoms and
injection-site reactions are manageable and lessen with time.’
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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 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.I.D. DOSING WITH THE
PATIENT IN MIND.

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

I OI AMAX NDODW INDICATED
IN SPRINKLE

CAPSULES t0p|ramate 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 children two years and older) with
epilepsy who are not satisfactorily controlled with conventional therapy. There is limited information on the use of fopiramate in monotherapy at this time!

* Tablets available on formulary!!

NOW AVAILABLE

t EI-M label, 20 vak rrnu 450 fulul'u Optimal dosing was 3{)9 350 mayday(Aver aae 288 mg/day).
o 3y,

dlsmd»r‘.l 16.8%), psychamotor slowing (16.8%)
3.5%). In an audit of 1446 adults and 303 chil

tagmus (15.0%); paresthesia (15.0%), nervousness (15.9%), difficulty with concentration/attention (8.0%), confusion (9.7%),
1, there appeared to be a similar pattern of adverse events.

Quebec, Saskatchewan, British Columbdia, Alberta, Manitoba,

REFERENCES: 1. TOPAMAX® topiramate Tablets and Sprinkle Capsules Product Monograph, May 11, 1999, 2, Kamin M, Kraut L, Olson W. Dose optimization of topiramate as add-on therapy in adults with treatment-resistant partial-onset sefzures Newrolagy 1999:52
(Suppl 2):A525-526. 3. Glauser TA, Etterman R, Wyllie £ et al. Open label topiramate in paediatric partial epilepsy Epilepsic 1997:38 (Suppl 3):94. 4. Rosenfeld WE et 2l.Topiramate and concomitant weight loss. Epifepsie 100738 (Suppl 8):98.
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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. 1dentify 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, 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 (systeme 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 er 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. /n:
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.

* Confflict 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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Annual Exacerbation Rate: 32% reduction in the annual
exacerbation rate over two years (0.61 vs. 090; 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) 4

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 [myalgia],
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 is a registered trademark of Biogen, Inc.  AVONEX" is & registered trademark of Biogen, Inc.

All Week Long.
All Week Strong.

W ONCE-A-WEER
AVONEX
(Interferon beta-1a)

9§ Kaplan-Meier methodology. AVONEX® n=158, placebo n=143
= AVONEX® n=85, placebo n=87.
@ =85
# As measured by brain parenchymal fraction in the
second year of treatment. AVONEX® n=68, placebo n=72.
+ AVONEX® n=44, placebio n=44. The exac! relationship
between MRI findings and clinical stalus is unknown
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Once-a-day

Aricept

PHARMACOLOGIC CLASSIFICATION Cholinestarase nhibitor ACTION AND: CLINICAL PHARMACOLOGY ARICEPT (danepezi hydrochloride) is & pineridine-based, reversible
ithibitor of the enzyme acetylcholinesterase. A consistent pathological change in Alzheimer's disease is the degeneration of cholinergic neuronal pattways that project from
the basal forebrain to the carebral cortex and hippocampus. The resulting hypofunction of these pathways is thought to account for some of the clinical manifestations of
dementia. Danepezilis postalated to exert ts herapeutic effect by enhancing chalingrgic function, This is zccomplished by increasing the concentration of acetylcholing {ACh)
theough reversibe inhibtion of its hydrolysis by acetylchalinesterase (AehE). f this proposed mechanism of action i cormect, donepezils efect may lessen s the disease
process advances and fewer cholinergic newrons remain fuctionally intact. There s no evidence that donepezil altsrs the course of the underlying dementing process.
INDICATIONS AND CLINICAL USE ARICEPT (donepezi hydrochioride) i indicated for the symptomatic treatment of patiens with mild-to-moderate dementiaof the Alzbeimer's
type. ARICEPT tablets should only be prescribed by (or following consultation with) cliicians who are experienced in the diagnosis and management of Alzheimer's disgase.
CONTRAINDICATIONS ARICEPT {donepezl hydrochloride) s contraindicated In patients with kown hypersensitivity to donapezl hydrachloride or to piperiding derivlives.
WARNINGS Angesthosia: ARICEPT {donepezl hydrochloride), as a cholinesterase inhibito, i fively to exaggerate succinylcholine-ype muscl refaxaion during anaesthesia
Nauralogicaf Condilfans: Selzuras: Some cases of seizures have been reported with the use of ARICEPT in cinical rals and from spontaneus Adverse Reaction reporting.
Cholingmimefics can cause a reduction of seizure threshald, increasing the risk of seizures. Hawever, seizure activity may also be a manifestation of Alzheimars disease. The
risk/benefi of ARICEPT treatment for patients with a history of seizure disordar must therefore b carefull evaluated. ARICEPT has not begn studied i patients with moderately
Severe r severe Alzheimer's disease, non-Alzemer dementias o individuals with Parkinsonian features. The fficacy and safely of ARICEPT in these patient populatons s
Unkriown. Pulmonary Condiions: Because of their cholinomimeic action, cholinesterase inhiitors should be prescribed with care to patients with a tistory of asthma or
obstructive pulmonary disease. ARICEPT hag not been studied in patiens under treatment for these condians and shouid theretore be used with partcular caution in such
patients. Cardhovaseuiar: Because o thelr pharmacological acion, cholinesterase inhibtors may have vagooniceffcts on heart Fate e.g, bradycardia). The potential fo tis acton
nay be particuarty important o pafients with “sick sinus syndrome” or other supraventricular cardiac conduction conditons. In clinical trials, most patients with serious cardiovaseular
conditions were excluded. Patients such s thase with contrlled hypertension (0BP<35 mmHg),right bundle branch lockage, and pacemakers were included. Therefore, caution
should be taken intrating patiens with ativ coronary aery dissase and congestive heartfalure. Syncopal episodes have been reportedin association with the use of ARJCEPT.
resommended that ARICEPT should notbe used n patients with cadiac conduction ahormalie (except forright bundle branch block) incluging sick Snus syndrome” and thase
with unexpleined syncopel episodes. Gastraitastinat: Through the primary action, cholinesterase inhihitors may be expected Yo increase astric acid secretion due to increased
cholinergic activity, Therefore, patients atincreased risk tor developing ulcers, e.g., tose with a history of ulcer disease o those receiving concurrent nonsteroidal
anti-flammatary drugs (NSAIDS) including high doses of acetylsaliylic acid (ASA), shouldt be monitored for symptoms of active or occult gastrointestinal blegding. Clinical
studies of ARICEPT have shown no increass, relativ to placebo n the incidence of either peptc ulcer disease or gastrointestinal ieeding, {Ses ADVERSE REACTIONS Section)
ARIGEPT, a5 predictable cansequence of fts pharmacalogical propertes, has beer shawn to praduce, in controlled cinical rialsin patients with Alzhelmer's disease, darhea,
nausea and vomiting. Thess effects, when they occur, appear more frequently with the 10 mg dose than with the 5 mg dose. In most cases, these effects have ustally been
mild and translent, sometimes lasting one -to- three weeks and have resolved during continued use of ARICEPT. (See ADVERSE REACTIONS Section) Treatment with the
5 mg/day dose for 4-5 wegks prior to increasing the dose to 10 mg/day is associated with a lower incidence of gastrointestinal intolerance. Genitourinary: Although not
abserved in linicalrials of ARICEPT, cholinomimetics may cause bladder outfow obstruction. PRECAUTIONS Concomitam Use with other Drugs: Use with Antichalinergics:
Because of their mechanism of action, cholinesterase inhiitors have the potential tointerfere with the activity of anticholineraic medications. ise with Chalinomimatics and
other Cholinsterasa Inhipitars: A synergistic efect may be expected when chofinesterase inhibitors are given concurently with succinylcholing, sl neuromuscular blocking
agents or cholinergic agonists Stch as bethanechol. Use with ather Psyehoastive Drugs: Few patienis in controlled clinical tials received neuroleptics, antidepressants or
anticonvuisants; here s thus imited information conceming the interaction of ARICEPT with these drugs. Use fn Petiants 285 Years Oid: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 Alzheimar's disgase patients, nausea, diamhea,
vomifing, insomla, fatigue and anorexia increased with dosg and age and the incidenc appeared to be greater in female patients. Since cholinesterase inhibitars as well as
Alzheimer's disease can be associated with signficant weight loss, caution is advised reqarding the use of ARICEPT in Jow body weight eiderly patients, especially in those
2 85 years old. Usa fn Eorly Patients with Comorbid Disease: There is imited safety information for ARICEPT in patients with mild-to-maderate Alzheimer' disease and
significant comarbidty. The use of ARICERT in Alzheimer' disease patients with chranic illnesses commen among the geriatrc population, should be considered only after
carefutriskéheneft assessment and include clos menitoring for adverse events. Caution s advised regarding the use of ARICEPT doses above 5 mg in this patient population.
Ranatly snd Hepatlcatly Impairsd. There is imited information regarding the pharmacokinetics of ARICEPT in renally and hepatically impaired Alzheimer's disease pafients.
Close monitoring for adverse effects in Alzhgimer's disease patients with ranal or hepatic disease being treated with ARICEPT s thersfore recommended. Drug-Drug Interactions:
Pharmacokingtic studies, limited to short-term, single-dose studies in young subjects evaluated the potentialof ARICEPT for nteraction with theaphylling, cimetidine, warfarin
and digoxin administration. No significant ftects on the pharmacakinefics ofthese drugs were observed. Similar studies in eiderly patients were not done. Druigs Highly Bound
to Plasma Prolsins: Drug displacement studies have been performed in vitro between donepezi, & highly bound drug (96%) and other drugs such as frosemide, digoxin, and
warfarin. Donepezilat concentrations of 0.3 - 10 g/ did nat affect the binding of furosemide (5 wg/mL), digoxin (2 ng/mL) and warfarin (3 ug/mL) to human aloumin.
Similarty, the binding of donepezilto huran albumin was not affected by furosemide, digoxin and warfarin. Effst of ARIGEPT on the Metabelisim of Other Drugs: In viro
studies showa low rate of donepezil binding to CYP 344 and CYP 208 isoenzymes {mean Kiabout 50 - 130 M), which, given the therapeutic plasma concentrations of donepezi
{164 nM), indicates litfe likelinaod of nterferences. in a pharmacokinefc study involving 18 healthy volunteers, the administration of ARICEPT 2t a dose of Smy/day for 7 days
had no linically ignifcant efect on the pharmacokingties o ketocanazele. No other cincal tias have been canducted to nvestigate the ffect of ARICEPT on the clearance of
drugs metebaolzed by CYP 34 {e.0, cisapride, Yerenading) or by CYP 206 {e.0, mipramine). 1t s not known whether ARIGEPT has any potential for enzyme induction.
Efgel of Other Drugs an the Metabolism of ARICEPT: Ketoconazole and quinidine, inhibiors of GYP 450, 344 anc 208, respectivly, infitit dongpell metabolism in vt 1 a
pharmacokinetc study, 18 healthy volunteers received 5 mo/day ARICEPT together with 200 mofdey Ketoconazole for 7 days. In these volunteers, mean donepezi plasma
concentratons were increased by about 30-36%. Inducers of CYP 2D and CYP 344 e g, bhenytoin, carbamazepine, dexamethasone, rifampin and phenobarbital) could increase
the rate of elimination of ARICEPT. Pharmacokinetc studies demanstrated that the metabolism of ARICEPT is not significanty &fected by concurrent administration o digoin
or cimetidine. Usg fn Pregnancy and Mursing Mothers: The safety of ARICEPT during pregnancy and lactation has not been established and therefore, it should not be used
inwomen of chitdbzaring potentialor in nursing mothers unless, n the opinion of the physician, the potential benefits to the patient cutweigh the possitle hazards to the fetus
orthe nfant. Teratalogy studies conducted n pregnant rals atdoses of upto 16 mylkg/day and n pregnant rabbits atdoses of upto 10 milkg/day did not disclose any evidence
for ateratogenic potential of ARICEPT. Padiatris Uss: There are no adequate and well-controlled trials to document the safety and efficacy of ARIGEPT in any lness occurring
in chidren. Therefore, ARICEPT s not recommended for use in children, ADVERSE REACTIONS A total of 747 patients with mild-to-moderate Alzheimer's isease were treated
in controlled efinica studies with ARIGEPT (donepezi hydrochloride). OF these patients, 613 (82%) completed the studies. The mezn duration of treatment for al ARIEPT
groups was 132 days (range 1-356 days). Adverse Events Loading to Discontimuation: The raes of discontinuation from controlled cinicaltriat of ARICEPT dus to adverse
events for the ARICEPT 5 mday treatment groups were comparable to those of placeho-treatment groups at approximately 5%. The rate of discontinuation of patients who
received the 10 mg/day dose afer only a 1-week initiatreatment with 5 mg/day ARICEPT was higher at 13%. The mast common adverse events leading to discontinuation,
defined as those accurring in a least 2% of patients and at hwice the incidence seen in placebo patients, are Shownin Table 1.

Table 1. Most Fraquent Advarse Events Ladlng lo Withdrawal from Contralled Clinical Trials by Dose Group

Doss Group Placebo § my/day ARICEPT 10 mgfday ARICEPT
Nombes of Pationts Randomized 35 30 318
Events % Discontinuing
Nausea 1% 1% ki
Diarrhea 0% % %
Vomiting 4% A% Th

Mast Fraquant Adversa Clinica! Evenls Sean In Assoclation with the Use of ARIGEPT- The most il ts, defined as th ing at a frequency of at least
5% n patiants eceiving 10 myfday and twice the placebo rate, a largely predicted by ARICEPT's cholinomimetic effects. These include nausea, iarchea, insomnia, vomiting,
muscle cramps, fatigue and anorexda. These adverse events were often of mild intensity and transient, resolving during continued ARICEPT treatment without the nead for dose
modificaton. There s evidence to suggest that the frequency of these common adverse events may be afected by the duration o reatment with an niial S m daily dose prior
o ncreasing the dose to 10 my/day. An open-label study was conducted with 269 patients who received placeho in the 15- and 30-week studies. These patients received 2
& miday d0se for & weeks prior to niiating reatment with 10 my/day. The rates of common adverse avents wers fower than those seen fn controlleg linicaltrial patiets
who received 10 mg/day after only a one-week infial treatment period with & 5 mg dally cose, and were comparable to the rates noted in patients treated only with
5 mafday. See Table 2 for a comparison of the most common adverse events following one- and sh-week initil treatment periods with 5 mg/day ARIGEPT.
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Teble 2, Gomparison uf Rates ot Adverse Events in Patients Treated with 10 my/day ater 1 and & Weeks of niflal Treatment with 5 my/day

No Initial Treatment One-Week Inital Treatment Sir-Week Inltel Treatment
with § my/day with § mg/day
Adverse Event Placsbo(n=315) 5 my/day(n=311) 10my/day (n=315) 10 my/day (o= 268)
Nausea £% % 1%% 6%
Diarrhea 5% 8% 1§% %
Insomnia % 8% 1% &%
Fatigue % [ % %
Vomiting % % 8% %
Muscle Cramps % % 8% 3%
Anoreia 2% 3% % 3%

Adverse Events Reported in Controled Trals: The events cited reflect experience gained under closely monftored condiions of clincal trials n a highy selested patient
popfation. i astual ehnival practice o in other clinicalticks, these frequency estimates may not apply, as the condtions o use, reporting behavior, and the Kinds of patints
treated may difer. Table 3 st treatment-emergent signs and symptoms (TESS) that were reported n at st 2% of patients from placebo-controlied clinical trals who recefved
ARICEPT and for which the rate of oceurrence was greater for ARICEPT than placebo-assigned patients. In general, adverse events occurred maote frequently in female
patients and with advancing age.

Table 3. Adverse Events Reported in Controled Clinical Trials in at Least 2% of Patients Receiving ARICEPT and at a Higher Fraguency than Placabo-Trealed Patisnts

Body System/ Placebo ARICEPT Body System/ Placsho ARICEPT
Adverse Events n=35 n=147 Adverse Events =35 =741
Percent of Patients with any Adverse Event n " Metabolic and Mutritional

Body as a Whole Weight Decrease 1 3
Headathe $ 1 Wustuloshelatal System

Pain, various locations 8 9 Mustie Cramps 2 6
Accident 6 7 Ahitis 1 2
Fafigee 3 g Nervous System

Candiovascular System Insomnia § ]
Syncape 1 2 Dizziness ] 8
Digeslive System Depression d 3
Navsea 6 1 Abrormal Dreams 0 3
Diarrhea § 1 Somnolence d 2
Vomiting 3 5 Urogenital

Anorexia 2 4 Frequent Urinafion 1 H
Hemiz and Lymphatic Systems

Ecchymosis 3 4

Other Adverse Fvents Observed During Clinical Tials: During the pre-marketing phase, ARICEPT has begn administered to over 1700 individuals for various engths of fime
during clinical {rals worldwide. Approximately 1,200 pafients have been treated for atleast 3 months, and more than 1,000 patients have been treated for at least 6 months.
Gontrolled and uncontrolled trials in the United States included approximtely 900 patients. In regards to the highest dos of 10 mg/day, this population includes 650 patients
treated for 3 months, 475 patients treated for § months and 115 patients treated for over 1 year. The range of patient exposire s from 10 1,214 days. Tretment-emergent
signs and symptoms that occureed during three placebo-controlied cinical trials and two pen-abe trias were recorded as adverse events by the dlinica investigators using
terminology of their own choosing. To provide an overallestimate of the praportion of individuals having similar 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 frequencies were calculated across al studies. These catgories
are used i the fisting below. The frequencies represent the proportion of 800 patierts rom these rals wh experienced that event whie receiving ARICEPT. Al adverse events
accurring at least twice are included. Adverse events already lsted in Tables 2 and 3 are not repeated here (2., events occurring at an incidence >2%). Also excluded are
COSTARTterms too general to be nformative, or events less ikely to bs drug caused. Events are classified by body system and isted as occuringin 1% and <2% of patients
(i, in1/100to 24100 patents: requen) o in < 1% of patients {.e., n 1110010 111,000 patients: infraguenf. These adverse events are not necessariy rlated to ARICEPT treatment
and in most cases were observed at a similr trequency in placebe-treated patients n the controlled studies. Advarss Events Occurring In 21% and <2% or <1% of Patisnts
Receiving ARICEPT: Body a5 2 Whale: (21% and <2%) influenzz, chest pain, toothache; (<1%) fever, edema face, periorbial edema, hernia hiata, abscess, cellits, chill,
generalized coldness, head fuliness, head pressure, listlessness. Cardfovascufar System: (1% and <2%) hypertension, vasodilation, atrial fibilltion, hot flashes,
hypotensian; (<!%) angina pectoris, postural hypotension, myocardial infarction, premature ventricular contraction, arthythmia, AV Block (first degree}, congestive heart
failure, arteits, bradycardi, peripheral vascular disease, Supraventricular tachycardia, deep vein thromboses. Digestive System: (21% and <2%) faecal incontinence,
gastrointestinal bleeding, bloating, epigastric pain, (<1%) eructation, gingivits, increased appetit, latulence, periodontal abscess, cholefthiasis, iverticults, drooling, dry
mouth, fever sore, gastrits, imitable colon, tongus edema, epigastric distress, gastroenteritis, increased transaminases, hagmorthoids, leus, ncreased thirst, iaundice, melena,
polydipsia, duodenal ulcer, stomach ulcer, Endoerine System: (<1%) diabetes melitus, qoiter. Hemic & Lymphatic Systom: (<1%) anaemia, thrombocythemia,
thrombacytopenta, eosinophilia, erythrocytopenia. Metabefic and Nutriional Disorders: (21% and <2%) dehydration; (<1%) gout, hypokalemia, increased creatine kinase,
hyperglycemia, weight increase, ingrease lactate dehydrogenase. Missulostefetaf System: (1% and <2%) bone fractur; (<1%) mustle weakness, muscl fasticulation.
Nervous Systenr: (1% and <2%) delusions, remer, irabifty, paresthesia, aggression, vertign, ataxia, ibido increased, restlessness, abearma crying, nervousness, aphasta;
{1'%) cerebrovascular aceident, ntracranial hemarchage, transfent ischemic attack, emotional labilty, neuralgl, coldnass (localized), musele spasm, dysphorta, qatt
abnormality, hypertonia, hypokinesia, neurodermatii, ruminess (localized), paranoia, dysarthria, dysphasfa, hostiity, decreased libido, melancholia, emotional withdrawal,
nystagmus, pacing, seizures. Respiratory Systemm: {21% and <2%) dyspnea, sore throat, bronehits; {<1%) epistaxds, postnasal drip, preumaonia, hyperventlation, pulmonary
congestion, whegzing, hypoxia, pharyngi, leurisy, puimnary callapse, seep apnea, snoring. Skinand Appendages: 1% and <2%) abrasion,pruritus, iaphares's, utcaria;
{<1%} dermatiis, erythema, Skin iscoloration, hyperkeratoss, alopecia, fungal desmatitis, herpes zoster, hirsutism, skin striae, night sweats, Skin uicer.
Special Sanses: 21% and <2%) cataract, eye irtation, lured vision; {<1%) dry eyes, glaucoma, earache, tinnitu, blepharits, decreased hearing, retnal hemorthage, otfs
extema, ottis media, bad taste, conjunchival hemarrhage, ear buzzing, motion sickness, spots before eyes. Urapenilaf System: (21% and <2%) urinary incontinence, Rocturiz
(1% dysuria, hematura, urinary urgency, metrorthagia, cystis, enuresis, prastate hypertrophy, pyelonephrits, inabilty to empty bladder, breast fibroadenasis, fihrocystic
‘reast, masiits, pyuria, Tenal aitre, vaginits. Long-Term Safety: Paients were exposed to ARICEPY in two open-abel extension studies {n=53) of over two years. in ong of
the studies, 763 patients who previousty completed one of two placebo-controlled studies of 15 or 30 weeks duration continued to receive ARICEPT and were evaluated for
safety and neuropsychological evaluations for up to 152 weeks; the safety profile of ARICEPT in ths extension study remained consistent with that observed in placebe-
controlled trias. Following one and two years of treatment, 76% (n=580) and 43% (n=374) of thess patients, cespectively, were stil receiving therapy (cumulative weeks 48
and 108). Postmarketing Reparts: Voluniary reports of adverse events temporally associated with ARICEPT that have been received since market introduction that are not
Iisted above, and that thers is inadequate data to determine the causal relationship with the drug includs the following: abdominal pain, agitaion, cholecysttis, confusion,
convulsions, hallucinatons, heart block (al types), hemolytc anemia, hepatits, hyponatremia, pancreatts, and rash. DOSAGE AND ADMINISTRATION ARICEPT (dongpez!
hydrochloride) tablets shouid only be prescribed by {or following consuitation with) clnicians who are experienced in the diagnosis and management of Alzheimer' disease.
The recommended iniial dose of ARICEPT Is 5 mg taken once daily. Therapy with the 5 mg dose should be maintained for 4-6 weeks before considering a dose ncrease, in
order o avoid or decrease the incidence of the mast common adverse reactions to the drug (see ADVERSE REACTIONS Section) and to alow plasma levels t reach steady
state For those patients who do not respond adequately ta the 5 mq daily dose after 4 -to- 6 waeks of treatment, the 10 mg daily dose may then be considered. The maximum
recommended dose is 10 mg taken once dail. Following initiation of therapy ar any dosage increase, patients should be closely monitared for adverse effects. Adverse events
are more common in individuals oflow body welght, in patients 2 85 years old and in females. It is recommended that ARICEPT be used with caution in elderly women of
low body weight and that the dose should not exceed § mg/day. ARIGEPT should be tken once dal in the evening, before refiring. For paients experiencing insomia, ARIGERT
may be taken in the moming. It may be taken with or without food. In a population of cogniively-impaired individuals, safe use of this and al ather medications may require
supervision, AVAILABILITY OF DOSAGE FORMS ARICEPT s supplied as film-Coated tablets containing 5 g (ehite taets) o 10 (yellow tatlets)of danepezl hydrochloride.
The name ARICEPT and the strength are embossed on each tahlet, ARICEPT is avalzble in high density polyethylene (HDPE) bottles of 30 tablets and in bilter srps boxed as
28 tablets {combination of 2 strips of 14 tablets)
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25 Years Ago in the
Canadian Journal of Neurological Sciences

PATHOLOGY OF THE HEART IN FRIEDREICH'S ATAXIA:
REVIEW OF THE LITERATURE AND REPORT OF ONE CASE

G. Sanchez-Casis, M. Cote and A. Barbeau

SUMMARY: A single case of typical Friedreich’s ataxia was analyzed for cardiac changes and compared to the
findings from the literature. Macroscopically. there was a cardiomegaly with some degree of ventricular hypertrophy
and probable mild dilatation of the auricles. The more important and constant histologic changes were myocardial
fibrosis and degeneration of the cardiac muscle cells. Granular deposits of calcium salts and iron were found in the
muscle cells. A cardiomyopathy hypertrophic in type and occasionally obstructive appears to be an integral part of
Friedreich’s ataxia.

Can. J. Neurol. Sci. 1976:4:349

CLINICAL LABORATORY FINDINGS IN FRIEDREICH’S ATAXIA
R.F. Butterworth, D. Shapcott, S. Melancon, G. Breton, G. Geoffroy, B. Lemieux and A. Barbeau

SUMMARY: All clinical laboratory tests carried out in four groups of patients with the diagnosis of typical or
atypical Friedreich’s ataxia have been found to be within the normal range. In this prospective study of 50 patients, a
number of findings previously reported to be abnormal in the literature, have not been confirmed.

Can. J. Neurol. Sci. 1976:4:355

GLUCOSE AND INSULIN METABOLISM IN FRIEDREICH'S ATAXIA

D. Shapcott, S. Melangon. R.F. Butterworth. K. Khoury. R. Collu, G. Breton. G. Geoffroy.
B. Lemieux and A. Barbeau

SUMMARY: Our prospective survey of 50 ataxic patients confirms the previous finding of frequent clinical or
chemical diabetes in Friedreich’s ataxia. Eighteen percent of our typical cases have clinical diabetes and 40% at least
an abnormal glucose tolerance curve. However, this finding does not appear to be specific to that form of ataxia.
Furthermore, we have shown that most patients with ataxia have normal or low fasting insulin levels, but a
hyperinsulinic response to a glucose load.

Can. I. Neurol. Sci. 1976:4:361

BILIRUBIN METABOLISM — PRELIMINARY INVESTIGATION
A. Barbeau. G. Breton. B. Lemieux and R.F. Butterworth

SUMMARY: In our studies. high total bilirubin values in the plasma were noted in cases of Friedreich’s ataxia. A
bimodal distribution of the values indicated the possible presence of two subgroups of patients. In these kindred. we
demonstrated an elevation in unconjugated bilirubin with features similar to those reported in Gilbert’s syndrome:
normal liver function tests. elevation after fasting and day to day variability. We also report preliminary experiments
indicating that bilirubin levels may be taurine dependent. We postulate that the defect could be a secondary component
of the ataxic disease, possibly indicating a defect in membrane transport.

Can. J. Neurol. Sci. 1976:4:365
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_ toute nouvelle

o

® Nouvelle souplesse et discrétion
dans la conservation

® Déplacements et voyages facilités
(conserver entre 15 et 30 °C)

..........
BETASERON® est une marque déposée de Berlex Canada inc, ,
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NOUVELLE PREPARATION

\SANS REFRIGERATION

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. Il 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 I'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 & |'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 =

INTERFERON BETA‘-”D www.mspathways.ca
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25 Years Ago in the
Canadian Journal of Neurological Sciences

AMINO ACID METABOLISM IN FRIEDREICH’S ATAXIA
B. Lemieux. A. Barbeau, V. Beroniade. D. Shapcott, G. Breton, G. Geoffroy and S. Melangon

SUMMARY: A study of amino acids determined by sequential Multi-sample Amino Acid Automatic Analyzer in
plasma, urine and cerebrospinal fluid (CSF) in patients with Friedreich’s ataxia and control subjects has revealed a
number of mathematically significant variations from normal. Of practical physiological importance are the
following: a high urinary excretion of alanine with slightly elevated plasma levels; a low plasma and CSF
concentration of aspartic acid in the presence of normal urinary values and finally, a low CSF concentration of taurine
accompanied by normal plasma levels. but elevated urinary output and renal clearance rates. We postulate that the
modifications in alanine and aspartic acid are less specific and probably secondary. but there could be a genetic defect
in the membrane transport of taurine and the other B-amino acids in Friedreich’s ataxia.

Can. J. Neurol. Sci. 1976:4:373

CLINICAL LABORATORY FINDINGS IN FRIEDREICH'S ATAXIA
R.F. Butterworth. D. Shapcott. S. Melancon. G. Breton, G. Geoffroy, B. Lemieux and A. Barbeau

SUMMARY: All clinical laboratory tests carried out in four groups of patients with the diagnosis of typical or
atypical Friedreich's ataxia have been found to be within the normal range. In this prospective study of 50 patients, a
number of findings previously reported to be abnormal in the literature. have not been confirmed.

Can. J. Neurol. Sci. 1976:4:355

PYRUVATE METABOLISM IN FRIEDREICH’S ATAXIA
A. Barbeau, R.F. Butterworth. T. Ngo, G. Breton, D. Shapcott. S. Melancon, G. Geoffroy and B. Lemieux

SUMMARY: Friedreich’s ataxia patients show evidence of an abnormally elevated and prolonged response of
pyruvate and lactate to a glucose load. with normal fasting levels. However, there is a bimodal distribution of this
response with high and low pyruvate responders. This trait appears to be determined genetically. However, although
in vivo tests suggest low oxidation of pyruvate, we were unable to confirm any in virro impairment of each of the
components of the pyruvate dehydrogenase (PDH) complex. We conclude that the defect is in the metabolic regulation
of PDH. probably at the E, (lipoamide dehydrogenase) step.

Can. J. Neurol. Sci. 1976:4:379

FRIEDREICH’S ATAXIA 1976 — AN OVERVIEW
A. Barbeau

SUMMARY: The prospective investigation of 50 cases of possible Friedreich’s ataxia has permitted the clinical
and biochemical delineation of the typical disease and an hypothesis on its pathogenesis. A tentative definition of the
disorder could read: “Friedreich’s ataxia is a progressive degenerative disease always inherited in an autosomal
recessive fashion and characterized by a cardiomyopathy and a ganglioneuropathy with dying back phenomenon. It
is probably secondary to a defect in the membrane transport of taurine and (-alanine and/or a defect in the regulation
of pyruvate oxidation.” The existence of two pathogenetically distinct entities with the same phenotype is a strong
possibility.

Can. J. Neurol. Sci. 1976:4:389
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IF YOU STARTED PATIENTS ON REQUIP,
WOULD THE FUTURE LOOK DIFFERENT?

Interim &-month results from a 5 year g =224, has demonstrated a low propensity to

multicentre study show ReQuip demonstrated RE [IIP produce dyskinesias.”"* Maybe it's time

similar efficacy to L-dopa in the control to rethink Parkinson’s. And start early
of early’ Parkinson’s disease.’ Yet ReQuip ~ Rethinking Parkinson’s. Parkinson’s patients on ReQuip alone.

Hoehn and Yahr stages 1| ** A & month interim analysis of a 5-year, double-blinded, randomized, multicenter study of patients with early Parkinson's disease. N = 268:179 patients received ropinirole and 89 received L-dopa.
The mean daily dose was 9.7 mg and 484.0 mg respectively, There wos no difference in Clinical Global Improvement scale in patients with Hoehn and Yohr stoges Il although L-dopa showed improvement in

o greater proportion of patients with more severe disease. The proportion of responders was 58% in the L-dopa group and 48% in the ropinirole group: this was not of stafistical significance In eorly therapy, the

respechive incidences of dyskinesia in early theropy of potients receiving ropinirole wos 1.2% and of patients receiving L-dopa was 11.2%. Meta analysis, n = 1384, 17 months. Nausea [39.1%), somnolence [12.3%) ond

imsomnia {12.3%) were the most common side effects of ReQuip therapy. Six percent of ropinirole potients and nine percent of L-dopa patients had ot least one psychiatric symptom [confusion, hallucinations, or delusions)

PARY (ReD)

FFor brief prescribing information see page A-27
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AUPARAVANT, LES PERSONNES EPILEPTIQUES DEVAIENT
SE MONTRER EXCEPTIONNELLES POUR REUSSIR.

Charles Dickens
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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 passagere®

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, ILY 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 ...
' topiramate

POUR AIDER LES PATIENTS A MIEUX PROFITER DE LA VIE

Comprimés et capsules d saupoudrer " TOPAMAX* (topiramate) : indigués comme traitement adjuvant chez les patients (adultes et enfants dgés de deux ans ou plus) atteints
d'épilepsie dont l'état n'est pas maitrisé de fagon satisfarsante avec le traitement traditionnel. Les renseignements sur l'emplor du topiramate en monothérapie sont encore (imités’.
{line Btude puverte d'une durée de 20 sems

MAINTENANT
OFFERT EN CAPSULES
A SAUPOUDRER

+ 306 & 350 my,your (moyenne : 288 mg/jour).

de La parole (16,8 %), ralentissement psychamateur (16,8 %), mystagmus (15 %), paresthéste (15 %), nenvosil

ité (15,9 %), difficultd & se concentrer/troubles de
humewr (3,5 %). Une évaluation de 1445 adisttes et 303 enfants 3 indiqué que ces deux groupes semblent prisanter des profils de manifestations ind ¥

té : Otario, Nouvelle-Ecosse, Nowveau-Brunswick, L-R-£. Remboursement intdgral : Québe, Saskatchewan, Colombie-Britannique, Alberta, Manttoba.

Veulllez vous reporter aux Renseignements thérapeutiques sur TORAMAX pour les détails thérapeutiques complets.

REFERENCES : 1. Manographie des comprimés et capsules 3 saupoudrer TOPAMAX® (topiramate), 11 mai 1099, 2, Kamin M, Kraut L, Olson W. Dose optimization of topiramate as add-on therapy in adults with treatment-resistant partial-onset seizures Neurology 1990:52
{Suppl 2):A525-526. 3. Glauser TA, Elterman R, Wyllie E ef al. Open label topiramate in paediatric partial epilepsy Epifepsio 1997:38 {Suppl. 3):94. 4. Rosenfeld WE ef ol.
fa

amate and concomitant weight loss. Epfiepsia 1997:38 (Suppl 8):98

SFTHO Ine
Teronin - = .
* Tous droits afférents 3 ene marque de commerce sant utilisés en verty d'une ficence

© 2000 JANSSEN-ORTHO Inc wv*  TXJAOO1001FA
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25 Years Ago in the
Canadian Journal of Neurological Sciences

TRANSIENT MONOCULAR BLINDNESS
R.T. Ross

Summary: This paper is a review of the causes of intermittent monocular blindness. The nature of cholesterol and
platelet retinal emboli is discussed. Their sources, the frequency with which they may cause transient or fixed
blindness and the association between these emboli and pathology of the major cerebral vessels and other organs is
discussed.

Consideration is given to the equally important abnormalities of platelet behaviour and to some of the physiology
of retinal blood flow and nonembolic blindness.

The current treatment of this symptom may be anticoagulation, surgical correction of a stenotic artery or both. The
effect of treatment is unpredictable and. in some situations. the rationale is suspect.

This review may provide a summary on which to base future studies of the effectiveness of various therapeutic
agents.

Can. J. Neurol. Sci. 1977:3:143

THE ROLE OF CycLIC NUCLEOTIDES IN THE CNS
John W. Phillis

Summary: On the basis of the information presented in this review, it is difficult to reach any firm decision
regarding the role of cyclic AMP (or cyclic GMP) in synaptic transmission in the brain. While it is clear that cyclic
nucleotide levels can be altered by the exposure of neural tissues to various neurotransmitters, it would be premature
to claim that these nucleotides are, or are not, essential 1o the transmission process in the pre- or post-synaptic
components of the synapse. In future experiments with cyclic AMP, it will be necessary to consider more critically
whether the extracellularly applied nucleotide merely proves a source of adenosine and is thus activating an
extracellularly located adenosine receptor, or whether it is actually reaching the hypothetical sites at which it might
act as a second messenger. The application of the cyclic AMP by intracellular injection techniques should minimize
this particular problem, although possibly at the expense of new difficulties. Prior blockade of the adenosine receptor
with agents such as theophylline or adenine xylofuranoside may also assist in the categorization of responses o
extracellularly applied cyclic AMP as being a result either of activation of the adenosine receptor or of some other
mechanism. Ultimately, the development of highly specific inhibitors for adenylate cyclase should provide a firm
basis from which to draw conclusions about the role of cyclic AMP in synaptic transmission. Similar considerations
apply to the actions of cyclic GMP and the role of its synthesizing enzyme, guanylate cyclase.

The use of phosphodiesterase inhibitors in studies on cyclic nucleotides must also be approached with caution. The
diverse actions of many of these compounds, which include calcium mobilization and block of adenosine uptake,
could account for many of the results that have been reported in the literature.

Can. J. Neurol. Sci. 1977:3:153
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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

. L} " L}
Tﬁm COPAXONE' is a registered trademark of Teva Pharmaceuticals Ltd, and
is used under licence. Shared Solutions’ s a registered trademark of g a | ramer ace a e |nJeC |On
NEUROSCIENCE  Teva Neuroscience. TEVA and the design version thereof are trademarks
of Teva Pharmaceutical Industries Ltd. and are used under licence.

PAABY ©2002 Teva Neuroscience G.P. — S,E.N.C. Montreal, Quebec H3A 314 Effica cy backed by evidence.
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THE CANADIAN JOURNAL OF NEUROLOGICAL SCIENCES
LE JOURNAL CANADIEN DES SCIENCES NEUROLOGIQUES

Home | Contact | Site Map | Search

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.

* 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.

send your name, address ) ) ) )

and prepayment to: ® Users can sign up for alerting services and persistent
Canadian Journal of searching services.

Neurological Sciences

Subscriptions € Non-subscribers can search and access abstracts and
P.0. Box 5456, Station A download the full article for a fee.

Calgary, AB Canada

T2H 1X8 . - .
Tel: (403) 229-9575; Indexed in Index Medicus, Embase Excerpta Medica and Current

Fax: (403) 229-1661 Contents — Clinical Practice and Life Sciences, Elsevier
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Abstracts, Chemical Abstracts, Current Advances in Ecological
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Cheques, international Reviews, INIS Automind, Nutrition Abstracts, Science Citation
money draft, Visa, Index, Weed Abstract, PsychInfo, e-psyche.
Mastercard, US cheques
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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).%*

Cognitive function was maintained or enhanced by a mean
difference of almost 5 points vs. placebo on the ADAS-Cog
(p<0.001).**

Now, EXELON can help many of your patients with
Alzheimer Disease look forward to staying at home
a while longer.

ct Monograph available upon request

) NOVARTIS

Novartis Pharmaceulicals Canada Inc.
Dorval, Québec H35 149
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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 clinical trials for longer than

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

I Comparative chinical significance has not been established

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

¢ Double-blind, randomized, placebo-controlled, international mulicentre cimical tnal, n=725.
PD&=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

1 Prospective, randomized, double-blind, placebo-controlled, clinical tral; n=699. ADAS-Cog= Alzheime:
Disease Assessment Scale, Cognitive Subscale

1. Rosler M, Anand R, Cicin-Sain A, et al. BMJ 1999:218:633-40

2. Schneider LS, Anand R, Farlow MR Intl | Ger Psychopharm 1998 5uppli1):51-534

3 t'urlv -Bloom J, Anand R, Ve . Intl ) Ger Psychapharm 1998;1:55-65

4. Exelon Product Manograph, J\Lrl 13, 2000, Novartis Pharmaceuticals Canada In

DUAL ACTING

“EXELON

(rivastigmine)

To Help Preserve Independence

For brief prescribing information see page A-40
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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 3

https://doi.org/10.1017/50317167100050320 Published online by Cambridge University Pres

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
dian, p<0.0001,
as measurcd by MRI)

173 vx, 2.56 with placebo, (21,3 vs. 1.9 months with placebo,

relapsing-remitting MS, but the leading drug in

e, e 0,005

first quartile, < 0,05, dela

to confirmed first progression)

; its class.’

Results of the 44 meg 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 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.

Y& Rebif.

g FOR MuULTIPLE REASONS.

PAAS®

serono
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