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Rebif " relative be In two pivotal studies, including a total of 628

patients, Rebif showed significant efficacy in

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

progression and MRI).

[ts ability to affect the course of the disease’ has
made Rebif not only a good first-line choice for

relapsing-remitting MS, but the leading drug in

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 T«-Gd enhanced and T: (burden of disease) MRI evaluations.
t The most common adverse events reported are injection-site disorders (all) (92.4% vs. 38.5% placebo), upper respiratory tract
infections (74.5% vs. 85.6% placebo), headache (70.1% vs. 62.6% placebo), flu-like symptoms (58.7% vs. 51.3% placebo),
fatigue (41,3% vs. 35.8% placebo) and fever (27.7% vs. 15.5% placebo). Evidence of safety and efficacy derived from 2-year data
only. Please see product monograph for full prescribing information.

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

= < Rebif.
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To Help Maximize Outcomes
In Parkinson’s Therapy'
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Titrate to help maximize patient benefit. In at least 75% of the patients who responded to REQUIP?,
doses of up to 9 mg/day were necessary to ensure a first therapeutic response.'

Three Reasons to Prescribe REQUIP®
REQUIP® delayed the use of L-dopa

34% (n=29 of 85) of REQUIP® monotherapy patients completed the entire 5-year study
without requiring L-dopa supplementation?

Low risk of dyskinesia
Only 5% of REQUIP® monotherapy patients developed dyskinesia compared with 36% of L-dopa patients?*

Low supplementary dose of L-dopa needed

When used with adjunct L-dopa, REQUIP® patients required an average of 43% less L-dopa (427 + 221 mg)
than patients on L-dopa alone (753 + 398 mg)?

i In early treatment of Parkinson’s disease over the course of a 5-year multicentre, prospective, RE ® inirol i is indi 1
double-blind, flexible-dose study, with 248 patients randannizec!),:::0 either REQUIP® (n=179) or of ﬁle”: J;%e:gl:o;;)édmr?ﬂ}l?é:g;l;:'?"Icng:i:?g;:’:h; s:g::“em
L-dopa and benseruzide [a decarboxylase inhibitor) (n=89). Open label L-dopo was available REQU”’g be Y od Kot v th i d itant
as supplementary medication.”? p<0.001 can be used Lo as early therapy, Without concomitan
. e i |evodn£:a and as an adjunct to levodopa. Patients receiving treatment
Prior ko supplementalion with L-dopa with REQUIP® and other dopaminergic agents have reported the
x Data from 3 large phase IIl double-blind trials of ropinirole manotherapy in early Parkinson’s sudden onset of sleep while engaged in Gily activities. Patients should

disease were examined: a 5-year |-dopa-confrolled trial (n=179), a 3-year bromocriptine: be warned not to drive or engage in OH'IEF activities where Impair
rc::I"{onIEf lgl}{."I {120kl NA pRtom) i cnchyat i /- oo ot ol alertness could put themselves or others at risk.%!

t Please consult the Warnings section of the Product Manograph.? Adverse even?{'.; i:I:-ccurring with an incidence of greater than, or equal to,

® REQUIP is a registered trademark, used under license by GlaxeSmthKline Inc. IIO%;JWEIIB asite h :l Eﬁn‘y fherap)_f:_ NAUIEG, élzzEe_ss, somQOI.encIe’
e W ) eadache, peripheral edema, vomiting, syncope, fatigue and vira

References: 1. Korczyn AD et al. Dosing with ropinirole in a clinical setting. Acta Neumfo[glca infection. Ad,-'uncr fhempp@y: dysk}nesic, nausea, c:[izziﬂess, somnolence

Scandinavica 2002;106:200-204. 2. Rascol O ef al. A five-year study of the incidence o A A : .
Sl e s e e Yot bty el and headache. REQUIP® is contraindicated in patients with a known

levodopa. N Eng J Med 2000,342(20):1484-1491. 3. Product Monograph of REQUIP® gypersensiiivilz to ropinirole hydrochloride or the excipients of the
(ropinirole hydrochloride), GlaxoSmithKline, March 2004, rug product,

- ropmirola®

Member
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REMINYL:
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ALZHEIMER'S DISEAS

LTI

Unigue proposed mode
of action:

Cholinesterase inhibition
and nicotinic modulation'

New REMINYL:
The difference may be
nicotinic modulation’

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

t Based on in vitro data. The clinical relevance to
humans is unknown. The majority of common
side effects occurred during the dose-escalation

period and were primanly gastrointestinal. During
maintenance therapy, the most common side
effi REMINYL 16 mg/day-nausea d
diarrhea (5%), REMINYL 24 ma/day-nausea (6%),

vomiting (6%) and anorexia (5%).

REMINYL (galantamine hydrobromide) s 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

N

References
1. REMINYL" (galantaming hydrobromide) Product H s X
Monograph, JANSSEN-ORTHO Inc., October 29,2003 19 Green Belt Drive, s
2. Maelicke A, Albuquerque EX. Eur J Pharmacal Toronto, ON M3C 1L9 emln
2000:393:165-170 www,janssen-ortho.com
Galantamine hydrobromide tablets

tt Exception drug status
© 2004 JANSSEN-ORTHO Inc.
I d

AMJAD41001A  (Rel) "Prass * All trademark rights used under
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M Ie{e]d the long run.

Demonstrated impact on disability

® COPAXONE"-treated patients experienced a
significant improvement in mean EDSS change:
123% treatment effect vs. placebo over 2 years
(-0.05 {n=125} vs. +0.21 {n=126}, p=0.023)’

Reduced relapse rates*

® 35% reduction at 9 months
(0.50 {n=113} vs. 0.77 {n=115} placebo, mean, p=0.0077)]

® 75% reduction at 2 years
(0.60 {n=25} vs. 2.40 {n=25} placebo, mean, p=0.005)’
*Two independent studies

Established safety profile
® Demonstrated for over 7 years in clinical trials'

® No recommended monitoring of liver and
thyroid function or complete blood count’

COPAXONE' is indicated for use in ambulatory patients with Relapsing-
Remitting Multiple Sclerosis (RRMS) to reduce the frequency of relapses.

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 (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%).

_ | R -
n‘?!zﬂﬂﬂ 200’ gaaz 2003

‘COPAXONE
(glatiramer acetate injection)

Treating RRMS for the long run.

" COPAXONE b s reglalernd tradernark of Teva Pharmacwiticnt (10, ind i used undes besnce.
TEVA andf the design version (hereof e ademarks of Tevs Phstmaceytiop! Indusides Lid
and e used urdes Iceie .
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HAD TO BE EXTRAORDINARY TO SUCCEED.

Charles Dickens
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EFFICACY ACROSS A BEROAD 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.I1.D. DOSING WITH THE
PATIENT IN MIND.

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

IN SPRINKLE

CAPSULES | toplramate FOR CHILDREN

HELPING PATIENTS MAKE MORE OF THEIR LIVES.

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

* Tablets available on formulary"

NOW AVAILAELE

1 Open label, 20 week t

Optima
§ Open label trial f for 2

288 ma/day).

ers (16.8%), psychomotor slowing (16.8%
b). In an audit of 1446 adults and 303 chi

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

diatric patie ¢ knigwn.
Wew Brunswick, PEL Full benefit: Quebec, Saskatchewan, British Columbia, Alberta, Manitoba.
ribiing Information for complete prescribing details.

REFERENCES: 1. TOPAMAX* topiramate Tabl
(Suppl 2):A525-526, 3, Glause

1 Limited use benefit: On
Please refer to the TOPAMAX Pr

ﬁ JANSSEN-ORTHO Inc

*All trademark rights used under license © 2000 JANSSEN-ORTHO Inc TA*  TXJA001001A
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INFORMATION FOR AUTHORS

The Canadian Journal of Neurological Sciences publishes original articles
in neurology, neurosurgery and basic neurosciences. Manuscripts are con-
sidered for publication with the understanding that they, or the essence of
their content, have not been published elsewhere except in abstract form
and are not under simultaneous consideration by another journal. A cover
letter that states the above must accompany the submission. Articles
undergo peer review. Manuscripts should be submitted to: Douglas
Zochodne, M.D., Editor, Canadian Journal of Neurological Sciences,
7015 Macleod Trail SW, Suite 709, Calgary, AB, Canada T2H 2K6

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 25Smm 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 journals”.
Copies of this document may be obtained on the website
www.icmje.org, but the main points are summarized here. Articles
should be submitted under conventional headings of introduction, meth-
ods and materials, results, discussion, but other headings will be con-
sidered if more suitable. Clinical trials must be reported in Consort for-
mat (www.cjns.org). 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 headed: 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 report-
ing all laboratory data, even if originally reported in another system. An
Ethics approval statement must be provided, if applicable. Temperatures
are reported in degrees celsius. English language 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 ef al. Provide the full title, year of publication, 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. Avoid “personal com-
munications” and, if necessary, include them in the body of the text, not
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among the references. Reference citations should not include unpub-
lished 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.

¢ Ilustrations Submit five original sets of illustrations. We will not
return illustrations; therefore, authors should keep negatives for all pho-
tographs. Submit high quality glossy black and white photographs
preferably 127 x 173 mm (5" x 7"). This includes graphs and diagrams.
Do NOT send photocopies of illustrations. Original artwork and radi-
ographs should not be submitted. The additional cost of coloured illus-
trations 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 findings should be profes-
sional appliques suitable for publication. Photomicrographs should
include a calibration bar with a scale indicated 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 abbreviated
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 usual-
ly invited, but unsolicited reviews will be considered. It is recommend-
ed 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. Photographs of rec-
ognizable persons must be accompanied by a signed release from the
legal guardian or patient authorizing publication. Case reports should
include signed consent from the patient being reported.

* Conflict of Interest Authors who have non-scientific or non-academic
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 nec-
essarily 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 consid-
ered 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 pub-
lished in the author credits or as a footnote to the paper, with knowledge
of the authors.
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NEW S L i
PRE-FILLED DILUENT SYRINGE (PFDS)
NONACIDIC-pH INJECTION®

+ GREATER CONVENIENCE

e Stores discreetly and travels neatly
because it's refrigeration-free’

* Now all in one package, and faster
than ever to prepare’

+ DEMONSTRATED EFFICACY

e Reduces relapse frequency and severity
in RRMS™

* pH 7.1 to 7.8 when reconstituted.

t Clinical significance has not been established.

+ Prospective, multicentre study, Patients with RRMS were randomly assigned to self inister either
Betaseron 250 yg s.c. every other day or interferon beta-1a 30 pg im. once weekly, Scans were analyzed
centrally by independent investigators who were unaware of treatment allocation and clinical =
characteristics of patients. TE® (B}
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FITS ADD UP

HELPING YOU BETTER CARE FOR YOUR MS PATIENTS

+ PERSONALIZED CARE

¢ Your dedicated MS Pathways™ nurse
is just a phone call away

® Specialized MS Pathways™ support
to help meet your needs and those
of your patients

+ SHOWED SIGNIFICANT
MRI IMPACT'

e 60% relative risk reduction (29% absolute
risk reduction; p<0.001) in the appearance
of new T, lesions with Betaseron® (n=76)

vs. interferon beta-1a i.m. (n=73)
after two years (comparative clinical

significance has not been established)*

‘jrBETASERON’

INTERFERON BETA-1b

* BETASERON is a registered trademark of Berlex Canada Inc.
™ MS Pathways is a trademark used under license by Berlex Canada Inc.
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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 two 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 symptom complex (76%); fever (59%);
chills (46%); injection site reactions (85%); myalgia (44%);
asthenia (49%) and malaise (15%).

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

—y MS

Pathways ' BERLEX
1 800 977-2770 w

“www.betaseron.ca
www.mspathways.ca
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25 Years Ago in the
Canadian Journal of Neurological Sciences

SPONTANEOUS DISSECTION OF CERVICO-CEREBRAL ARTERIES
C. Miller Fisher, Robert G. Ojemann And Glenn H. Roberson

SUMMARY: Sixteen cases of spontaneous dissection of the cervical internal carotid artery (6 verified) are
described. The mean age was 45 years. The clinical picture varied from simply headache and a bruit to hemiplegia
and aphasia. Eleven patients had transient ischemic attacks. Headache, facial pain, a subjective bruit,
oculosympathetic palsy and transient monocular blindness were present in various combinations in two-thirds of
cases and their presence suggested the correct diagnosis. Examples of suspected dissection of the intracranial internal
carotid, middle cerebral, posterior cerebral and extracranial vertebral arteries are also presented. Spontaneous
dissection is more common than the literature indicates.

Can. J. Neurol. Sci. 1978:5: 9

MICROVASCULAR ANASTOMOSIS FOR CEREBRAL ISCHEMIA IN 19 PATIENTS: A
PRELIMINARY REPORT

P.J. Murray

SUMMARY: The general principles of bypass surgery as they affect the cerebral circulation are reviewed. The
preliminary results of an extracranial intracranial bypass operation performed on a group of 19 patients suffering from
cerebral ischemia are presented. The results of the surgery compare favorably with those published in the literature.

Can. J. Neurol. Sci. 1978:5: 21

BRAIN METABOLISM AND ARTERIAL ACID-BASE BALANCE FOLLOWING
BILATERAL CAROTID OCCLUSION IN NORMOTENSIVE AND EXPERIMENTAL
HYPERTENSIVE RATS

M. Fujishima, Y. Morotomi, K. Tamaki, Y. Nakatomi, J. Ogata, S. Takishita,
K. Kumamoto, K. Fukiyama and T. Omae

SUMMARY: The effects of bilateral common carotid artery occlusion on brain metabolism and arterial acid-base
balance were studied in normotensive and experimental renovascular hypertensive rats.

One hour after carotid occlusion in hypertensive rats, supratentorial lactate increased to 383% and lactate-pyruvate
ratio to 280% of the controls, while adenosine triphosphate (ATP) decreased to 69%. These metabolic changes were
thought to be due to cerebral ischemia. Arterial pCO, was lowered and the pH was raised in the hypertensive animals
due to cerebral ischemia induced hyperventilation. In the normotensive rats, carotid occlusion had minimal effects on
cerebral metabolism and arterial acid-base balance.

These results suggest that hypertensive rats are more susceptible to cerebral ischemia caused by carotid occlusion
than normotensive rats. Increased cerebrovascular resistance in hypertension is discussed as a casual factor in cerebral
ischemia.

Can. . Neurol. Sci. 1978:5: 27
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Neutralizing antibodies (NAbs) may significantly
impact IFNB’s ability to bind to receptors
and initiate an immunomodulatory process.

AVONEX® has demonstrated
the lowest incidence of NAbs."'***

= AVONEX?® (interferon beta-1a) treated patients had the lowest risk
of becoming persistent NAb-positive; 2% of patients versus 15% and
31% for Rebif® (IFNB-1a 22 pg) and Betaseron® (IFNB-1b) respectively.
(Betaseron® vs AVONEX® p=0.001, Betaseron® vs Rebif® p=0.19, Rebif® vs AVONEX® p=0.04, n=125)

= The majority of NAbs usually appear during the first 12 months after
initiation of IFNB therapy (ranging from 3 to 18 months).?*

Once-a-week AVONEX® - Efficacy that Lasts:

= 37% reduction in the probability of disability progression at 2 years
(21.9% vs. 34.9%; p=0.02).%*

= 32% reduction in annual exacerbation rate over 2 years
(0.61 vs. 0.90; p=0.002)."*

= Significant reduction in the number (0.8 vs. 1.6; p<0.05) and volume
(p=0.03) of Gd-enhanced lesions at 2 years®*®, and in the number
of new and enlarging T2 lesions over 2 years (2.0 vs. 3.0; p=0.002).*""*

= Delayed worsening in brain atrophy during the second year (p=0.03).***

= Delayed worsening in cognitive function demonstrated on
2 neuropsychological parameters (Information Processing/Memory’,
p=0.011 and PASAT" p=0.023).%

AVONEX® (Interferon beta-1a) is indicated for the treatment of relapsing forms of MS
and for the treatment of people who have experienced a single demyelinating event,
accompanied by abnormal Magnetic Resonance Imaging (MRI) scans with lesions typical
of MS, to delay the onset of clinically definite multiple sclerosis (as determined by a
second demyelinating event), and to decrease the number and volume of active brain
lesions and overall disease burden (as identified by MRI scans). Before initiating treatment
with AVONEX?®, alternate diagnoses should first be excluded.

AVONEX® is generally well tolerated. The most common side effects associated with treatment
are flu-like symptoms, muscle ache, fever, chills, and asthenia. AVONEX® should be used with
caution in patients with depression and in patients with seizure disorders. Patients with cardiac
disease should be closely monitored. Routine periodic blood chemistry and hematologic tests
are recommended during treatment with AVONEX® ®

L & OMNCE- AWEEK
£ Comparalive clinical signflicance has not been established. ) Kaplan-Meier methodology, AVONEX®
n=158, placebo n=143. « AVONEX® n=85, placebo n=87. €2 Using the Mann-Whitney rank-sum fesl. [ &' VON
AVONEX® =83, placebo n=82. # The exacl relationship between MR findings and clinical status is U &

unknown, ** Analyzed by Wilcoxon rank-sum test, AVONEX® n=78, placebo n=80. + As measured g (h 1 [e}f( ] ()” b( [('I" I a)

by brain parenchymal fraction in a retrospective analysis, n=140, AVONEX™: 68, placebo: 72. A The
clinical correlation and signiticance of these findings require lurther assessment. T AVOMEX® 67,
placebo 70; n=137. ¥ AVONEX® 77, placebo 71. n=148. ¢ As demonstrated in the second year EFFICACY THAT LASTS
of the Phase Ill pivotal trial. A X

onstrated ir 1 W
Biogen ldec Canada Inc. is a trademarx of Biogen |dec MA Inc.
AVONEX® is a registered trademark of Biogen Idec MA inc.

biogen idec

For brief prescribing information see pages A-52, A-53
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If you think all 1GIVs
are the Same,

Gamunex™ (Immune Globulin Intravenous [Human], 10%,
Caprylate/Chromatography Purified) is indicated: as replacement
therapy of primary immune deficiency states in which severe
impairment of antibody forming capacity has been shown; in
idiopathic thrombocytopenic purpura (ITP) to rapidly raise platelet
counts to prevent bleeding or to allow an ITP patient to undergo
surgery; for the reduction of septicemia and other infections, interstitial
pneumonia and acute graft vs host disease in first 100 days post-
transplant in allogeneic bone marrow transplantation patients

=20 years of age; for the reduction of recurrent serious bacterial
infections in those children with HIV who do not respond to or
cannot tolerate antiretroviral combination therapy.

@ Bayer HealthCare

Biological Products Division PaaB* (ReD)

Gamunex™ is contraindicated in individuals with known anaphylactic
or severe systemic response to immune globulin (human). Individuals
with severe, selective IgA deficiencies (serum IgA <0.05 g/L) who
have known antibody against lgA (anti-lgA antibody) should only
receive Gamunex™ with utmost cautionary measures.

Immune globulin intravenous (human) products have been associated
with renal dysfunction, acute renal failure, osmotic nephrosis and death.
Patients predisposed to acute renal failure should be administered
the minimum concentration of human immune globulin products at
the minimum rate of infusion.

Please see complete Prescribing Information on adjacent pages.
BP279-0104E
©2003 Bayer HealthCare LLC
Gamunex™ and Gamimune® are trademarks of Bayer HealthCare LLC, used under license.
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new GamuneX could
change your mind

The Gamunex™ Difference.

Innovative manufacturing process.
* Novel process designed to protect fragile 1gG
» Utilizes new caprylate/chromatography process

as an effective alternative to
solvent-detergent for inactivating
and removing enveloped viruses. \

Excellent tolerability
profile.

* In a study of 97
90% of

mild-to-moderate

Designed with convenienV
in mind.

* Liquid 10%

vs 5% formulations.'"

ITP patients,
adverse events were

and transient.”

formulation reduces volume load

* High maximum infusion rate reduces
infusion time.
* 5 months room temperature storage.

* Osmolality similar to physiologic osmolality.

molecules.

New Gamunex™ trials design.

* Largest pivotal trials in IGIV in
|_|.-a|_rer1f_s with primary humoral
(PID) and idiopathic

(ITP).

immunodeficiency
thrombocytopenic purpura
* Head-to-head comparison in more than

350 patients vs Gamimune® N, 10%.

Proven efficacy in
immune replacement
—— therapy.

» Reduced the annual rate of
validated sinopulmonary
infection in PID (Gamunex'
0.18 vs Gamimune® N, [0%:
043, p=0.023)

Proven efficacy in
immunomodulatory therapy.
demonstrated excellent

hronic ITP (100%) and

* Gamunex
response rates in ¢
acute ITP (90%).

* No added sugar stabilizers (such as sucrose or glucose).

*Most common adverse events reported in a study of 97 TP patients:
headache (50%), vomiting (13%), fever (10%), nausea (10%), rash (6%),
back pain (6%).

1 Initial infusion rate is 0.01 to 0.02 mL/kg body weight/min for 30 minutes; if well
m,_me rate may be gradually increased to a maximum of 0.14 mLr/kg body

min.

$May be stored at room temperature (< 25°C) for 5 months during first 18 months of
manufacture after which product must be used or discarded.

§ Based on sizes of studies listed in Product Monographs of IGIV products currently
marketed in Canada.

YIDouble-blind triat of 172 PID patients randomized to Gamunex™ or Gamimune® N, 10%.

**Double-blind trial of 97 ITP patients randomized to Gamunex™ or Gamimune® N, 10%
response rate ;

11ITP study above; maintenance rate (=50 x 10° for 7 days}; p=0.066.
1 Comparative clinical significance unknown.

Most common adverse events reported in PID were: cough increased
1 ?%)1 headache ;0.8% fever @ 1%2 and ms (0.8%).
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* Excellent duration of platelet response

(Gamunex'™: 74% vs Gamimune™ N, 10%: 60%).

new
ganmumex’
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a1V B2 Tapryltelchromatography purfed



https://doi.org/10.1017/S0317167100051234

S
)
B,
V)
e
>
O
O
(@)
L=
O
d
(S
)
@
m
)
by
4¢)
| -
d
S

Dans

-
—
-

s peuvent com

ien

pat



https://doi.org/10.1017/S0317167100051234

S P I‘é m |tte N te, Effet démontré sur l'incapacité

LB ® Les patients traités par COPAXONE® ont bénéficié
C O PAx O N E 2 d’une amélioration significative de la variation
de la cote EDSS moyenne : 123 % en faveur de

I'effet thérapeutique c. le placebo sur deux ans
(-0,05 {n = 125} c. +0,21 {n = 126, p = 0,023)".

Réduction de la fréquence des poussées’

m Réduction de 35 % aprées neuf mois
(0,50 {n =113} c. 0,77 {n = 115} placebo, moyenne, p = 0,0077)".

m Réduction de 75 % apres deux ans
(0,60 {n = 25} c. 2,40 {n = 25} placebo, moyenne, p = 0,005)".

*Deux études indépendantes

Profil d’innocuité établi

® Innocuité démontrée depuis plus de sept ans dans les
essais cliniques'.

® Aucune surveillance en laboratoire des anomalies
hépatiques ou sanguines n‘est recommandée’.

L'emploi de COPAXONE® est indiqué chez les patients ambulatoires atteints de
sclérose en plaques (SP) rémittente en vue de réduire la fréquence des poussées.
L'innocuité et I'efficacité de COPAXONE® dans la sclérose en plaques chronique
progressive n‘ont pas été établies.

Au cours des essais comparatifs, les effets indésirables le plus frequemment associés a
I'utilisation de COPAXONE® et dont I'incidence était supérieure a celle qui a été
observée chez les sujets qui recevaient le placebo étaient les suivants : réactions au
point d’injection (2,4-66,4 % c. 0-36,5 %), vasodilatation (27,2 % c. 11,1 %),
douleur thoracique (26,4 % c. 10,3 %), asthénie (64,8 % c. 61,9 %), infection,
douleur, nausées (23,2 % c. 17,5 %), arthralgie (24,8 % c. 17,5 %), anxiété et
hypertonie (35,2 % c. 29,4 %).

3
o 4000 2001 2002 200
s

‘COPAXONE
(acétate de glatiramere injectable)

Traitement au long cours de la SP rémittente
" COPAXONE® et e msmus dépetbs e Tesa Fliaimicsusists mn—wwmn
TEVA of 33 comenpiion Griphigos sont den Marmee [T}
% QIE;I'D:'L"“::VTKDGI' S ENC, Momréal [Qustbech HIA 34 @
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25 Years Ago in the
Canadian Journal of Neurological Sciences

CYTOCHEMICAL LOCALIZATION OF ADENYLATE CYCLASE IN BROKEN CELL
PREPARATIONS OF THE CEREBRAL CORTEX

S. W. French, D. S. Palmer and M. Caldwell

SUMMARY: Broken cell preparations derived from rat cerebral cortical grey matter were studied cytochemically
to localize adenylate cyclase (AC) activity in subcellular organelle membranes. AC activity was localized by
visualizing reaction product in brain particulate fractions by electron microscopy. Activity was found in the
endoplasmic reticulum, on the inside of the inner mitochondrial membrane and on both leaflets of the nuclear
membrane. Reaction product was found in the postsynaptic density area of most synapses. The reaction product
tended to be more prominent in the presence of flouride. A synaptosome-rich fraction was shown to have NE
stimulated AC activity which was blocked in vitro by both an a- and a p-blocker and in vivo by propranolol.

Can, J. Neurol. Sci. 1978:5: 33

ANESTHESIA IN MULTIPLE SCLEROSIS
C. Bamford, W. Sibley and J. Laguna

SUMMARY: The effect of general anesthesia on 42 multiple sclerosis (MS) patients who underwent 88 episodes
of general anesthesia was analyzed. One patient experienced a relapse after a procedure under general anesthesia,
which is compatible with the natural history of the disease. A literature review revealed little information on this
subject or on the use of particular anesthetic agents in MS. Our experience with spinal and local anesthesia is reported.
In the evaluation of the former our limited data suggested that spinal anesthesia is less preferable than other
alternatives in MS. Local anesthetics had a benign effect on the course of MS.

Can. J. Neurol. Sci. 1978:5: 41

MICROANGIOGRAPHY AND VASCULAR PERMEABILITY OF THE SUBEPENDYMAL
MATRIX IN THE PREMATURE INFANT

Sachio Takashima and Kenzo Tanaka

SUMMARY: The microvascular architecture of the subependymal matrix in premature infants was studied with
microangiography and benzidine stains. This revealed that the subependymal matrix is the end zone or the border zone
between cerebral arteries and the collection zone of the deep cerebral veins. Focal hypoxic changes of this
subependymal matrix may occur in hypoxemia and ischemia because of the characteristic architecture.

The vascular permeability of these vessels was studied in rabbits using three different molecular weights of FITC-
dextran. Vascular permeability was increased in the subependymal matrix by hypoxia and especially by hypoxia
associated with an increased venous pressure. These findings may be related to the pathogenesis of subependymal
hemorrhage in prematurity.

Can. J. Neurol. Sci. 1978:5: 45
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IENFAIT

ET VOUS AIDENT A

LES

NOUVEAU smmmcis 3o}
SERINGUE PREREMPLIE DE DILUANT
INJECTION A pH NON ACIDE*

+ PLUS GRANDE COMMODITE

¢ Se conserve discretement et se transporte
facilement grace a une formulation sans
réfrigération’

e Emballage tout en un permettant une
préparation plus rapide que jamais’

+ EFFICACITE EPROUVEE

e Réduit la fréquence et la gravité des
poussées chez les patients atteints de
SEP rémittente**

*pH de 7.1 & 7.8 aprés la reconstitution.

t Limportance clinique n'a pas été établie.

1 Etude prospective et multicentrique. On a assigné les patients aléatoirement soit au groupe qui devait
s'admini 250 g de B par voie 5.-¢. tous les deux jours, soit 3 celui qui devait s'administrer
30 pg d'interféron béta-1a par voie i.m. une fois par semaine. Les clichés ont été analysés par un service
central de chercheurs indépendants qui ne ¢ issaient pas le trai que i Ao
les patients ni leurs caractéristiques cliniques. T
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5 S'ADDITIONNENT

OFFRIR DE MEILLEURS SOINS A VOS PATIENTS ATTEINTS DE SEP

+ SOINS PERSONNALISES

e Un appel suffit pour parler a votre
infirmiére de SEP LeParcours*

e Soutien spécialisé de SEP LeParcours™
pour répondre a vos besoins et a ceux

de vos patients atteints de SEP

+ RESULTATS SIGNIFICATIFS
OBSERVES A L'IRM!

e Diminution de 60 % du risque relatif

(diminution de 29 % du risque absolu ;

p < 0,001) d'apparition de nouvelles lésions
T, avec Betaseron® (n = 76) comparativement
a l'interféron béta-1a i.m. (n = 73) apres deux
ans (la signification clinique comparative n'a

pas été établie)**

B BETASERON

INTERFERON BETA-1b

® BETASERON est une marque déposée de Berlex Canada inc.
MCSEP LeParcours est une marque de commerce utilisée sous licence par Berlex Canada inc.
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BETASERON® (interféron béta-1b) est indiqué pour réduire la
fréquence des poussées cliniques chez les patients ambulatoires
atteints de sclérose en plaques rémittente. |l est également
indiqué pour ralentir la progression de l'incapacité et réduire

la fréquence des poussées cliniques chez les patients atteints
de sclérose en plaques progressive-secondaire.

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

Chez les patients atteints de SEP rémittente, les effets
indésirables les plus courants liés a |'utilisation de BETASERON®
sont : syndrome grippal (76 %) ; fievre (59 %) ; frissons (46 %) ;
réactions au point d'injection (85 %) ; myalgie (44 %) ; asthénie
(49 %) et malaise (15 %).

POUR PLUS DE DETAILS SUR LES MISES EN GARDE ET LES
PRECAUTIONS, VEUILLEZ CONSULTER LA MONOGRAPHIE

DE PRODUIT FOURNIE SUR DEMANDE AUX PROFESSIONNELS
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New Keppra — Effective control of seizures
connecting excellent W T o
profiles in efficacy

and tolerability dring 31 14-week evaluation périod (p<

B Rapid clinical improveme emonstrate

Keppra is indicated as adjunctive therapy in the management
of patients with epilepsy who are not satisfactorily contralled
by conventional therapy.

The most significant CNS adverse events were somnolence (Keppra

15% vs placebo 10%) and asthenia (Keppra 14% vs placebo 10%),
l sadbec ’] behavioural/psychiatric symptoms (nonpsychotic: Keppra 14% vs

placebo 6%; psychotic: Keppra 1% vs placebo 0%) and coordination

Far moneileemaion; plkess wler o s comphis Keppra Prodiuct Vg 6 difficult:e; (Keppra 3% vs ;?lacet:_o 2%_}.These advFrse events were
® Keppra is a registered trademark of UCB SA.  Distributed by Lundbeck Canada Inc. B observed in controlled clinical trials with concomitant AEDs.
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NOW
FULL BENEFIT
COVERAGE ON
QUEBEC AND
SASKATCHEWAN
FORMULARIES

Generally well tolerated Efflcacy and manageablllty right from the start

it profile

dose dependent

of 3000 mgff.‘_la\_,f if I'F.'(']llir{'.‘r..'!
ntinuation or dosage reduct

e Al No level monitoring required
placebo 11.7%) due to ¢ ' 5 . ,
jarfarin,
mg bid and a combi
nati ‘ace (0.03 mg ethinyl estradiol
and 0.15

§ Mote: Pharmacokinetic interaction studies with contraceptives have not been conducted NEW
covering the full recommended dosage range of Keppra. Physicians should advise their female Pr
patients to be alert to any irregular vaginal bleeding or spotting and report any occurrences.

* Data from a 38-week multicentre, randomised, add-on, double-blind, placeba-cantrolled, parallet-
group trial. Study consisted of a 4-week titration period followed by a 14-week evaluation period.
Patients received either levetiracetam 1000 mg/day (n = 98), 3000 mg/day (n = 101) or placebo
(n = 95). Patient weekly seizure frequency was reduced over placebo, at week 2 of the evaluation
period, by 24.9% (1.120/1.406) for Keppra 1000 mg/day and 38.6% (0.918/1.406) for Keppra

3000 mg/day. The percentage of patients achieving 2 50% seizure reduction from baseline after

:rr":i ;%&E;g&aﬁﬂnﬁgmod was 7.4% for placebo, 37.1% for Keppra 1000 mg/day levetlracetam
1 Based on observations in clinical studies.
- . ! ; ; CONNECTING EXCELLENT PROFILES IN
C,. Of levetiraceta bolite (uch ly doubled f prob
bbbt e b i e e i EFFICACY AND TOLERABILITY
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X Aventis

Roger, Help Reduce the

History of

angina. Risk of CV Death

e w26%

(p<0.001; 6.1% vs. 8.1%)

Alice, A = -

History of

diabetes and :

high total -
cholesterol. "

Died age 62
of stroke.

ALTﬂCE 10mg
ramipril
GUARDING AGAINST €V DEATH

ALTACE I8 indicated in the treatment of essential hypertension, normally when beta-blockers and diuretics are inappropriate, It may be used alone or in association with thiazide diuretics. ALTACE Is
indicated following acute myocardial infarclion in clinically stable patients with signs of left ventricular dysfunction to improve survival and reduce hospitalizations for heart failure.

Results from the HOPE study showed that ALTACE improved survival in patients by reducing the risk of CV death by 26% (p<0.001; 6.1% vs. 8.1%), ALTACE may be used lo reduce the risk of M, stroke,
or GV death in patients over age 55 who are at high risk of CV events because of a history of GAD, stroke, peripheral artery disease, or diabetes accompanied by at least 1 other CV risk factor such as
hypertension, elevated total cholesterol levels, low HOL levels, cigarette smoking, or documented microalbuminuria.

Like other ACE inhibitors, ALTACE is not recommended for pregnant or lactating women and should be used with caution in patients with renal insufficiency. The most frequent adverse events occurming
in clinical trials with ALTACE monotherapy in hypertensive patients who were treated for at least 1 year (7=651) were: headache (15.1%); dizziness (3.7%); asthenia (3.7%); chest pain (2.0%).
Discontinuation of therapy due 1o clinical adverse events was required in 5 patients (0.8%).

The reasons for stopping treatment were cough (ramipril 7.3% vs. placebo 1.8%); hypotension/dizziness (1.9% vs. 1.5%) and edema (0.4% vs. 0.2%).

ALTACE is the most prescribed ACEI among cardiologists.

"IMS Health Canada: Canadian CompuScript Audit, Year 2002 Total Prescriptions

0 Regastered reade-mand of Avenns Gronp, Used ander Bcence by
(gly) TAA*  produg) Monograph available to physicians and pharmacists upon request. Aventis Pharma Inc., Laval, Quebec H7L 4AR
A-28 For briel prescribing information see pages A-538, A-54
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