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MS PATIENTS HAVE HIGH

HOPES \ 4

TYSABRI is indicated as monotherapy (i.e., single disease-modifying agent) for the treatment of patients with the
relapsing-remitting form of multiple sclerosis (MS) to reduce the frequency of clinical exacerbations, to decrease the
number and volume of active brain lesions identified on magnetic resonance imaging (MRI) scans and to delay the
progression of physical disability. TYSABRI is generally recommended in MS patients who have had an inadequate
response to, or are unable to tolerate, other therapies for multiple sclerosis!

Safety and efficacy in patients with chronic progressive multiple sclerosis, and in geratric and pediatric patients, have
not been established!

Efficacy and safety of TYSABRI for a treatment duration beyond 2 years has not been determined!

TYSABRI should be used by physicians who have sufficient knowledge of multiple sclerosis and who have
familiarized themselves with the efficacy/safety profile of TYSABRI'

TYSABRI is contraindicated in patients who are hypersensitive to this drug or to any ingredient in the formulation or
component of the container; patients who have or have had progressive multifocal leukoencephalopathy (PML); patients
who are immunocompromised, including those immunocompromised due to immunosuppressant or antineoplastic
therapies, or immunodeficiencies (HIV, leukemias, lymphomas, etc.)!

https://doi.org/10.1017/50317167100116506 Published online by Cambridge University Press A
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GIVE THEM

" STRENGTH

TO HELP REACH THEM

The strength of TYSABRI has demonstrated powerful

benetfits in clinical trials.
Over 2 years TYSABRI vs. placebo (n=627 vs. n=315)"

> 68% reduction in annualized relapse rate (p <0.001) (0.24 vs. 0.73)

> 42% reduction in the risk of disability progression (EDSS increase sustained
for 12 weeks) (p<0.001)" (17% vs. 29%)

> Significant improvement in all MRI endpoints (p <0.001)*

> Significant slowing of brain atrophy in the second year of treatment (BPF)
(p=0.004)s

> Significant improvement in cognitive function (PASAT3) (p =0.005)"

TYSABRI is a selective adhesion molecule inhibitor.

* Comparative clinical significance has not been established.

1 Disability progression defined as a > 1.0 point increase from baseline EDSS of > 1.0 or a > 1.5 point increase from baseline EDSS of 0.

1 Reduction in mean number of Gd-enhancing lesions vs. placebo (0.1 vs. 1.2), reduction in mean number of new or newly enlarging
T2-hyperintense lesions vs. placebo (1.9 vs. 11.0), percentage of patients free of either type of lesion vs. placebo (Gd-enhancing 97%
vs. 72%, T2-hyperintense 57% vs. 15%) and median change in volume of T2-hyperintense lesions vs. placebo (-9.4% vs. 8.8%).

§ TYSABRI 0.24% vs. placebo 0.43% reduction in brain volume measured by Brain Parenchymal Function.
9 Paced Auditory Serial Addition Test 3.

Treatment with TYSABRI has been associated with an increased risk of progressive multifocal leukoencephalopathy (PML).
PML can cause disability or death. Healthcare professionals should monitor patients on TYSABRI for any new sign or
symptom that may be suggestive of PML. TYSABRI dosing should be withheld immediately at the first sign or symptom
suggestive of PML!

\ Patients who are prescribed TYSABRI should enroll in the Tysabri Care Program™

The most common serious adverse drug reactions were infections
(3.2% vs. 2.6% placebo), acute hypersensitivity reactions (1.1% vs. 0.3%),
depression (1.0% vs. 1.0%) and cholelithiasis (1.0% vs. 0.3%)!

REFERENCE: NEW
1. TYSABRI Product Monograph, 2006. EVERY Ys AB R
4-WEEKS ™

[biogenidec)  &Jup TRABY ( natq| IZuma b)

TYSABRI, The Tysabri Care Program and ELAN are trademarks of Elan Pharma International Ltd.
BIOGEN IDEC is a trademark of Biogen Idec MA Inc.

(© 2006 BiogenKec WA e Strength you can believe in
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Mean % change from baseline

Up to 50% mean LDL-C reduc
with starting doses of 10, 20 or 40 mg

vw} P’
tion achieved

Adapted from LIPITOR (atorvastatin calcium) Product Monograph." In two multicentre, placebo-controlled, double-blind, dose-response studies

n patients with mild-to-moderate hypercholesterolemia (Fredrickson Type |la and Ilb), LIPITOR given as a single-daily dose over 6 weeks.

> Lo rrorr isindicated to reduce the risk of Mi and stroke in patients
with type 2 diabetes and hypertension without CHD but with other risk factors?

> Lsersror is supported by 5 million patient-years of therapy in Canada®*

LIPITOR is an HMG-CoA reductase inhibitor (statin). LIPITOR
isindicated as an adjunct to lifestyle changes, including diet,
for the reduction of elevated total cholesterol (total-C), LDL-C,
TG and apolipoprotein B (apo B) in hyperlipidemic and dyslipi-
demic conditions (including primary hypercholesterolemia,
combined [mixed] hyperlipidemia, dysbetalipoproteinemia,
hypertriglyceridemia and familial hypercholesterolemia) when
response to diet and other non-pharmacological measures
alone has been inadequate.

LIPITOR s also indicated as an adjunct to diet to reduce total-C,
LDL-C and apo B levels in boys and postmenarchal girls, 10 to
17 years of age, with heterozygous familial hypercholesterolemia,
if after an adequate trial of diet therapy the following findings
are still present: a) LOL-C remains >4.9 mmal/L, or b) LOL-C
remains 4.1 mmol/L and: (i) there is a positive family history
of premature cardiovascular disease, or (ii) two or more other
CVD risk factors are present in the pediatric patient.

LIPITOR also raises HDL-cholesterol and therefore lowers
the LDL-C/HDL-C and total-C/HDL-C ratios (Fredrickson Type
Ila and IIb).

LIPITOR is indicated to reduce the risk of myocardial infarction
in adult hypertensive patients without clinically evident coronary
heart disease, but with at least three additional risk factors
for coronary heart disease such as age >55 years, male sex,
smoking, type 2 diabetes, left ventricular hypertrophy, other
specified abnormalities on ECG, microalbuminuria or proteinuria,
ratio of plasma total cholesterol to HDL-cholesterol >6 or
premature family history of coronary heart disease.

LIPITOR is also indicated to reduce the risk of myocardial
infarction and stroke in adult patients with type 2 diabetes
mellitus and hypertension without clinically evident coronary
heart disease, but with other risk factors such as age =55 years,
retinopathy, albuminuria or smoking.

For brief prescribing information see page A-2

2,A-23

Very rare cases of rhabdomyolysis with acute renal failure
secondary to myoglobinuria have been reported with
LIPITOR and with other HMG-CoA reductase inhibitors.
Patients who develop any signs or symptoms suggestive of
myopathy should have their CK levels measured. LIPITOR
therapy should be discontinued if markedly elevated CK levels
are measured or myopathy is diagnosed or suspected.

See Prescribing Information for complete warnings, precau-
tions, dosing and administration.

Less than 2% of patients discontinued therapy due to adverse
experiences. Most common adverse effects vs. placebo
occurring in patients at an incidence >1% were constipation
(1% vs. 1%), diarrhea (1% vs. 1%), dyspepsia (1% vs. 2%),
flatulence (1% vs. 2%), nausea (1% vs. 0%), headache (1%
vs. 2%), pain (1% vs. <1%), myalgia (1% vs. 1%) and asthenia
(1% vs. <1%). The adverse events reported in 1% of boys and
postmenarchal girls (10-17 years of age) were abdominal pain,
depression and headache.

LIPITOR is contraindicated: During pregnancy and lactation;
active liver disease or unexplained persistent elevations of serum
transaminases exceeding 3 times the upper limit of normal;

>

Working for a healthier world™

A-6

Lipid le

-according to the baseline LDL-C, total-C/

monitored periodically and,if necessary,
adjusted based on target lipid levels
guidelines. The

the dose

patient’s LDL-C reduction required.
reduction in LDL-C (more than 45!
once daily. The dosage of LIPITOR:

L-C ratio and/or
TG levels to achieve the recommended target lipid values at
the lowest dose needed to achieve LDL-C target. The pediatric
dosage is 10to 20 mg.
Caution should be exercised in severely hypercholesterolemic
patients who are also renally impaired, elderly, or are con-
comitantly being administered digoxin or CYP 3A4 inhibitors.
Liver function tests should be performed before the initiation of
treatment, and periodically thereafter. Special attention should
be paid to patients who develop elevated serum transaminase
levels, and in these patients, measurements should be repeated
promptly and then performed more frequently.
If increases in alanine aminotransferase (ALT) or aspart-
ate aminotransferase (AST) show evidence of progression,
particularly if they rise to greater than 3 times the upper limit
of normal and are persistent, the dosage should be reduced
or the drug discontinued.
LIPITOR, as well as other HMG-CoA reductase inhibitors,
should be used with caution in patients who consume
substantial quantities of alcohol and/or have a past history
of liver disease.
£ A patient-year represents the total time of exposure to LIPITOR as defined
by the sum of each patient's time on LIPITOR.?
References: 1. LIPITOR (atorvastatin calcium) Product Monograph, Pfizer
Canada Inc., November 2005. 2. IMS Health, IMS MIDAS™ (Standard Units:
Year 1997 through to April 2005). 3. Simon Day. Dictionary for Clinical Trials,
1999, John Wiley & Sons Ltd. 137-38.

Lsrrrryor

atorvastatin calkciurm

tabets

power you can trust”

ce S S
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CHOOSE
ARICEPT

ARICEPT is indicated for the
symptomatic treatment of patients
with mild-to-moderate dementia
of the Alzheimer’s type. ARICEPT
does not change the underlying
course of the disease.

The most common adverse events
with ARICEPT 10 mg/d after
proper dose escalation include
nausea, diarrhea, insomnia,
vomiting, muscle cramps, fatigue
nd anorexia (occurring in at

ast 5% of patients). These
sevents are usually mild and
ansient, resolving with continued
CEPT treatment without the

d for dose modification.

1 In a 24-week, randomized, double-blind, placebo-controlled study of ARICEPT in 153 mild AD patients (MMSE 21-26). Patients received either ARICEPT 5 mg/d for the first 6 weeks and 10 mg/d
thereafter, (n=96), or placebo (n=57). 37% of ARICEPT-treated patients experienced a 4 point ADAS-cog improvement and 10% experienced a 7 point improvement versus 16% and 7% respectively
with placebo.

1 In a 24-week, multicentre, randomized, double-blind, placebo-controlled trial, 473 patients were randomized to receive ARICEPT 5 mg/d, ARICEPT 10 mg/d or placebo. Following the 24-week,
double-blind phase, all patients underwent a 6-week, single-blind placebo washout. Patients treated with either dose of ARICEPT demonstrated significantly less decline on the CIBIC-plus versus
placebo (CIBIC-plus value at endpoint for ARICEPT 5 mg/d and 10 mg/d were 4.15 and 4.07 respectively versus 4.51 with placebo, p=0.0047 and p<0.0001).

Product Monograph available on request
Once-a-day Once-a-day
B} Py @ ®
Eisai Co. Ltd., owner / =
Pfizer Canada Inc., Licensee ® ®
2007 Pfizer Canada Inc.,
Kirkland, Quebec H9J 25 donepezil HCL 5 & 10 mg tablets donepezil HCL 5 & 10 mg tablets
i M rapidly disintegrating tablets . . ; %
PAABY (ReD) First Alzheimer’s Therapy in Canada

https://doi.org/10.1017/50317167100116506 Published online by Cambridge University Press
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https://doi.org/10.1017/S0317167100116506

diqué en monothérapie (c'est-a-dire comme agent d’un traitement de fond utilisé seul) pour le traitement de la
ittente de la sclérose en plaques (SEP) afin de diminuer la fréquence des poussées cliniques, de réduire le nombre
volume des Iésions cérébrales actives décelées aux examens d'imagerie par résonance magnétique (IRM) et de ralentir la
ogression de l'incapacité. TYSABRI est généralement recommandé chez les patients atteints de SEP qui ne répondent pas

bien aux autres traitements de la SEP ou ne peuvent les tolérer’
On na pas établi l'innocuité ni I'efficacité du produit chez les patients atteints de sclérose en plaques chronique progressive,
ni chez les patients en pédiatrie et en gériatrie’
On n'a pas déterminé I'innocuité ni I'efficacité de TYSABRI dans un traitement durant plus de deux ans!

Seuls les médecins qui connaissent suffisamment la sclérose en plaques et qui se sont familiarisés avec I'efficacité et
I'innocuité du médicament peuvent utiliser TYSABRI".

TYSABRI est contre-indiqué chez les patients qui présentent une hypersensibilité a ce médicament, a I'un des composants du
produit ou du contenant; chez les patients qui sont, ou ont déja été, atteints de leucoencéphalopathie multifocale progressive
(LMP); chez les patients immunodéprimés, y compris ceux qui le sont par suite de I'administration d'immunosuppresseurs ou
d’'agents antinéoplasiques et ceux qui sont atteints d'immunodéficience (infection par le VIH, leucémies, lymphomes, etc.).
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DONNEZ-LEUR DE LA

- PUISSANCE

POUR LES AIDER
A LES ATTEINDRE

La puissance de TYSABRI a permis de montrer de grands

bienfaits dans les essais cliniques.

Deux ans avec TYSABRI vs placebo (n=627 vs n=315)":
> Réduction de 68 % du nombre de poussées par année (p <0,001) (0,24 vs 0,73)

> Réduction de 42 % du risque de progression de I'incapacité (augmentation de la
cote EDSS soutenue pendant 12 semaines) (p <0,001)' (17 % vs 29 %)

> Amélioration significative de tous les paramétres de I'IRM (p <0,001)*

> Ralentissement significatif de I’atrophie cérébrale durant la deuxiéme année
de traitement (FPC) (p =0,004)¢

> Ameélioration significative de la fonction cognitive (PASAT3) (p = 0,005)"

TYSABRI est un inhibiteur sélectif de la molécule d’adhésion.

* La portée clinique comparative n'a pas été établie.

t La progression de I'incapacité se définit par I'augmentation de >1,0 point de la cote EDSS par rapport a des valeurs de départ de 21,0
ou par 'augmentation de > 1,5 point par rapport a une valeur de départ de 0.

1 Réduction du nombre moyen de Iésions qui prennent le gadolinium vs placebo (0,1 vs 1,2), réduction du nombre moyen de Iésions
hyperintenses en T2, nouvelles ou nouvellement en progression, vs placebo (1,9 vs 11,0), pourcentage de patients ne présentant pas ces
types de Iésions vs placebo (prenant le gadolinium 97 % vs 72 %, hyperintenses en T2 57 % vs 15 %) et changement médian du volume
des Iésions hyperintenses en T2 vs placebo (- 9,4 % vs 8,8 %).

§ Réduction de 0,24 % avec TYSABRI vs de 0,43 % avec le placebo du volume du cerveau mesuré d'apres la fonction parenchymateuse
du cerveau.

9 Test d’additions en série en réponse a des directives vocales (Paced Auditory Serial Addition Test 3).

On a associé le traitement par TYSABRI a une augmentation du risque de leucoencéphalopathie multifocale progressive
(LMP). La LMP peut entrainer une incapacité ou le déces. Les professionnels de la santé doivent surveiller les patients qui

\ prennent TYSABRI au cas ol de nouveaux signes ou symptomes signaleraient 'apparition de la LMP Il faut interrompre
I'administration de TYSABRI dés I'apparition du premier signe ou symptome qui laisse croire a une LMP’,

Les patients a qui on a prescrit TYSABRI doivent adhérer au Programme de soins Tysabri™.

Les effets indésirables graves le plus souvent signalés étaient les suivants:
infections (3,2 % vs 2,6 % placebo), réactions aigués d’hypersensibilité
(1,1% vs 0,3 %), dépression (1,0 % vs 1,0 %) et cholélithiase (1,0 % vs 0,3 %)

:E:AERENCE;I' de TYSABRI, 2006 NOUVEAU
. Monographie de l, . TOUTES LES YS AB R
4 SEMAINES ool

Giogenidec|  &lgn T f E
TYSABRI, Programme de soins Tysabri et Elan sont des marques de commerce ( nqtq IZU mq )

d'Elan Pharma International Ltd.
Biogen Idec est une marque de commerce de Biogen Idec MA Inc.

© Biogen ldec M Ic, 2008 Une puissance en laquelle vous pouvez croire
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