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“If you believe in a dream, and have the courage to try, great things can be accomplished.”
Rick Hansen, Canada’s Man in Motion

The End Was Just The Beginning...

Eighteen years ago Rick Hansen embarked on his two-year, 40,000 km
Man In Motion World Tour, becoming the first and only person to wheel
the circumference of the globe in a wheelchair. His goal was to raise
awareness about the potential of people with disabilities and funds for
research, rehabilitation, wheelchair sport and prevention. Rick has
remained dedicated to this goal and now has set his sights on an
annual event asking Canadians to get in motion, make a difference and

- LY
=

—

?

IS .BS'I 'ni MGIMG
me Home thk

help make this dream become a reality.

new national initiative.

MAN IN MOTION

Canadians Are On A Roll

Rick Hansen Wheels In Motion is the Rick Hansen Man In Motion
Foundation's signature event to be held in communities across Canada
on Saturday, June 14th 2003. Family, friends and colleagues pledge to
wheel - on bicycles, wheelchairs, inline skates and using scooters, or by
walking or jogging with the wheelers - to raise awareness and funds to
improve the lives of people with spinal cord injury. Fifty percent of net
proceeds raised in each community will be used to improve quality of life
for people with spinal cord injury. The other fifty percent will support
research to accelerate the discovery of a cure.

Presenting Partner, Scotiabank!

The Rick Hansen Man In Motion Foundation is pleased to welcome Scotiabank as the Presenting Partner for Rick
Hansen Wheels In Motion. The success of Rick's Man In Motion World Tour was a direct result of having a strong
team behind him. The same thing holds true for Wheels In Motion. We look forward to working together on this

Rick Hansen Wheels In Motion - Saturday, June 14, 2003

www.rickhansen.com
Get Involved
B Participate by wheeling, walking or jogging on June 14th, 2003
m  Contact us now to find out how you can volunteer and help organize a Rick Hansen
Wheels In Motion event in your community
Rick Hansen B Donations can be made at any Scotiabank branch

FounpaTion Visit: www.rickhansen.com, Email: comm.events@rickhansen.com, or Phone: 1.800.213.2131
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Interferon beta-1a

Rebif

11 meg (3MIL), 44 meg (12MIL) Iyophilized powdder for injection
22 mog (BMILYD.SmL, 44 meg { FMILN0.5mL Tiquid formulation for injechon

THERAPEUTIC CLASSIFICATION
[manunomodulator

ACTIONS AND CLINICAL PHARMACOLOGY

Desscription: Rebif* (Interferon beta-1a) is a purified, sterile olysoprotein product pro-

duced by recombinant DNA techriques and formulaled for use by injection. The attive

ingredient of Rebit® is produced by genetically engineered Chinese Hamster Ovary

(CHO) cells. Interferon beta-1a is a highy purified ghycopiotesn that has 165 amino

acids and an approximale molecular waight of 22,500 daltons. It contains a single N-

limked carbohydrate moiely altached to Asn-80 similar to that of natural human

Interferon beta. The specific activity of Rebit® is approximately 0.27 million internation-

&l units (MIUJmeg Interferon beta-13. The unit measurement is derived by comparing

the antiviral activity of the product 1o an in-house natural hiFN-beta NIH standard that is

oblained from human fibroblasts (BILS 11), which has been calibrated against the MIH
natural hIFN-beta standard (GB 23-902-531). General: Inlerlerons are a familly of naty-

rally ecurring peoteins, which have molecular weights ranging from 15,000 to 21,000

dallons. Three major classes of inferterons have been identified: alpha, beta, gamma.

Interteran beta, Interferon alpha and Interferon gamma have overlapping yet distingt

bioogic actvities.

Inferferon beta-1a acts theough various mechanisms,

* Immunomadulation through the induction of cell membrane componens of the
major histocompatibility complex i.8.. MHC Class | antigens, an increase in nalural
iller (NK) cell activily, and an inhibition of IFN-K, induced MHC Class Il antigen
expression, as well as a sustained reduction in TNF level.

® Antiviral effect through the induction of proteins like 2'-5' oligoadenylate
symihetase and p78.

* Antiproliferative effect through direct cytostatic aclivity and indirect through
anfitumoral immune response enfancement,

The mechanism of action of Rebit® in relapsing-remitting multiple sclerosis & still
undet investigation,
Relapsing-Remitting Multiple Sclerasis
Towo pivolal studies, including a lotal of 628 patients, evaluated the long-term safely
and efficacy of Rebif* when administered subculanacusly three times weekly to relaps-
ing-remitting multiple sclerosis patients. The resulls indicate that Rebit* alters the nat-
ural course of relapsing-remitling multiple sclerosis. Efficacy was demonsirated with
respect 10 the 3 major aspects of this disease: disability (patients EDSS 0-5), exacerba-
tions, and burden of disease and aclivity as measured by MR scans,

PRISMS STUDY

I the larges frial, a total of 560 patients diagnosed with clinically definite or kabaratory-

supported relapsing-remiting multiple sclerosis EDSS (-5 with at feas! a 1-year

history before study entry, wese enrolled and randomized to the 3 treatments (placeba,

22 meg (BMIU) Rebif, or 44 meg (12ZMIL) Rebit*) in a ratio of 1:1:1. Abou! 90% of

patients completed the 2 years of treatment, and very few patients withdrew from the

study due to adverse events.

Thie mait criteria bor inclusion were:

« history of 2 or more acube exacarbations in the 2 years prior o study eniry

* 110 peevious Systemic treatment with interlesons

* g treatment with corticosteraids or ACTH in the 2 months preceding study enlry

« no exacesbation in the B weeks prior to shudy entry.

Patients were evalualed at 3-monih periods, during exacerbalions and coinciding with

MRI scanning. Each patient underwent cranial proton density/T,-weighted (PO/T2) MRI

scans af baseling and every 6 months during e study. A subsel of patients underwen!

PD/T2 and T,-weighted (T1) Gd-MRI scans one month before the skart of treatment, a1

Dasaline and then monthly until the end of the first 3 manths of reatment. Of those,

anather subset of 39 confinued with the monthly scans throughout the 24 manth treal-

ment pesiod

This study demonsirated thal Rebif® at a fotal dose of 66 or 132 mog weekdy, signifi-

cantly improved all 3 major outcomes, including exacerbation rate, disease activity and

burden of disease as measured by MRI scanning and progression of disability. In addi-
tion, the sudy showed that Rebi® is effective in delaying Ihe progression in disability
in patients with an EDSS of 4.0 or higher who are knawn to pragress mare rapidly.

Alsg, the drug reduced the requirements for steroids to tieat mulliple sclerosis and, at

132 mog weekly Rebit* reduced the numiber of hospitalizations for multipte sclerosis.

Requirement for steroids: The proportion of patients reguiring steroids for MS (exciud-
ing non-MS indications) was higher in the placebo group (more than 50%) than in
either of the 2 Rebit* groups (around 40% in each group),

Hospitalization for multiple sclesosis: The observed mean numbers of hospitalizations
for MS in the Rebif™ 66 and 132 mog weekly groups represented reductions of 21% and
48%, respectively, from that in the pacebo group.

Cohort of patients with high baseline EDSS (baseline EDSS >3.5):

Additional analyses were conducted in order fo sudy ihe eficacy of Rebif® in popula-
tions of patients with advers predictive outcome tactors, whio were likely fo be at higher
fisk for progression in disability. The primary predictive factor examined was baseling
EDS5 »35. Patients in this cohort have & more severe degree of disability and are &t
higher risk for progression than those with lower EDSS: natural history studies have
shown Ihat patients at E0SS levels of 4.0 1o 5.0 spend less time at these EDSS levels
than af lower levels of disability. Treatment with Rebif* al both doses significantly
reduced the mean exacerbation count per patient comgared to placebo treatment.
Progression in this group of patients is of particular concem, as it involves development
of difficulty in ambulation. The 132 meg weekly dose significantly prolonged time to
confirmed progression whereas the 66 meg weekly dose did nol. Both doses of Rebif®
signiticantly affected percent change from baseling in MRI burden of disease in the
high-EDSS cohort, and the 132 meg weekly dose significantly reduced e number of T,
active lesions in this population. The efficacy resulls in Ihis cobort of patients with
established disability confirms that the 132 mcg weekly dose has a marked eflect on
progression in disability and the underlying patholagy of the disease.

Effect on exacerbation {High-EDSS cohort)

Efficacy parametirs

Mean # exacerbations

# and % of gxacerbation-free patisnts |

p-vilue " Rebif* vs placetio) pel0iZ1 p=0.0002

Log-lingar model.

Progression in disability by one paint on the EDSS (High-EDSS cohor)

Treatment Group wol | Timé to Progression |
progressors” | # patients Median {days)| 01 (days)

RebitGGmoqweskly | 4 | s Motreached | 2% |

{Robi 132 meg weekty |z P T

“Extiuges patients lost 1o follow-up without progression,
P slon In disability: stalistical comparisons

Test
Log-rank test

MAI Burden of Disease: % Change (High-EDSS
7

Burden of disaase - Modian % change
Burden of disaasa - Mean % change
prvalue® (Rebif* vs placeba)

“ANOVA on fhe ranks.
Nember of T2 Active Lesions (High-EDSS cohort)
of T2 Active Lesions
Treatment Group . pevalue®
Rebit™
it s
wgﬂ meg vs placebo;

*ANOVA on the ranks.

CROSS-OVER STUDY

The other shudy was an open cross-over design, wilh MRI evaiuations conducted in

biinded fashion. Eneolled in this shudy werz 58 patients between the ages of 15 and 45

yeass, with clinically einie andlor laborateey supported relapsing-remitting MS for up

to 10 yeats in duration. The main inchusion criteria included:

* 3l least 2 eelapses in the previous 2 years

* EDSS score between 1-5

* no corticosterid or plasmaphesesis trealments or adminisiration of gamma globuling
wilhin the 3 months prior to study

The results afler one year of treatment were also sipnificant

[Effnct on time to flirst progression in disability

Efficacy parametars.

onoj Julating or i uppressive therapy for the & months prior fo

the study
* absence of HBsAg and HIV arfibodies.
Once enrolled, patients remained under clinical observation for & months wilh assess-
ments of their neurological status and other parameters, and extensive monitaring of
exemalions, Palients were then randomized o treaiment with ether 11 mog (ML)
(n=35) or 33 meg (9MIL) (n=33) of Rebit®, sell-administered subcutaneously three
limes per week. The fotal dose was erefore 33 or 89 mog weekly.

Six-months observation vs six-months treatment:

Treatment with Rebif® a bath doses used in this study, achieved a statistically signifi-
cant reduction in both the MBI evidence of MS activity in the brain and the clinical
felapse rale versuss the comesponding observation periods. This pattern of improvement
was also reflected in additional MRI measures. In the bianmual T,-weighted scans, 2
reduction in the mean number of new lesions and in the mean number of enlarging
lesions was demonstrated.

A-30

https://doi.org/10.1017/50317167100049799 Published online by Cambridge University Press

e o il
Two-year resulls: At ihe end of this study, 62 patients confinued trestment for a hur-
thes 18 manths. Each of these patients conlinued to receive the dose [o which they were
randomized. Validation of the resubts of the 2 year reatment period is ongaing, hawever,
the results from the confinuation of treatment at bath doses demanstrate that Rebif®
maintzined its dose-dependent efiect in reducing the relapse rale and the brain lesion
volume datected by T, weight MRI scans compared to the observation perlod, which
corrborates the findings of the longes. placebo-contralied shudy.

Condyloma acuminatum: The results from four double-blind, placebo-controlled
sludies, including 349 patients (aged 17-62), each reveal that Rebif*, when injected
inrzlesionally & a dosa of 367 meg (IMIUKesion 3 times per week for 3 weeks, is elfi-
cacioys in the treatment of condyloma acuminatum in men and women. This efficacy ts
evidenced by bath the induction of complete disappearance of lesions as well as the
reduction in the area of tesions. The majority of treated patients in Mese studies had
recurrent warts that had tailed previgus treatments. The number of lesions reated per
patient was between 3 and 8, as staled in 1he summary table below.
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INDICATIONS AND CLINICAL USE

Multiple Sclerosis: Rebif* (Interferon beta-1a) is indicated for the treatment of relaps-
ing-remitting multiple sclerosis in patients with an EDSS belween 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 hospi-
talzations fot treatment of muliple sclerosis. The efficacy has been confirmed by T, -G
entanced and T, (burden of disease) MRI evaluations. Evidence of efficacy beyond 2
years is not known since the primary evidence of efiicacy derives from 2-year rials.
Condyloma acuminalum: Rebif* is best suited for the patient who has less than nine
lesicns, and who has failed several prior ireatments. In the case of patients with nine or
mide lesions, if the first Retst* treatment is successiul, the remaining lesions could be
freated with a second course of Rebit® therapy. Rebif should alsa be cansidered fr the
treatment of condyloma acuminatum in patients for wham the side-effects from other
frealments, ... scarring, are of concem. While not all patients who were trested with
Rebif®* aitained a compled respanse, patients whose lesions decreased In size and had
at least a partial response may have also benefitied from treatment because lesion
shrinkage may facilitate subsequent management with other therapies, as has been
reported with IFN-glpha.

CONTRAINDICATIONS: Rebit* (Interferon beta-1a) is contraindicated in patients with
a known hypersensitvity 1o natural or recombinant interferon beta, albumin (human), or
any other component of the formulation.

WARNINGS: Rebit® (Interferon beta-1a) shoukd be used under the supervision of a
physician,

Relapsing-Remitting Multiple Sclerosis: Depression and suicidal ideation are
known to occur 3t an increased frequency in the mulliple sclerosis population. The use
of Rebit® has nal been associated with an increase in the incidence andior severity of
depression, or with an increased incidence of suicide aitemats or suicide. In the relaps-
ing-remitting mulliple sclerosis study, a similar incidence of depression was Seen in the
placebo-treated group and in the two Rebif® patient groups. Neveriheless, patients with
depression should be closely monitored for signs of significant worsening of degression
or suicidal igeation. The first injection should be perfarmed under the supervision of an
appropriately qualified health care professional.

Condyloma: All injections shoud be administered by a qualified health care proles-
sipnal

PRECAUTIONS

General: Patients should be informed of the most comman adverse events associaed
with interferon beta administration, including symploms of the Nu-like syndrome (ses
Adversg Reactions). These symptoms tend to be most proménent at the initialion of therapy
and decrease in Ireguency and severity with continued treatment,

Based on the results of clinical Irials of Rebif® in MS. in which maore than 500 patients
were: randomized to drug treatment, there is no indication of an increased risk of seluure
disorder with Rebif® therapy. However, since Seizures have been reported with oiher
interfeson therapies, caution should be evercised when administering interleron-beta-1a
to patients with pre-gxisting seizures disorder. For patients withoul & pre-xisting
seizure disorder who develop seizures during therapy, an etiologic basis should be
established and appropriate anti-convulsant therapy institued prior 1o considering
resuming freatment with Rebif*. The effect of Rebit* adminisiration on the medical
management of patients with seizure disorder is unknown.

Serum neutralising antibodies against Rebil® (inlerleson beta-1a) may develop. The pre-
cise incidence and clinical significance of antibodies is as yet uncertain (see ADVERSE
REACTIONS).

Hypersensitivity reactions, bath local and systemic, hiave developed during theapy with
Rebit* -
Intralesional injections can be painful to some patients treated hor condyloma aguminala.
In such cases an anaesthetic cream such & lidocaine-prilocaine can be used,
Pregnancy and Lactation: Rebif® should not be acministered in case of pregnancy
and factation. There are no studies of inferleron beta-12 in pregnant women, At high
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doses in monkeys, abortitacient effects were observed with other interlerons. Fertile
women receiving Rebit® should take appropriate contraceptive measures. Patients plan-
ning for pregnancy and those becoming pragnant should be infarmed of the patential
heazards of interferons to the oelus and Rebif® should be discontinued. 1t is nol known
whelnes Rebit” is excreted in human milk. Because of fhe potential for sericus adverse
reattions in mrsing infants, 2 decision should be made either to discontinue nuesing or
1o discontinue Rebif* iherapy.

Pediatric use: There & no experience with Rebif® in children under 16 years of age
with multiple sclerosis or condyloma and teredore Rebit® should not be used in this

population,

Patients with Special Diseases and Conditions: Caution should be used and
close monitoring considered when administering Rebif® fo patients with severe renal and
hepatic failure, patients with severe myelosuppression, and depressive patients

Drug Interaction: Mo farmal drug interaction studies have been conducted with Rebif*
in humans, Interferons have been reported lo reduce the activity of hepatic cylochrome
p450-dapendent enzymes in humans and animals. Caution should be exercised when
administering Rebil® in combination with medicinal products that have a narrow
therapeutic index and are largety dependent on the hepatic cylochrome pd50 system for
clearance, e.g. antiepileptics and some classes of anfidepressants. The interaction of
Rebit* with corticostaroids or ACTH has nat been studied systematically. Clinical
studies indicate that multiple stlerosis patients can recaive Rebif* and corticosieraids or
ACTH during relapses. Rebif™ should not be mixed with other drugs in the same syringe.
Laboralory Tesls

Relapsing-Remitting Multiple Sclerosis: Lataratory abnormalities are assocuted
with the use of interferons. Therelore, in addition to those laboratory tests normally
required for monitoring patients with multiple sclerosis, complete and differential white
biood cell counts, platetel counts and blood chemistries, including liver and thyroid
function lests are recommended during Rebif® therapy. These tests shauld be performed
atmonths 1,3 and 6, and every & months therealter.

Condyloma acuminala: Same as retapsing-remitiing multiple sclerosis buf tend nol
fo be as severe bacatzse of dose and length of treatment

Information to be provided to the palient: Flu-like symptoms (fever, hieadache,
chills, muscle aches) are not uncomman following initiation of therapy with Rabif*
Acetaminophen may be used for refief of llu-fike symptoms. Patients should contacl
theit physician or phiarmacist if they experience any ndesirable efects. Depression may
occur i patients with relapsing-remitting muitiple sclerosis and may occur while
patients are taking Rebi™. Patients should be asked to contact their physician should
they leel depressed. Patients should be advised not fo stop or modily their ireatment
unless instructed by their physician. Instruction on seff-injaction lechnique and proce-
dures; patients treated lor relapsing-remitting multiple sclerosis should be instructed in
the use of aseptic technigue when administering Rebit®. Appropriale instruction for
recanstitution of Rebdf* and salf-injection shauld be given inchuding careful review of the
Rebif* patient lealiet. The first injection should be performed under the supervision of an
appropriately qualibied healthcare professional. Injection sites should be rotaled at each
Injection, Injections may be given prior o bedtime as this may lessen the perception of
sig effects, Patients should be cautioned against the re-use of needies or syringes and
instructed in sae disposal procedures. A punchure resistant container for disposal of used
neegles and syringes should be suppfied fo the patient along with instructions for safe
disposal of full containers. In the conirolled MS trial reported injection site reactions
were commonly repored by patients &t one o more fimes during therapy. In general,
they did not require discontinuation of therapy, but the Rature and severity of all reported
reactions should be carefully assessed. Patient understanding and use of aseptic saif-
injection technigue and procedures should b periodically re-evaluated.

ADVERSE REACTIONS

Multiple Sclerosis: As with other interferon preparations, u-like symptoms are not
uncommion, The use of Interfeson beta may cause Nu-fike syndrome, asthenia, pyrexa,
chills, arthralgia, myalgia, headache, and injection site reactions.

Less trequent adverse reactions include cold sores. stully nose, light headednass,
mucosal irritalion, haematological disorders (leukapenia, lymphapenia. granulocytope-
nia), and alterations in fiver lunction tests such as elevated SGOT and SGPT. Thess
effects are usually mild and reversible. Tachyphylaxis with respect 1o most side-effects s
well recognized. Fever and flu-like symptoms can be freated with acetaminophen.
Depending on the severity and persistence of the side-gftects, the dose may be lowered
of temporarily inderrupted, 3 the discretion of the physician. Most injection site reac-
ions are mild to moderale. Rare cases of skin uiceration/necrosls & the site of injection
have been reported with long term freaiment. The most frequently repored adverse
events and Ihe most common laboralory abnormealities observed during the placebo-con-
Irolled study in refapsing-remilting multiple scierosis (560 patients, 2 years reatment) are
peesented in the table beiow for patienls on placebo and Rebif® (interieron beta-1a). The
frequencles are patients who reported this event at least once during the study, as a per-

Body System
Apphication Site

Body a5 3 Whals -
mll Disorders

Nervous System
nlsormsw

[sm & Pariph

Respiratory
System

Gastro-Intastinal
Mhsarders
[Musculo-Shsietal

f ST 50 51
Mg weekly gmups {ps0.05)

3] Significant difterence Between placebs and Rebd™ 65
!tn]swdmmmmm and Rebir® isﬂ%
Signiicant diffarence Betwsan Rahet™ 66 ug b Fasif® 1,

AN} Mumbes uf patents

In addition lo the above listed adverse events, the following events have been
experienced less frequently, in one or both of the relapsing-remitting mettiple sclerosis
studies: asthenia, fluid retention, anorexia, gastroenteritis, hearlburn, paradentium
allections, dental abcess or extraction, stomatitis, glossilis, sleepiness, amiety,
irritability, confusion, lymphadencpathy, weight gain, bone fracture, dyspnoea, cold
sores, fissure al the angle of the moulh, menstnual disorders, cyslites, vaginitis.

Immunogenicity: Antibodies to IFN-bata were tested in all patients pre-entry, and
at Manths 6, 12, 18 and 24. The resulls of testing for the presence of neutralizing
anfibodies (NAD) are shown below,

Dug to congern about the patential impact of neutralizing anlibody formetion on efficacy,
exacerbation counts (primary endpaind) were analysed according to patients' neutraliz-
ing antibody status. Over the 2 years of the study, there was no trend i a higher exacer-
biation rate in the neutsalizing aniibody-positive groups compared 1o the neutralizing
antibody-negative groups. There Is no chear indication that the development of serum
neutralizing antiodies atiected either safety or efficacy in either of the Retif® groups
Condyloma acuminata

Mot commaon adverse evaats for patients treated for

neous injection. This dose is effectve in the majority of patients to deday progression o
the disease, Patients with a higher degree of disability (an EDSS of 40 or higher) may
require  doss of 44 meg (12 MIL) 3x/week.

Treatment should be initiated under supervision of a physician experienced in the
treatment of the disease. When first starting treatment with Rebif*, in order fo aHlow
tachyphylaxis 1o develop thus reducing adverse events, it i recommended that 20% of
the tolal dose be adminisered during the initial 2 weeks of thesapy, 50% of total dose be
administeres) in week 3 and 4, and ihe full dose trom the fifth week onwards,

At the present fime, it is not known for how Jong patients should be treated. Satety and
efficacy with Rebit* have been dempnstrated follawing 2 vears of traatment, Therefore, it
is recommended thal patients should be evaluated afler 2 years of irsatment with Rebif*
and a decision for longer-term treatment be made on an individuad basis by the tieating
physician.

Preparation of Solution: Lyophilized formulation (Relapsing-Remitting
Multiple Sclerosis): Reconstitule the contents of & vial of Rebif® with 0.5 mL ol the
accompanying sterile diluent {see table below for diluent volume and resulting
concentration). The reconstitulad soliicn should be used immediately.

11 meg (3 MLy
44 mog (12 MIU}

Preparation ol the solution: liquid formulation: The liquid lormulation in &
pee-filled syrings Is ready for use, These syringes are graduated to facilitate therapy
initiation. The pre-filied syringes contain 22 meg and 44 meg of Aebif* respectively. The
pre-filled syringes are ready for subcutaneous use only.

CONDYLOMA ACUMINATUM: The recommended posology 15 367 meg (1MIL) per
lesion thiea times per week lor 3 weeks. The recommended route of administration is
ntra- or pesi-lesional, The pee-Tilled syringes are not 1o be used for this indication
Preparation of Solution: Lyophilized lormulation (Condyloma acuminatum)
Reconstitule the contents of a vial of Rebif* in sterile diluent in order to oblain a final
concertration of 3.7 meg per 0.1 ml solufion. The reconstitited soution shoukd be used
immediataly.

11.meg (3 MIL)
44 mog (12 MiL)

COMPOSITION

Lyophilized formulation: Each 3 mL vial of sterila (yophilized powder contains
Intertaron beta-1a, atbumin (human), mannitol and sodium acetate, a5 indicated in the
table bekow. Acetic ackd and sodium hydroxide are used 1o adjust the pH,

Sodium acetate

Intetferon bata-1a
11 mog [3 MIL)

tmeg (12m) |

Rebil* (Interferon beta-1a) is supplied with 3 2 mL diluent ampoule containing 2 mL of
0.9% NaCl in Water for tnjection, No preservatives are presenl.

Liguid formulation

The liguid formulation is supplied in syringes containing 0.5 ml of solulion. Each
syringe contains Interferon befa-1a, albumin (human), mannitol and 0.01 M sodium
acetate bufler, as indicaled in the table below. The solution does not contain
preservalives.
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For the events in bold, observed difterences reached statistical significance & compased
10 placebo.

The adverse events experienced during the study are fisted below, by WHOART System
Organ Class. The most common amongst the injection site reactions was in the form of
mild erylhema. The majority of the other injection sile reactions were also mild in the 2
Rebit* groups. Necrosis was reported in 8 patients treated with Rebif*. Two of these
patients were in the 66 mcg weekly and six n the 132 mog weekly groups. All patients
completed the planned Ireatment period, with only 1 requiring temporary dose reduc-
lions and anather patient stopping treatment for 2 weeks. Those that required treatment,
received antibiotics.
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(ther adverse events were experienced by less than 5% of the palients, and included eye
pain, skin disorder, thinitis, bronchitis, coughing, diarrhoea, abdomiral pain, postural
hypotension, palpilation, vasoditatalion, rectal disorder, lymphocylosis, ihrombocylope-
nia, deliium, somnolence, joint pain, joint stitiness, lightheadedness; paraesthesia dis-
tal, disorientation, irritability, sleeplessness, lethargy, bruise, purpura, sweating
increased, shortness of breath, upper respiratory tract infection, tachycardia, flushing,
urethral pain, infection, chest pain, lymphadenopathy, PBI increased, arthralgia, dizi-
TESS, NErvOUsNess, tremor, abnormal vision, vulvovaginal disease, balanitis, penis dis-
ease, testis disease, urethritis, infection wrinary tract, vaginilis, leukopenia, herpes sim-
plex, prugitis, rash mac pap, skin nepplasia, rash.

Immunogenicity: The delermination of the presence of antibodies lo human IFN-bel
was performed in all 4 studies. A total of four patients had anti beta-interferon
antibodies at pre-entry, and 6 other patients had & least a positive resull for total binding
antibodies at some point during the study. Antibodies were of low titer, and none of the
antibodies were neutralizing to human IFN-beta biotogical activity.

SYMPTOMS AND TREATMENT OF OVERDDSAGE

No case of overdose has thus far been described. However, in case of overdosage.
patients should be hospitalised for observation and appropriale supportive ireatment
should be given.

DOSAGE AND ADMINISTRATION:

RELAPSING-REMITTING MULTIPLE SCLEROSIS: The recommended posokogy of
Rebif* (Interferon beta-1a) is 22 mog (BMIL) given ihree limes per week by subcuta-
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Itéfeson b1 [ 001 M Sodium acetats il |
22 mey |6 MIY) 44t QAL
A meg (12 ML) | 44 005 mL

STABILITY AND STORAGE RECOMMENDATIONS

Lyophilized formulation: Refer to the date indicated on the kabels for the expiry date.
Rebif* (Interteron beta-1a) lyophilized product should be slored at 2-8°C.

Liguid formulation: Refer to the dale indicated on the labels for the expiry date.
Rebit* liquid in a pee-filled syringe should be stored at 2-8°C. Rebif® syringes may be
slored for a limited period at room femperature (i to 25°C), but not more than 1 month.
Do riot freeze.

RECONSTITUTED SOLUTIONS

Lyophilized formulation: Lyophitized Rebif* should be reconstituted with 0.8 %
MaCl in Water for Injection (supplied in 2 mL neutral glass ampoules containing 2.0
mL}, The reconstituled solution should be administered immedialely. Although nol
recommended, It may be used later during the day of reconstitution if stored in a
relrigerator (2-8°C). Do not freeze. The recanstituted solution may have a yellow
colouration which ts a normal product characteristic.

Liquid formulation: The liquid in the pretilled syringe i ready for use.
PARENTERAL PRODUCTS

See “Preparation of Solution” for tabke of reconstitution,

AVAILABILITY OF DOSAGE FORM

Rebit* (Interteron beta-1a) is available in two strengths (11 meg (3MIU), and 44 meg
(12MIU) per vial), a5 a lyophilized sterile powser. It i accompanied by diluent (0.9%
NaCl in Water for Injection) in 2 mL ampoules. Bolh tyophilized strengths are supplied
in cartons of 1 vial of deug and 1 x 2 mL ampoule of diluent, 3 vials of drug and 3 x 2
ml ampoules of dileent, and 12 vials of drug and 12 x 2 mL ampoules of diluent,

Rebit* i5 also available as a liguid formulation, in prefilled syringes ready for use. Two
package strengths are available: 22 meg (GMIUYD.S mL and 44 meg (12MIUJ0.5 mL
The pre-filled syringes are supplied as single units, 3-packs and 12-packs. The pre-
Tiiledd syringes are ready for subsutaneous use only

The route o administration for Relagsing-Remitting Multiple Sclerosis is subcutaneous
The route of administration for condyloma acuminatum is inra- and pesi-lesional.
Relerences: 1. The PRISMS (Prevention of Retapses and Disability by Interferon Beta-
1ain Multiple Sclerosis) Study Group. Randomised double-blind placebo-controlled
study of interferon B-1a in relapsing/remitting multiple sclerosis. Lancer, 1996;352:
1498-504. 2 Rebif* Product Monograph, June 8, 2001, Serono Canada inc. 3, IMS
Canada. Canadian Compuscript March 2002, Ganadian Drugstore and Hospital Audit
February 2002,

= serono

- biatech & beyond
(B Registered trademark Seron Canada Inc., Oakville, Ontario L6M 262 me

See pages IFC, A-28
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BRIEF PRESCRIBING INFORMATION
CONSULT FULL PRODLICT MONGGRAPH FOR COMPLETE PRESCRIBING INFORMATION

“Topamax

topiramate
25, 100 and 200 mg Tablets and
15 and 25 mg Sprinkle Capsules
Antiepileptic

INDICATIONS AND CLINICAL USE
TOPAMAX (topiramats) is indicated as adjunclive thercpy for the management of patients (adults and children two yeors and clder) with epilepsy who are
ot saisfactorily controlled with conventional therapy. There is imited information on the use of topiramate in monotherapy a this fime.
CONTRAINDICATIONS
TOPAMAX (topiramate) is contraindicated in pafients with a history of hypersensifivity to any components of this praduct.
WARNINGS
Antiepilepfic drugs, including TOPAMAX.{ropiramate), should be withdrawn gradually to minimize the potential of increased seizure frequency. in adult clinicol
triaks, dosoges were decreased by 100 mg/day ot weekly intervals.
Central Nervous System Effects
Adverse svents most often assaciated with the use of TOPAMAX were centrol nervous systemrelated. In oduls, the most significant of these can be clussified
inta two general categories: i) psychomator slowing: difficulty with concentration and speech or language problems, in particular, word-inding difficulies and
i) somaalence o fatigue.
Additional nonspecific CNS effacts occasionally obsarved with topiramate os add-on therapy include dizzingss or imbalance, confusion, memory problems, and
exacerbotion of mood disturbances (e.g. iritobility ond depression).
These svents were generally mild to moderate, and generally occurred early in therapy. While the incidence of psychomotor slowing does not appear fo be
dose related, both longuage problems and difficulty with concentrotion or ottention increased in frequency with increasing dosoge in the six double-blind wiols,
suggesfing that these events ore dase reloted. (Ses ADVERSE REACTIONS.)
PRECAUTIONS
Etects Reloted to Carbonic Anhydrase Inhibition
Kidney Stones A total of 32,/1,715 (1.5%) of patients expased to TOPAMAX (topiromate) during ifs developmant reported the occurrence of kidney sfones,
an incidence about 10 fimes that expected in a similor, untreated population (M/F ratio: 27,/1,092 male; 5,/623 female). In the general papulotion, risk
factors for kidney stone formation include gender (male), ages between 20-50 years, prior stone formation, fomily history of nephrolithiasis, ond
hypercalciuria. Based on logistic regression analysis of the inical riaf dato, no correlation between mean topiramote dosage, duration of topiramate therapy,
or age and the occurrence of kidney stones was estoblished; of the risk factors evaluoted, only gender (male) showed o correlation with the occurrence of
kidcey stanes. In the pediatric patients studied, there were na kidney stanes ohserved.
Carbonic anhydrasa inhibitors, e.g. acetozolomide, promate stone formation by reducing urinary citrate excretion and by increasing wrinary pH. Concomitant
use of TOPAMAX, o weak carbonic anhydrase inhibitor, with other carbonic anhydrase inhibitors may create a physiological environment that increases the
tisk of kidney stane formation, and should therefore be ovoided.
Patients, especially those with o predisposition to nephralithicsis, may have an increased risk of rencl stone formation. Increased fluid intake increases the
urinary output, lowsring the concentiotion of substances involved in stone formation. Therefore, adequate hydration is recommended to reduce this risk. None
of the risk factors for nephrolithiusis can reliably predict stone formation during TOPAMAX treotment.
Paresthesia Paresthasio, an effect associated with the use of other carbonic anhydrase inhibitors, appears fo be o common effect of TOPAMAX therapy.
These events were usually intermittent and mild, and not necessarily related to the dosage of topiromate.
Nutritionol Supplementution
A dietory supplement or increased food intoke may be cansidered if the potient is losing weight while on this medication.
Weight Loss in Pediatrics
Topiramete adrministration is sseciated with weight loss in some children that generolly occurs eary in therapy. Of those pediatric subjects reated in clinicol
idls for at least a ysar who experienced weight loss, 96% showed o resumption of weight goin within the period fested. in 2-4 yeor olds, the meon thange
in weight from boseline at 12 months (n=25) wos +0.7 kg (ronge -1.1 fo 3.2); ot 24 months (n=14), the mean change was +2.2 (ionge -1.1 10 6.3).
In 5-10 year olds, the mean change in weight from baseline ot 12 months (n=88) was +0.7 kg (range -6.7 to 11.8); at 24 months {(n=67), the mean
change wos +3.3 (range -8.6 1o 20.0). Weight decrsases, usually ussociated with anorexio or appetite changes, were reported o adverse events for 9%
of topiramate-treated pediotric patients. The long term effects of reduced weight goin in pediaiic patients is not known.
Adjustment of Dose in Renal Failure
The major route of elimination of unchanged topiramate and its mefabalites is vie the kidney, Renal elimination is dependent on renal function and is
independent of age. Patients with impaired renol function {Clg < 70 mL/min,/1.73m’} or with endstage renol disease receiving hemodialysis treatments
may foke 10 fo 15 days fo reach steadystate plasma concentrotions as compared 1o 4 o 8 doys in patients with normal renal function. As with all patients,
the titration schedule should be guided by clinical outcome (ie. seizure contol, avoidance of side effects) with the knowledge that patients with known renol
impairment may require o longer time to reach steady-state at each dose. (See DOSAGE AND ADMINISTRATION.)
Decreased Hepatic Function
In hepatically impaired patients, topiramate should be administered with coution os the clearance of topiramate wos decreased compored with normel
subjects.
Information for Potients
Adequate Hydration Patients, especially those with predisposing factors, should be instructed fo meintoin on adequote fluid intake in oider fo minimize the
tisk of renol stone formation.
ffects on Ability to rive ond Use Machines
Patients should be womed obout the potential for somnolence, dizziness, confusion, and difficulty concentrating ond advised not to drive or aperate machinery
unfit they have goined sufficient experience on topiromate to gouge whether it adversely affects theit mental and,/or motor perfarmence.

Drug Interactions

Antiepileptic Drugs

Effects of TOPAMAX on Other Antiepileptic Orugs Potenfial interactions betwsen fopiramate and standard AEDs were magsured in controlled clnicat
pharmocokinetic studies in potients with epilepsy. The addifion of TOPAMAX 1o other anfiepileptic drugs {phenytain, carbamazepine, velproic acid,
phenobarbital, primidone) hos no effact on their steady-tate plosma concentrations, except in the occosional patient, where the addifion of TOPAMAX to
phenytain may result in ac ncrease of plasma concentrations of phenytoin.

The effect of topiramate on steady-state pharmocokinsics of phenytoin may be reloted to the frequency of phenytoin dosing. A slight increase in steady:state
phenytain plosma concentrotions was observed, primorily in potients receiving phenytoin in two divided doses. The slight increase may be due to the safurcble
nature of phenytoin pharmacokinetics and initition of phenytoin metabalism (CYPZC,,.).

The oddifion of TOPAMAX therapy to phenytoin should be guided by dinical outcome. In generol, as evidenced in clinical trials, patients do not require dose
adjustments. Howaver, any pafient on phenytoin showing clinical signs or symptoms of toxicity should hove phenytoin levels monitored.

Effects of Other Antiepileptic Drugs on TOPAMAX Phenyloin and corbamazepine decrease the plosma concentration of TOPAMAX. The ddifion or
withdrowal of phenytoin and/or carbamazepine during adjunctive therapy with TOPAMAX may require adjustment of the dase of TOPAMAX. This should be
done by titrafing to ciinical effect. The addition or withdrawal of valproic acid does not produce dlinically significant changes in plosma concentrations of
TOPAMAX, and therafore, does not warrant dosage adjustment of TOPAMAX.

The effect of these interactions on plosma concentrations ave summarized in Table 1:

Table 1
Drug interactions with TOPAMAX Therapy

Other Drug Interactions

Digoxin: In o single-dose study, serum digoxin AUC decreased 12% due to concomitont TOPAMAX administration. Multiple-dose studies have not been
performed. When TOPAMAX is odded or withdrown in patients on digoxin theropy, careful atrention shauld be given to the routine manitoring of serum digoxin.
CNS Depressonts: Concomitant administration of TOPAMAX fopiramate and alcohol or ather CNS deressant drugs hos not been evaluated in clinical studies.
It i recommended that TOPAMAX topiramate not be used concomitantly with alcahol or other CNS depressont drugs.

Orof Controceptives: tn o phormotokinetic interoction study with ort conmaceptives using o combination product containing norethindrone plos ethiny!
estrodiol, TOPAMAX topiramate did not significantly offect the oral clearance of norethindrone. The serum levels of the estrogenic companent decreased by
18%, 21%, and 30% t daily doses of 200, 400 ond 800 my, respectively. Consequently, the efficacy of low-dose (e.g. 20 pg) oral controcepfives may
be reduced in this situation. Potients taking oral contraceptives should receive o preporation containing not less than 50 44 of estrogen. Pofients taking oral
contrgeeplives should be asked to report any change in their bleeding patterns.

Dthess: Concomitant use of TOPAMAX topiramate, a weok corbonic anhydrose inhibitor, with other carbonic anhydrase inhibitors, e.9. acetazolamide, may
areate a physiological environment that increases the risk of rendl stone formation, ond should therefore be avoided if possible.

Laboratory Tests
There ore no known interactions of TOPAMAX topiramate with commonly used laboratory tests.

Use in Pregnancy and Lactation

Like other antiepileptic drugs, topiromate was teratogenic in mice, rats, and rabbits. In <ats, topiramate crosses the placentol barrier.

There ure no sfudies using TOPAMAX fopiramate in pregnant women. However, TOPAMAX theropy should be used during pragnancy only i the potential
benefit outweighs the potentiol risk 1o the fetus.

Topiromate is excreted in the milk of loctating rats, it i not known if topiramate is excreted in human milk, Since many drugs are excreted in bumen mik,
and because the potential for serious adverse reactions in nursing infants fo TOPAMAX. topiramate exists, the prescriber should decide whether to discontinug
nursing or discontinue the drug, foking info account the risk / benefit ratio of the importance of the drug to the mother and the risks fo the infont.

In postmarketing experience, coses of hypospadias have been reported in male infants exposed in-utero fo topiramate, with or withut other anticonvulsants,
however, o causal relationship with topiramate has not been estoblished.

The effect of TOPAMAX topiramate on bour ond delivery in humans is unknown.

Pediatric Use

Safety and effectivensss in children under 2 years of age have nat been established.

Geriatric Use

There is limited information in patients over 65 years of age. The possibility of oge-associated renal function obnarmalities should be considered when using
TOPAMAX topiramate.

Race and Gender Effects

Mthough direct comporison studies of pharmacokinefics have not been conducted, analysis of plosma concentration date from cinicat efficacy trils have
shown that race and gender appear fo huve o effect an the plasma clearance of topiramate. In addition, based on pooled anlyses, race and gander appear
to have no effect on the efficacy of topiramate.

Adults
The most commanly abserved adverse events associated with the adjunciive use of TOPAMAX topiramote at dosoges of 200 to 400 mg,/day in controlled
triols in adults that were seen of greates frequency in topiromate rented patients and did not appenr to be dose reluted within this dosage range were:
somnalence, dizziness, atoxia, speech disordsrs and related speech problems, psychomotor slowing, nystagmus, and poresthesia (see Table 2).
The most common dose-reloted adverse events ot dosages of 200 to 1,000 mg/day were: nervousness, difficulty with concentration o atention, confusion,
depression, anorexia, language problems, ond mood problems (ses Table 3).
Table 2
Incidence of Treatment-Emergent Adverse Events in Placebo-Controlled, Add-On Trils in ADULTS **
{Events that occurred in > 2% of fopiramote-reatad potients and occurred more frequently in topiramate-reated than placebo-reated patients)

ADVERSE REACTIONS

AED AED TOPAMAX
Coodministered Concentration Concentration
Phenytoin o 159%%
Carbomazepine (CB2) « 4%
(BI epoxide™ L NS
Volproic ocid % L14%
Phenoborbitol e NS
Primidane “ NS

*

Is not administered but is an active metabolite of corbamazeping

o No effect on plasma concentration (< 15% change)

i Plosma concentrations increased 25% in some patients, generally those on a b.i.d. dosing regimen of phenytoin
{ Plosma concentrations decrease in individuol patients

NS Not studied
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TOPAMAX Dosage (mg/doy)
Body System/ Ploceho 200-400 600-1,000
Adverse Event (n=216) (n=113) (n=414)
Body as a Whole
Asthenia 14 8.0 31
Back Pain 42 6.2 29
Chest Pain 28 44 24
Influenze-Like Sympioms 32 35 36
Leg Pain 23 35 36
Hot Flushes 19 21 07
Nervous System
Dizzingss 153 283 321
Atoxio 69 .2 145
Speech Disorders/Reloted Speech Problems 2.3 16.8 N4
Nystogmus 93 150 m
Paresthesio 46 150 19.1
Tremor 60 10.6 89
Longuage Problems 05 6.2 104
Coordination Abnormal 19 5.3 34
Hypoaesthesia 09 27 12
Abnormal Gait 14 18 212
Gastrointestinal System
Nousen 74 15 121
Dyspepsio 45 8.0 63
Abdominal Pain 37 53 70
{onstipation 23 53 34
Dry Mouth 09 7 39
Metabolic and Nutritional
Weight Decrease 28 7.1 128
Neuropsychiatric
Somnolence 9.7 300 2738
Psychomator Slowing 23 16.8 208
Nervousness 74 159 193
Difficulty with Memory 32 124 145
Confusion 42 97 138
Depression 56 8.0 13.0
Difficulty with Concentration/Attenfion 1.4 80 45
Anorexia 37 53 123
Agitation 14 44 34
Hood Problems 19 35 9.2
Aggressive Reaction 0.5 27 29
Apathy 0 18 31
Depersondlization 09 18 22
Emotional Lability 0.9 18 27
Reproductive, Female {n=59) (n=24) (n=128)
Breust Pain, Female 17 8.3 0
D 68 83 M
Menstruol Disorder 0 42 08
Reproductive, Male (n=157) (n=8%) {n=286)
Prostatic Disorder 0.6 2.2 0
Respiratory System
Phoryngitis 23 71 31
Rhinitis 6.9 71 63
Sinusifis 42 44 56
Dyspnea 0.9 18 24
Skin and Appendages
Prurifus 14 18 31
Vision ~
Diplopia 56 14.2 104
Vision Abnormal 28 142 10
White Cell and RES
Leukopenia 05 27 1.2

© Patients in these add-on frigks were teceiving 1 to 2 concomitant antiepileptic drugs in addition to TOPAMAX topiramate o plocebo.
Vlues represent the percentage of patients reporfing a given adverse event. Pafients may hove reporfed more than one adverse event during the study
ond con be included in more than one odverse event category.
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Table 3
Dose-Related Adverse Events From Placebo-Controlled, Add-On Trals in ADULTS

Post-Marketing Adverse Reactions
The most frequently reported adverse events in spontangous post-marketing reports cn topiramate include:

Psy o sedation, hallucination{(s), depression, anorexia, aggressive reaction, psychosis, thinking bnormal, poranoid
teaction, insomnio, emotional fubility, suicide attempt, delusion

Central and Peripheral Nervous System: confusion, convulsions aggrovated, paresthesia, agitation, speech disorder, atoxia, dizziness,
convuisions, amnesio, heodache, hyperkinesio

TOPAAX Dosuge (mg,/day)
Adverse Event Plocebo 200 400 600 ~ 1,000
- (n=216) (n=45) (n=68) (n=414) S

Futigue 134 m 1.8 9.7
Nervousness 74 133 17.6 193
Difficulty with

Concentrotion/Attention 14 67 88 145
Confusion 42 8.9 103 138
Depression 5.6 8.9 74 13.0
Anorexia 37 44 59 123
Longuage problems 05 22 8.8 101
Anviety 60 22 29 104
Moad problems 19 0.0 59 9.2

In six double-blind clinical tricls, 10.6% of subjects (n=113) ossigned to a topiramate dosage of 200 to 400 mg/day in addition to their standord
AED therapy discontinued due to odvarsa events, compared to 5.8% of subjects (n=69) receiving placebo. The percentage of subjects discontinuing
due to adverse events appeared fo increase af dosages above 400 mg,/doy. Overall, approximately 17% of all subjects (n=527) who received
topiramate in the double-blind trals discontinued due to adverse events, compared to 4% of the subjects {r=216) receiving placebo.
Pediofrics
Adverse events associated with the use of topiramate ot dosages of 5 to 9 mg,/kg/day in worldwide pediatric clinicol tials that were seen of greater
frequency in topiramate-reated patients were: futigus, lence, onorexic, , difficulty with ‘uttention, difficulty with
memory, oggressive ieaction, ang weight decreass.
Table 4 lsts treatment-emergent odverse events that occurred in of least 2% of children treated with 5 o 9 mg/kg,/doy topitamate in controlied trials
that were numerically more common thon in patients treated with placebo.

Table 4

Incidence (%) of Treatment-Emergent Adverse Events in Worldwide Pediotric Clinical Trials Experience (2-16 years of Age)™
{Events that Occurred in >2% of Topiramate-Treated Pofients and Occurred More Frequently in Topiramete-Treated Thon Placebo-Treated Patients)

and Nutritional: weight decrease

Autonomic Nervous System: vomiting

Vision: vision abnormal

Gastrointestinol: nauses, diarthes, abdominal pain, consfipation

Body as a Whole - General Disorders: fofigue

Urinary System: renal calculus

Skin and Appendages: rash

SYMPTOMS AND TREATMENT OF OVERDOSAGE

In acute TOPAMAX topiramate overdose, if the ingestion is recent, the stomach should be emptied immediately by lovage or by induction of emesis.
Activated charcoal has not been shown fo adsorb topiromate in vitra. Therefors, its use in overdosoge is not recommanded. Treatment should be
appropriately supportive.
Hemodialysis is on effective means of removing topiramate from the body. However, in the faw cases of acute overdosage reporfed, including
doses of aver 20 g in one individual, hemodialysis has not been necessary.

DOSAGE AND ADMINISTRATION

General TOPAMAX Tablets or Sprinkle Capsules can be token without regard fo meals. Tablets should not be broken, TOPAMAX Sprinkle Capsules may
be swallowed whole or moy be administered by carefully opening the capsule ond sprinkling the entire contents on o smalt amount (teaspoan) of soft
food. This drug/food mixture should be swallowed immeditely ond not chewed. It should not be stored for future use. Tha sprinkle formulation is
provided for those patients who cornot swollaw fablefs, e.g. pediatric and the elderly.

Adults (Age 17 years ond older) It is recommended that TOPAMAX topiramote as adjunctive therapy be initioted ot 50 mg/doy, followed by
fitration s needed ond tolerated to an effective dose. At weekly infervals, the dose may be increased by 50 mg,/day ond taken in two divided doses.
Some potients may benefit from lower initial doses, e.g. 25 mg and/or a slower fitration schedule. Some patients may achieve efficocy with onced-
doy dosing.

The recommended toful daily maintenance dose is 200 mg-400 mg,/doy in twa divided doses. Doses obove 400 mg,/doy have not been shown to
improve responses and hove been ussociated with o greater incidence of adverse events. The maximum recommended dose is 800 mg/doy. Daily
doses above 1,600 mg have not been studied.

::::ﬁ:y[::::n/ I(’:er]t:]o” T((;ﬂr:;ure Children (Ages 2-16 years) It is recommended that TOPAMAX topiramate cs adjunctive theropy be initioted ot 25 mg (or less, bused on o range
— ~ of 1o 3 mg/kg,/day) rightly for the first week followed by fitration as needed and toleroted to an effective dose. The dosage should then be increased
Body as a Whole - General Disorders ot 1- or 2+week intervals by increments of 1 o 3 mg,/kg,/doy {administered in two divided doses). Some patients moy bensfit from lowey inifil doses
Fatique S 16.3 and/or o slower fitration schedule.
Injury 129 143 The ded totol daily mai dose is ly 5 to 9 mg/kg/doy in two divided doses. Daily doses up to 30 mg/kg/doy have
Allergic Reaction 1 ? tieen sudied and were generally wel tolerated.
Central & Peripheral Nervous System Disorders Geriatrics
Gait Anormal 3 82 See PRECAUTIONS section.
Moda ? 61 Patients with Renal Impairment
HYP?’“""S'” 4 3l n renclly impaired subjects (creafinine clearance less than 70 ml,/min/1.73m?), ane-half of the usuol adult dose is recommended. Such petients will
Digzingss 2 41 tequire o longer fime fo reach steady-state ot each dose.
Speach Disorders/Reloted Speech Problems 2 41 Patients Undergoing Hemodiolysis
c°"V”|5'°"? Aggrovred 3 31 Topiromate is cleared by hemodiolysis ot o rate thot is 4 to & fimes greater than o normal individual. Accordingly, a prolonged period of diclysis may
Hyportfﬂexm 0 2 <guse topiramate concentrafion to fall below that required to mointain an antiseizure effect. To ovoid rapid drops in topiromate plosma concentrotion
Gastrointsstinal System Disorders duing hemediafysis o supplemental dose of topiromete may be requited. The octual adjustment should taks info account 1) the duration of dialyss,
N”W” 5 6.1 2} the daarance rate of the diolysis system being used, and 3} the effsctive renal clsarance of topiramote in the potient being dinlyzed.
Sl nceosed 4 8.1 Patients with Hepatic Disease
Consfiation 4 51 In hepatically impaired patients, opiromate plasma concentrotions are increased approximataly 30%. This moderate increase is not considersd fo
Gestoentels z 3 worrant adjustment of the Sepircmate dosing regimen. Iniiate tapircmate therapy with the same dose and ragimen as for pafients with normal hepatic
Motabolic and Notritional Disorders function. The dose tiration in these patients should be guided by divical outcame, ie. seizure contral, ond ovoidanca of adverss effacts. Such patients
\T':]‘?i%h' Decrease } ;-2 will require o longer fime to reach steady-state ot sach dose.
i
Platelet, Bleeding, & Clotting Disorders AVAILABILITY OF DOSAGE FORMS
Purpura 4 8.2
"535:]:: Disorders ! 4 TOPAMAX topiramate is ovailable os embossed toblets in the following sirengths os destribed below:
Somnclence 158 %5 25mg:  white, round, coated toblets containing 25 mg topiromate.
Aoresia ' 4'9 ’ 4'5 100 mg: yellow, round, coated tablets containing 100 mg topiramote.
. ) 200 mg: safmon-coloured, round, coated toblets containing 200 mg tapiramate.
Nervousness 4.9 143
E;zgm'x:ﬁ?ﬂi;;izt;:;&;’:ﬂg:s) 5'9 }(]]g lﬁmﬁl\x topiromate Sprinkle Copsules contain small white to offwhite spheres. The gelatin copsules are white and clear. They are marked s
ﬁ%’ﬁ:e Readion 2 9 :; 15mg  "TOP" and “15 mg" on the side.
) ’ 25mg  "TOP" and 25 mg" o the side.
Mood Problems 69 7
Erf‘l’imamﬂmmmy Nos 2 g} Supplied: Bottles of 60 toblets with desiccont.
. y Bottles of 60 capsules without desiccant.
Confusion 3 41
Psychomotor Slawing 2 ERl .
Reproductive Disorders, Femule TOPRAAK s 0 Schedule F Dg.
R.Li::;);:l:ou Mechanism Disorders 00 13 Product Monograph available to physicians and phormacists upon request.
Infection Viral 30 71
Infection 3.0 31
Respiratory System Disorders
Upper Respiratory Tract Infection 36.6 367
Preumcria 10 gl U JANSSEN-ORTHO Inc. lanssen-Ortho Inc.,Toranto, Ontario M3C ILY
Skin and Appendages Disorders :
Skin D_"“'de' 20 31 Date of Issuance: Apil 2000
Hlapecio 10 20 T¥PI001013A
Dermatitis 0.0 20
Hypertichoss 10 20 © 2000 ANSSEN-ORTHO e
Rush Erythematous 00 20 * Al rademork rights used under license
Urinary System Disorders
Urinary Incontinence 20 41
Vision Disorders
Eye Abnormality 1.0 20
Vision Abnormal 1.0 20
White Cell and RES Disorders
Leukopenia 0.0 20 Member
* Patients in these add-on trials were receiving 1 to 2 concomitant antiepileptic drugs i addition to TOPAMAX tapiramate or placebo. L@)
* Values rapresent the percentage of pafients reporting a given odverse event. Pofients moy hove reported mare than one adverse event during
the sudy ond con be included in more thon one advese event cotegory. PAAB*
< Not Qthenwise Specified _——
None of the pediatric putients who received fopiromate adjunctive therapy at 5 to § mg,/kg,/day in controlled clinicat tricls discontinued due to
adverse events. In open extensions of the confrolled clinical trials, approximately 9% of the 303 pediatric patients who teceived topiramate at
dosages up to 30 mg,/kg/doy disconfinued due fo odvarse events. Adverse events assaciated with disconfinuing theropy indluded oggravated
convulsions (2.3%), language problems (1.3%), ond difficulty with concentration /attention (3.3%).
In adult and pediatiic patients, nephralithiosis wos reported rarely. Isolated coses of thromboembolic events hove clso been reported; o cousel
association with the drug has not been established.
When the safety experience of patients receiving TOPAMAX topiramate cs adjunctive therapy in both double-blind and open-iabel trils (1,446
adults and 303 children) was anclyzed, o similor pattern of odverse events emarged. A-33 See pages A-4. A-5.A-20. A-21
- s s
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TMITREX"
SUMATRIPTAN SUCCINATE
SUMATRIPTAN

\ 4

25mg, 50 mg and 100 mg Tablet
6 mg Subcutaneous Injection and Autoinjector
5mg and 20 mg Nasal Spray

THERAPEUTIC GLASSIFICATION
Migraine Therapy

PHARMACOLOGIC CLA:
5-HT Receptor Agonist

INDICATIONS AND GLINICAL USES

IMITREX® {sumatriptan succinate/sumatriptan) is indicated for the acute
treatment of migraine attacks with or without aura.
IMITREX* is ot for use in the management of hemiplegic, basilar, or ophthal-
moplegic migraine (see CONTRAINDICATIONS). Safety and efficacy have not
been established for cluster headache which is present in an older, predomi-
nantly male population.
CONTRAINDICATIQNS .
IMITREX® (sumatriptan succinate/sumatriptan) is contraindicated in
patients with history, symptoms, or signs of ischemic cardiac,
cerebrovascular, or peripheral vascular syndromes, valvelar heart
disease or cardiac arrhythmias (especially tachycardias). In
addition, patients with other significant underlying cardiovascular

e.g., ath ic disease, congenital heart disease)

should not receive IMITREX®. Ischemic cardiac syndromes include,
but are not limited to, angina pectoris of any type (e.g., stable
angina of effort and vasospashc forms of angina such as the
Prinzmetal’s variant), all forms of myocardial infarction, and silent
myocardial ischemia. Cerebrovascular syndromes include, hut are
not limited to, strokes of any type as well as transient ischemic
attacks (TlAs). Peripheral vascular disease includes, but is not
limited to, ischemic bowel disease, or Raynavd's syndrome (see
WARNINGS).

Because IMITREX® may increase blood pressure, it is contra-
indicated in patients with uncontrolled or severe hypertension.
Concurrent administration of MAO inhibitors or use within 2 weeks
of discontinuation of MAD inhibitor therapy is contraindicated
ksee PRECAUTIONS: Drug Interactions).

rgot-containing drugs have been reported to cause prolonged
vasospastic reactions. Bscause IMITREX® may also cause coronary
vasospasm and these effects may be additive, the use of IMITREX®
within 24 hours betore or after treatment with other 5-HT, receptor
agonists, or ergotamine-containing drugs or their derivatives reg.
dihydroergotamine, methysergide) is contraindicated.
{MITREX® should not be administered to patients with severe
hepatic impairment.
IMITREX® is contraindicated in patients with hemiplegic, basilar, or
ophthalmopleulc migraine.

MITREX® is contraindicated in patients with hypersensitivity to
sumatnptan or any of the ingredients of the formulations.
IMITREX® Injection should not be given intravenously because of its
potential to cause coronary vasospasm.

WARNINGS

IMITREX® (sumatriptan succinate/sumatriptan) should onl‘¥ be used
where a clear diagnosis of migraine has been establishe
Risk of Mygcardial Ischemia and/or Infarction and Other Adverse
Cardiac Events: IMITREX® has been associated with transient chest
andfor neck pain and tighlness which may resemble angina
pecloris. In rare cases, the symploms have been identified as
being the likely result of coronary vasospasm or myocardial
ischemia. Rare cases of serious corgnary evenls or arrhythmia
have occurred following use of IMITREX®. IMITREX® should not be
given to patients who have documentsd ischemic or vasospastic
coronary artery disease (CAD) (see CONTRAINDICATIONS). It is
strongly recommended that IMITREX® not be given to patients in
whom unrecognized CAD is predicted by the presence of risk factors
(e.g., hypertension, hypercholesterolemia, smoking, obesity,
diabetes, strong family history of CAD, female who is surgically or
physiolnfically postmenopausal, or male who is over 40 years of
age) unless a cardiovascular evaluation provides satisfactory
clinical evidence that the patient is reasonably free of coronary
artery and ischemic myocardial disease or other significant
underlying cardiovascular disease. The sensitivity of cardiac
diagnostic procedures fo detect cardiovascular disease or predis-
position to coronary artery vasospasm is unknown. If, during the
cardiovascular evaluation, the patient's medical hlslory or electro-
cardiographic invesliualinns reveal findings indicative of, or
consistent with, coronary artery vasospasm or myocardial
ischemia, IMITREX® should not be administered (see CONTRAINDI-

IFICATION

For patients with risk factors predictive of CAD, who are considered
to have a satisfactory cardiovascular evaluation, the first dose of
IMITREX® should be administered in the setting of a physician's
office or similar medically staffed and equipped facility.
cardiac ischemia can occur in the absence of clinical symptoms,
consideration should be given to obtaining electrocardiograms in
atients with risk factors during the interval immediately following
MITREX® administration on the first occasion of use. However, an
absence of drug-induced cardiovascular effects on the occasion of
the initial dose does not preclude the possibility of such effects
occurring with subsequent administrations.
Intermittent long term users of IMITREX® who have or acquire risk
factors predictive of CAD, as described above, should receive periodic
interval cardiovascular evaluations over the course of treatment.
[} szmploms consistent with angina occur after the use of IMITREX®,
evaluation should be carried out to fook for ischemic changes.
Tha szstemanc approach described above is intended io reduce the
likelihood that patients with unrecognized cardiovascular disease
will be inadvertently exposed to IMITREX™.
Cardiac Events and Fatalities Associated with 5-HT, Agonists:
IMITREX® can cause coronary artery vasospasm. Serious adverse cardiac
events, including acute myocardial infarction, life threatening disturbances of
cardiac rhythm, and death have been reported within a few hours following the
administration of 5-HT, agonists. Considering the extent of use of 5-HT,
agonists in patients with migraine, the incidence of these events is extremely
low. The fact that some of these events have occurred in patients with no prior
cardiac disease history and with documented absence of CAD, and the close
proximity of the events to IMITREX” use support the conclusion that some of
these cases were caused by the drug. In many cases, however, where there has
been known underlying coronary artery disease, the relationship is uncertain.
Premarketing Experience With IMITREX®: Of 6348 patients with migraine
who participated in premarketing controlied and uncontrolled clinical trials of
oral IMITREX®, two experienced ciinical adverse events shortly after receiving
oral IMITREX” that may have reflected coronary vasospasm. Neither of these

adverse events was associated with a serious clinical outcome.
Amang the more than 1900 patients with migraine who participated in premar-
keting controlled clinical trials of subcutaneous IMITREX®, there were eight
patients who sustained clinical events during or shortly after receiving
IMITREX® that may have reflected coronary artery vasospasm. Six of these eight
patients had ECG changes consistent with transient ischemia, but without
accompanying clinical symptoms or signs. Of these eight patients, four had
either findings suggestive of CAD or risk factors predictive of CAD prior to
study enrollment
Among approximately 4,000 patients with migraine who participated in premar-
keting controlled and uncontrolled clinical trials of IMITREX® nasal spray, one
patient experienced an asymptomatic subendocardial infarction possibly
subsequent to a coronary vasospastic event,
Pastmarketing Experience With IMITREX®: Serious cardiovascular
events, some resulting in death, have been reported in association with the use
of IMITREX® Injection or IMITREX® Tablets. The uncontrolled nature of
postmarketing surveillance, however, makes It impassible to determine defini-
tively the proportion of the reported cases that were actually caused by
IMITREX® or to reliably assess causation in individual cases. On clinical
grounds, the {onger the latency between the administration of IMITREX® and the
onset of the clinical event, the less likely the association is to be causative.
Accordingly, interest has focused on events beginning within 1 hour of the
administration of IMITREX®,
Cardiac events that have been observed fo have onset within 1 hour of
IMITREX® administration inciude: coronary artery vasospasm, fransient
ischemia, myocardial infarction, ventricular tachycardia and ventricular fibril-
lation, cardiac arrest, and death.
Some of these events occurred in patients who had no findings of CAD and
appear to represent consequences of coronary artery vasospasm. However,
among reports from the USA of serious cardiac events occurring within 1 hour
of IMITREX® administration, almost all of the patients had risk factors predictive
ot CAD and the presence of s%nmcam underlying CAD was established in most
cases (see CONTRAINDICATION
Cerebrovascular Events and Falalllles with 5-HT, Agonists: Cerebral
hemorrhage, subarachnoid hemorrhage, stroke, and offer cerebrovascular
events have been repored in patients treated with oral or subcutaneous
IMITREX®, and some have resulted in fatalities. The relationship of IMITREX® to
these events is uncertain. in a number of cases, it appears possible that the
cerebrovascular events were primary, IMITREX® having been administered in
the incorrect belief that the symptoms experienced were a consequence of
migraine when they were not. IMITREX® should not be administered if the
headache being experienced is atypical for the patient, It should also be noted
that patients with migraine may be at increased risk of certain cerebrovascular
events (e.0., stroke, hemarrhage, TIA). If a patient does not respond to the first
dose, the opportunity should be taken to review the diagnosis before a second
dose is given.
Special Cardiovascular Pharmacology Studies: In subjects (n=10) with
suspected coronary artery disease undergoing angiography, a 5-HT; agonist at a
subcutangous dose of 1.5 mg produced an 8% increase in aortic biood pressure,
an 18% increase in pulmonary artery blood pressure, and an 8% increase in
systemic vascular resistance. In addition, mild chest pain o tightness was reported
by four subjects. Clinically significant increases in blood pressure were
experienced by three of the subjects (two of whom also had chest pain/discomfort).
Diagnostic angiogram results revealed that 9 subjects had normal corgnary
arteries and 1 had insignificant coronary artery disease.
In an additional study with this same drug, migraine patients (n=35) free of
cardiovascular disease were subjected to assessments of myocardial perfusion
by positron emission tomography while receiving a subcutaneous 1.5 mg dose
in the absence of a migraine attack. Reduced coronary vasodilatory reserve
(~10%), increase in coronary resistance (~20%), and decrease in hyperemic
myocardial blood flow (~10%) were notec. The relevance of these findings to
the use of the recommended oral doses of this 5-HT, agonist is not known.
Similar studies have not been done with IMITREX®, However, owing to the
common pharmacodynamic actions of 5-HT; agonists, the possibility of cardio-
vascular effects of the nature described above should be considered for any
agent of this pharmacological class.
Hypersensitivity: Rare hypersensitivity  (anaphylaxis/anaphylactoid)
reactions may occur in patients receiving 5-HT, agonists such as IMITREX®,
Such reactions can be life threatening or fatal. In general, hypersensitivity
reactions to drugs are more likely to occur in individuals with a history of
sensitivity to multiple allergens (see CONTRAINDICATIONS). Owing to the
possibitity of cross-reactive hypersensitivity reactions, IMITREX® should not be
used in patients having a history of hypersensitivity to chemically-related 5-HT,
receptor agonists. There have been reparts of patients with known hypersensi-
tivity to sulphonamides exhibiting an allergic reaction following administration
of IMITREX®. Reactions ranged from cutaneous hypersensitivity to anaphylaxis.
Other Vasospasm Related Events: 5-HT, agonists may cause vasospastic
reactions other than coronary artery vasospasm. Fxtensive post-market
experience has shown the use of IMITREX® to be associated with rare
occurrences of peripheral vascular ischemia and colonic ischemia with
abdominal pain and bloody diarrhea.
Increase in Blood Pressure: Significant elevation in blood pressure,
including hypertensive crisis, has been reported on rare occasions in patients
with and without a history of hypertension. IMITREX® is_contraindicated in
patients with uncontrolied or severe hypertension (see CONTRAINDICATIONS).
In patients with controlled hypertension, IMITREX® should be administered with
caution as transient increases in biood pressure and peripheral vascular
resistance have been observed in a small portion of patients.
PRECAUTI
Cluster Headache: There is insufficient information on the efficacy and safety
of IMITREX® (sumatriptan succinate/sumatriptan) in the treatment of cluster
headache, which is present in an older, predominantly male population. The
need for prolonged use and the demand for repeated medication in this
condition renders the dosing information inapplicable for cluster headache.
Cardiovascular: Discomfort in the chest, neck, throat and jaw
{including pain, pressure, heaviness and tightness) has been
reported after administration of IMITREX®. Because 5-HT, agonists
may cause coronary artery vasospasm, patients who experience
signs or symptoms suggestive of angina following IMITREX® should
be evalvated for the presence of CAD or a predisposition to variant
angina hefore receiving additional doses, and should be monitored
electrocardiographically it dosing is resumed and similar
symptoms recur. Similarly, patients who experience other
symptoms or signs suggestive of decreased arterial fiow, such as
ischemic bowel syndrome or Raynaud‘'s syndrome following
{MITREX® should be evaluated for atheroscierosis or predlspummn
to vasospasm (see CONTRAINDICATIONS AND WARNINGS).
Neurnlogu:al Conditions: Care should be taken to exclude other potentially
serious neurclogic conditions before treating headache in patients not
previously diagnosed with migraine headache or who experience a headache
that is atypical for them. There have been rare reports where patients received 5-HT,
agomsts for severe headaches that were subsequently shown to have been secondary
to an evolving neurologic lesion. For newly diagnosed patients or patients presenting
with atypical symptoms, the diagnosis of migraine should be reconsidered if no
Tesponse is seen after the first dose of IMITREX®,
Seizures: Caution should be observed if IMITREX® is to be used in patients with a
history of epilepsy or structural brain lesions which lower the convuision threshold.
Psychomotor Impairment: Patients should be cautioned that drowsiness
may occur as a result of treatment with IMITREX®. They should be advised not
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to perform skilled tasks (e.g. driving or operating machinery) if drowsiness
0CCUrs.

Renal Impairment: The effects of renal impairment on the efficacy and safety
of IMITREX® have not been evaluated. Therefore IMITREX® is not recommended
in this patient population.

Hepatic Impairment: The efiect of hepatic impairment on the efficacy and
safety of IMITREX® has not been evaluated, however, the pharmacokinetic
profile of sumatriptan in patients with moderate’ hepatic impairment shiows that
these patients, following an oral dose of 50 mg, have much higher plasma
sumatriptan concentrations than healthy subjects (Table 2). Therefore, an oral
dose of 25 mg may be considered in patients with hepatic impairment.

Table 2: Pharmacokinetic Parameters After Oral Administration of
IMITREX® 50 mg to Healthy Volunteers and Moderately Hepatically
Impaired Patients

Parameter Mean Ratio 90% CI p-value
(hepatic impzired/heallhy)
=
AUC> 181% 13010 252% 0.009*
[ 176% 129 to 240% 0007

* Statistically significant

The pharmacokinetic parameters of 6 mg subcutaneous sumatriptan do not
differ statistically between normal volunteers and moderately hepatically
impaired subjects. However, sumatriptan should not be administered to patients
with severe hepaic impairment (see CONTRAINDICATIONS).

Drug Interactions: Single dose pharmacokinetic drug interaction studies
have not shown evidence of interactions with propranolol, flunarizine, pizotifen
or alcohol. Multiple dose interaction studies have not been performed. The
pharmacokinetics of sumatriptan nasal spray were unaltered when preceded by
a single clinical dose of the nasal decongestant xylometazoline (Otrwm A,
Ergot-Containing Drugs: Ergot-containing drugs have been reported fo cause
prolonged vasospastic reactions. Because there is a theoretical basis for these
effects being additive, ergot-containing or ergot-type medications (like
dihydroergotamine or methysergide) are contraindicated within 24 hours of
IMITREX® administration {see CONTRAINDICATIONS).

MAQ Inhibitors: In studies conducted in a limited number of patients, MAQ
inhibitors reduce sumatriptan clearance, 5|gnmcam!y increasing systemic
exposure. Therefore, the use of IMITREX® in patients receiving MAG
inhibitors is contraindicated (see CONTRAINDICATIONS).

Other Serotonergic Drugs: Rare postmarketing reports describe patients with
weakness, hyperreflexia, and incoordination following the combined use of a
selective serotonin reuptake inhibitor (SSRI) and 5-HT, agonists. if concomitant
treatment with IMITREX® and an SSRI (e.g., fluoxetine, fluvoxaming, paroxetine,
sertraline}, tricyclic antidepressant, or other drug with serotonergic activity is
clinically warranted, appropriate observation of the patient for acute and long-
term adverse events is advised.

Other 5-HT, agonjsts: The administration of IMITREX® with other 5-HT,
agonists has not been evaluated in migraine patients. As an increased risk of
coronary vasospasm is a theoretical possibility with co-administration of
5-HT, agonists, use of these drugs within 24 hours of each other is
contraindicated.

Drug/Laboratory Test Interactions: IMITREX® is not known to interfere
with commeonly employed clinical laboratory tests

Use in Elderly (>65 years): Experience with the use of IMITREX® in patients
aged over 65 years is limited. Therefore the use of IMITREX® in patients over 65
years is not recommended.

Use in Children (<18 years): The safety and efficacy of IMITREX® in
children has not been established and its use in this age group is not
recommended.

Use in Pregnancy: Reproduction studies, performed in rats, have not
revealed any evidence of impaired fertility, teratogenicity, o post-natal
development due to IMITREX®. Reproduction studies, performed in rabbits by
the oral route, have shown increased incidence of variations in cervico-thoracic
blood vessel configural]on in the foetuses. These effects were only seen at the
highest dose tested, which affected weight gain in the dams, and at which blood
levels were in excess of 50 times those seen in humans after therapeutic doses.
Adirect association with IMITREX® treatment is considered untikely but cannot
be excluded. Therefore, the use of IMITREX® is not recommended in pregnancy.
Ina rat fertility study, oral dases of IMITREX® resulting in plasma levels approx-
imately 150 times those seen in humans after a 6 mg subcutaneous dose and
approximately 200 times those seen in humans after a 100 mg oral dose were
associated with a reduction in the success of insemination. This effect did not
occur during a subcutaneous study where maximum plasma levels achieved
approximately 100 times those in humans by the subcutaneous route and approx-
imately 150 times those in humans by the oral route.

To monitor maternal-foetal outcomes of pregnant women exposed to
sumatriptan, a Pregnancy Registry has been established. Physicians are
encouraged 1o register patients by calling 1-800-336-2176

Lactation: Sumatriptan is excreted in human breast milk. Therefore, caution is
advised when administering IMITREX® to nursing women. Infant exposure can
be minimized by avmdm% breast feeding for 24 hours after treatment.

Binding to Melanin Containing Tissues: In rats treated with a single
subcutaneous dose (0.5 mg/kg) or oral dose (2 mg/kg) of radiolabeled
sumatriptan, the ehmmamn half life of radioactivity from the eye was 15 and 23
days, respectively, suggesting that sumatriptan and/or its metabolites bind to
the melanin of the eye. Because there could be an accumulatien in melanin fich
tissues over time, this raises the possibility that sumatriptan could cause
toxicity in these tissues after extended use. However, no effects on the retina
related to treatment with sumatriptan were noted in any of the oral or
subcutaneous toxicity studies. Although no systematic monitoring of ophthal-
mologic function was undertaken in clinical trials, and no specific recommen-
dations for ophthalmologic menitoring are offered, prescribers should be aware
of the possibility of long term ophthalmologic effects.

Laboratory Tests: No specific laborafory tests are recommended for
monitoring patients prior to and/or after treatment with IMITREX®.

ADVERSE REACTIONS

Serious cardiac events, including some that have been fatal, have
occurred following the use of 5-HT, agonists. These evenis arg
extremely rare and most have been reported in patients with risk
factors predictive of CAD. Events reporied have included coronary
artery vasospasm, transient myocardial ischemia, myocardial
infarction, ventricular 1ac tardia, and ventricular fibrittation {see
CDNTRAINDICATIDNS WARNINGS, and PRECAUTIONS).
Experience in Controlied Clinical Trials with IMITREX®

Typical 5-HT, Agonist Adverse Reactions: As with other 5-HT, agonists,
IMITREX® (sumatriptan succinate/sumatriptan) has been associated with
sensations of heaviness, pressure, tightness or pain which may be intense.
These may occur in any part of the body including the chest, throat, neck, jaw
and upper limb.

Acute Safety: In placebo-controfled migraine trials, 7,668 patients received at
least one dose of IMITREX® (3095 oral, 1432 subcutaneous, 3141 intranasal).
The following tables (Tables 3-5) list adverse events occurring in these trials at
an incidence of 1% or more in any of the IMITREX® dose groups and that
occurred at a higher incidence than in the placebo groups.

TAssessed by aminopyring breath test (»0.2-0.4 scaling units).
ZTrademark of Ciba Self Medication
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Table 3: Treatment-Emergent Adverse Events in Oral
Placeho-Controtled Clinical Trials Reported by at
Least 1% of Patients with Migraine

Placebo IMITREX® IMITREX® IMITREX

25mg  50mg 100 mg*]
Number of Patients 690 351 723 2021
Number of Migraine
Attacks Treated 1187 945 1889 14750

Symptoms of Potentially

Cardiac Origin

e Chest Sensations” 06% 23% 26% 32%
e Neck/Throat/Jaw Sensations*  1.4%  23%  35% 52%
*  Upper Limb Sensations™ 12% 14% 25% 36%

o Palpitations 0.6%  03% 10%  11%
Neurological
o Head/Face Sensations” 13%  23% 25% 47%
o Dizziness 25% 31% 33% 62%
o Headache 33%  40% 22% 33%
s Vertigo 06% 11% 11% 1.0%
o Drowsiness 18% 11%  12% 21%
o Tremor 04% 09% 04% 11%
Gastrointestinal
e Nausea 58% 28% 44% 11.0%
®  Hyposalivation 12%  14% 11%  12%
* Vomiting 29% 43% 11%  44%
« Gastrointestinal Discomfort

& Pain 14% 11% 08% 20%
e Abdominal Discomfort

& Pain 0.3% NR 04% 12%
* Diarrhea 08% 03% 08% 11%
Musculoskeletal
o Musculoskeletal Pain 0.7% 23% 04% 1.4%
o Muscle Pain 03% 09% 01% 1.0%
o Muscle Atrophy Weakness

& Tiredness NR  06%  04% 14%
Ear, Nose & Throat
* Infections 06% 06% 11% 14%

« Nasal Signs & Symptoms 0.7% 14% 08% 1.0%
* Throat & Tonsil Symptoms 0.6% NR  04% 23%

Respiratory

o Viral Infection 03% 11% 01% 10%
Non-Site Specific

o Limb Sensations™ 04% 11% 04% 15%

o Sensations™

(body region unspecified) 45%  57% 80%  9.0%
o Malaise/Fatigue 51% 37% 26% 95%
e Sweating 04% 06% 06% 16%

*The term "sensations® encompasses adverse events described as pain &
discomfort, pressure, heaviness, constriction, tightness, heat/burning
sensation, paresthesia, numbness, tingling, and strange sensations.
“*Includes patients receiving up to 3 doses of 100 mg

NR = Not Reported

Yabie 4: Treatmeni-Emergeni Adverse Events in Subcuianeous
Placebo-Controlled Clinical Trials Reported by at
Least 1% of Patients with Migraine

Tahle 5: Ti Ad Events i |
Placeho-! [:ontrnlled Clinical Trials Reported hy at Least
1% of Patients with Migraine

Placebo IMITREX® IMITREX® IMITREX®

5mg 10mg 20 mg**
Number of Patients 41 496 1007 1638
Number of Migraine
Attacks Treated 1047 933 1434 2070

Symptoms of Potentially

Cardiac Origin

o Chest Sensations* 03% 1.0% 07% 06%
 Neck/Throat/Jaw Sensations* 12%  06%  16% 23%

Neurological

© Head/Face Sensations* 08% 14% 24% 24%
o Dizziness 12%  168% 15% 12%
 Headache 07% 14% 09% 08%
* Migraine 26% 32% 24% 18%
Gastrointestinal

« Nausea 104% 143% 96% 83%
* Vomiting 76% 11%  96% 68%
Ear, Nose & Throat

 Sensitivity to Noise 31% 44% 25% 15%
« Nasal Signs & Symploms 13%  30% 16% 18%
* Infections 09% 18% 13% 05%

« Upper Respiratory Inflammation  05%  1.0%  06% 07%
* Throat & Tonsil Symptoms 08% 02% 10% 07%
Non-Site Specific

* Sensations™ 18% 24% 27% 24%
(body region unspecified)
« Malaise/Fatigue 13% 18% 13% 08%

Placebo _ IMITREX® 6 mg
Number of Patients 615 1432
Number of Migraine Attacks Treated 742 2540
Symptoms of Potentiaily Cardiac Origin
e Chest Sensations* 16% 57%
e Neck/Throa/Jaw Sensations* 13% 12.0%
®  Upper Limb Sensations* 2.0% 6.8%
Neurological
*  Head/Face Sensations* 3.7% 16.6%
o Diziness 3.7% 7.9%
e Headache 0.7% 3.4%
s Drowsiness 1.8% 2.9%
Gastrointestinal
e Nausea 5.9% 9.4%
e Hyposalivation 2.8% 3.3%
Musculoskeletal
s Muscle Atrophy Weakness & Tiredness NR 1.7%
Ear / Nose and Throat
o Throat & Tonsil Symptoms 0.3% 1.0%
Respiratory
o Breathing Disorders 0.8% 1.3%
Non-Site Specitic
e Sensations* (body region unspecified) 15.9% 39.0%
e [njection Site Reactions 10.4% 24.7%
e Limb Sensations* 15% 6.0%
e Malaise/Fatigue 2.3% 4.7%
e Sweating 1.1% 1.7%
*  Trunk Symptoms* 0.5% 1.4%

*The term “sensations’ encompasses adverse events described as pain &
discomfort, pressure, heaviness, constriction, tightness, heat/burning
sensation, paresthesia, numbness, tingling, and strange sensations.
NR = Not Reported

initial dose, the dose may be repeated after 1 hour. Not more than 12 mg (two
6mg injections) should be taken in any 24 hour period.

If a patient does not respond to the first dose of IMITREX" Injection, a second
dose should not be taken for the same attack, as it is unlikely to be of clinical
benefit. IMITREX" may be taken for subsequent attacks.

Administration during migraine aura prior to other symptoms occurring may
not prevent the development of a headache.

Patients should be advised to read the patient instruction leaflet regarding the
safe disposal of syringes and needles.

Nasal Spray:

The minimal effective singie adult dose of sumatriptan nasal spray is 5 mg. The
maximum recommended single dose is 20 mg.

If the migraine headache returns, or if a patient has a partial response to the
initial dose, the dose may be repeated after 2 hours. Not more than 40 mg
should be taken in any 24 hour period

It a patient does not respond to the first dose of IMITREX" Nasa! Spray, a
second dose should not be taken for the same attack, as it is uniikely to be of
clinical benefit. IMITREX® may be taken for subsequent attacks.
Placebo-controlled clinical trials revealed the following incidence of headache
relief, defined as a decrease in migraine severity from severe or moderate to
mild or no pain, within 2 hours after treatment with intranasal sumatriptan at
doses of 5, 10 or 20 mg (see Table 6 below).

TABLE 6. P ofp with headache relief at 2 hours

Study |Placebo (|:) Smg (n)[10mg (n)[20 mg (n)

Study 1s] 35% (40) |67%7 (42) | 67%7 (39) | 78%

(
Swdy2s] 42% (31) | %% (33) | 6% (%) | 7% (39)
[

Study3 | 5% (63) |49%v (122) | 46% (115) | 64%7 T (119)
Sudyd | 5% (51| - 3%7 (288) | 55%7 T (292)
Study | 32% (198) | 44% (297) | 54%v= (293) | 0% T (288)
Study 6] 35% (100) | - 54%7 (106) | 63%Y  [202)
Sudy 7+| 29% (12| - 3% (108) | 62%7  (215)

« Descriptions of odor or taste 18% 153% 20.2% 20.8%

*The term “sensations” encompasses adverse events described as pain &
discomfort, pressure, heaviness, constriction, tightness, heat/burning
sensation, paresthesia, numbness, tingling, and strange sensations.
“*Includes patients receiving up to 3 doses of 20 mg

IMITREX® is generally well tolerated. Most of the events were transient in nature
and resolved within 45 minutes of subcutaneaus administration and within 2
hours of oral or intranasal administration.

Ot the 3630 patients treated with {MITREX® Nasal Spray in clinical trials, there was
one report of a coronary vasospasm related to IMITREX® administration. Minor
disturbances of fiver function tests have occasionally been observed with
sumatriptan treatment. There is no evidence that clinically significant
abnormalities occurred more frequently with sumatriptan than with placebo.
Patients treated with IMITREX® rarely exhibit visual disorders like flickering and
diplopia. Additionally cases of nystagmus, scotoma and reduced vision have
been observed. Very rarely a transient loss of vision has been reported.
However, visual disorders may also occur during a migraine attack itself.
DOSAGE AND ADMINISTRATION

General:

IMITREX® (sumatriptan succinate/sumatriptan) is indicated for the
acute treatment of migraine headache with or without aura.
Sumatriptan should not be used prophylactically. Sumatriptan may
be given orally, subcutaneously or as a nasal spray. The safety of
treating an average of more than four headaches in a 30 day period
has not been established.

In selecting the appropriate formulation for individual patients, consideration
should be g|ven to the patient's preference for formulation and the patient's
requirement for rapid onset of relief. Significant relief begins about 10-15
minutes following subcutaneous injection, 15 minutes following intranasal
administration and 30 minutes following oral administration.

In addition to relieving the pain of migraine, sumatriptan (all formulations) has
also been shown to be effective in relieving associated symptoms of migraine
(nausea, vomiting, phonophobla photophobia). Sumatriptan is equally
effective when administered at any stage of a migraine attack. Long term (12-24
months) clinical studies with maximum recommended doses of sumatriptan
indicate that there is no evidence of the development of tachyphylaxis, or
medication-induced {rebound) headache.

Tablets:

The minimal effective single adult dose of IMITREX® Tablets is 25 mg. The
maximum recommended single dose is 100 mg.

The optimal dose is a single 50 mg tablet. However, depending on individual
patient’s needs and response to treatment, some patients may require 100 mg.
Clinical frials have shown that approximately 50 - 75% of patients have
headache relief within two hours after oral dosing with 100 mg, and that a
further 15 - 25% have headache relief by 4 hours. Comparator studies have
shown similar efficacy rates with the 50 mg and 100 mg tablets. There is
evidence that doses of 50 and 100 mg may provide greater effect than 25 mg.
If the migraine headache returns, or if a patient has a partial response to the
initial dose, the dose may be repeated after 2 hours. Not more than 200 mg
should be taken in any 24 hour period.

If a patient does not respond to the first dose of IMITREX® Tablets, a second dose
should not be taken for the same attack, as it is unlikely to be of clinical benefit.
IMITREX® may be taken to treat subsequent migraine attacks

The tablet should be swallowed whole with water, not crushed, chewed or split.
Hepatic Impairment: In patients with mild or moderate hepatic impairment,
plasma sumatriptan concentrations Up to two times those seen in healthy
subjects have been observed. Therefore, a 25 mg dose (single tablet) may be
considered in these patients (see PRECAUTiONS%. Sumatriptan should not be
administered to patients with severe hepatic impairment (see CONTRAINDI-
CATIONS)

Injection:

IMITREX® Injection should be injected subcutaneously (on the outside of the
thigh or in the upper arm) using an autoinjector.

The recommended adult dose of sumatriptan is a single 6 mg subcutaneous injection.
Clinical trials have shown that approximately 70-72% of patients have
headache relief within one hour after a single subcutanecus injection. This
number increases to 82% by 2 hours

If the migraine headache returns, or if a patient has a partial response to the
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Headache relief was defined as a decrease in headache severity from severe or
moderate to mild or none.

n= total number of patients who received treatment

« comparisons between sumatriptan doses not conducted

v p<0.05 versus placebo 1 p<0.05 versus lower sumatriptan doses
4p<0.05 vs 5 mg - not evaluated

As shown in the table above, optimal rates of headache relief were seen with the
20 mg dose. Single doses above 20 mg should not be used due to limited
safety data and lack of increased efficacy relative to the 20 mg single dose.
Within the range of 5-20 mg, an increase in dose was not associated with any
significant increase in the incidence or severity of adverse events other than
taste disturbance (See ADVERSE REACTIONS).

The nasal spray should be administered into one nostril enly. The device is a
ready to use single dose unit and must net be primed before administration.
Patients should be advised to read the patient instruction leaflet regarding the
use of the nasal spray device before administration.

AVAILABILITY OF DOSAGE FORMS

IMITREX® Tablets are available as pink 100 mg, white 50 mg, or white 25 mg
film-coated tablets in blister packs containing b tablets, Four blister packs are
placed in a carton.

IMITREX® Injection (6 mg; total volume = 0.5 mL) is available in pre-filled
syringes placed in a tamper-evident carrying case/disposal case. Two pre-filled
Syringes glus the IMITREX STATdose Pen™ autoinjector are packed in an
IMITREX STATdose System™ autoinjector kit. A refill pack is available containing
2 pre-filled syringes in a carton.

IMITREX® Injection is also available to physicians or hospitals in a single dose
vial (6 mg; total volume = 0.5mL). There are 5 vials per carton

IMITREX® Nasa! Spray 5 mg and 20 mg are each supplied in boxes of 6 nasal
spray devices (3 x 2 devices). Each unit dose spray supplies 5 and 20 mg
respectively.

Produc: Monograph available to physicians and pharmacists upon
reques!

Please contact GlaxoSm;thKIme Inc., 7333 Mississauga Road N., Mississauga,
Ontario LSN 6

IMITREX® is a reg|stered trademark, used under license by GlaxoSmithKline
Inc. ™The appearance, namely the colour, shape, and size of the IMITREX
Nasal Spray device and IMITREX STATdose System are trademarks, used
under license by GlaxoSmithKline Inc.

Date of preparation: January 17, 1992
Date of revision: February 14, 2003

References: 1. Product Monograph of "IMITREX™ (sumatriptan
succinate/sumatriptan); GlaxoSmithKline Inc. February 2003. 2.
Cady R, McNeal S, 0°Quinn S, Putman G. Effect of early intervention
with sumatriptan on migraine pain: Retrospective analyses of data
from three clinical trials. Clinical Therapeutics 2000;22(9):1035-1048.
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‘COPAXONE

glatiramer acetate injection

20 mg, single use vials and 20 mg/1.0 mL, pre-filled syringes for Subcutaneous injection
THERAPEUTIC CLASSIFICATION Immunomodulator

ACTION AND CLINICAL PHARMACOLOGY

COPAXONE® [glatiramer acetate for injection (formerly known as copolymer-1)] is a sterile, lyophilized mixture of
synthetic polypeptides containing four naturally occurring amino acids: L-glutamic acid, L-alanine, L-tyrosine and Llysine with an
average molar fraction of 0.141,0.427, 0.095 and 0.338, respectivﬁlfy.

The mechanismys) by which glatiramer acetate exerts its effect on Multiple Sclerosis (MS) is {are) not fully elucidated. However,
it is thought to act by modifying immune processes that are currently believed to be’ responsible for the
pathogenesis of MS. This hyFothesis is supported by findings of studies that have been carried out to explore the
pathogenesis of experimental allergic encephalomyelitis (EAE), a condition induced in animals that is generally accepted as an
experimental model of MS.

Studies in animals and in vitro systems suggest that upon its administration glatiramer acetate specific suppressor T cells are
induced and activated in the periphery.

Because the immunological profile of glatiramer acetate remains to be fully elucidated, concems exist about its potential to alter
naturally occurring immune responses {see PRECAUTIONS).

Pharmacokinetics: Results obtained in Ipharmacokinetic studies performed in humans (healthy volunteers) and animals
support the assumption that a substantial fraction of the therapeutic dose defivered to patients subcutaneously is hydrolyzed
locally. Nevertheless, larger fra?ments of glatiramer acetate can be recognized by glatiramer acetate reactive antibodies. Some
fraction of the injected material, either intact or partiallg hydrolyzed, is presumedv to enter the lymphatic circulation, enabling it
to reach regional lymph nodes, and some, may enter the systemic circulation intact.

Clinical Studies: The efficacy of COPAXONE® (?\Iﬂatiramer acetate for injection) was evaluated in two placebo-controlied
trials in patients with Relapsier:?-kemitting MS (RR-MS). In a third placebo-controlled study the effects of glatiramer acetate on
MRI parameters were assessed. In these studies, a dose of 20 mg/day was used. No othier dose or dosing regimen has been
studied in placebo-controlled trials of RR-MS.

The first trial was a pilot study Trial 1 (Trial BR-I) which was conducted at a single<center and was a double-blind, randomized,
matched-pair, parallel group placebo-controlled trial, Fifty patients with RR-MS were randomized to receive 20 mg/day
glatiramer acetate {n=25) or placebo (n=25) subcutaneously. The protocol-specified primary outcome measure was the
proportion of patients who were relapse free during the 2-year duration of the trial, but two additional relevant outcomes were
also specified as endpoints: frequency of attacks during the trial, and the chanlge in the number of attacks compared to the rate
of attacks in the 2 years prior to study entry. Results from this study (see Table 1) show that there was a statistically significant
effect of glatiramer acetate on number of relapses.

TABLE 1 - Trial BR-1: Efficacy Results

INDICATIONS AND CLINICAL USE

For use in ambulatory patients with Relapsing-Remitting Multiple Sclerosis to reduce the frequency of relapses.

The safety and efficacy of COPAXONE® in chronic progressive MS have not been established,

CONTRAINDICATIONS

COPAXONE® (glatiramer acetate for injection) is contraindicated in patients with known hypersensitivity to glatiramer acetate
or mannitol,

WARNINGS
The only recc route of administration of COPAXONE® {glatiramer acetate for injection) injection is the subcutaneous
route. COPAXONE® should not be administered by the intravenous route.

Symptoms of Potentially Cardiac Origin: Approximately 26% of COPAXONE® patients in the pre-marketing multicenter
controlled trial (compared to 10% of placebo patients) experienced at least one episode of what was described as transient
chest pain (sec ADVERSE REACTIONS: Chest Pain). While some of these episodes occurred in the context of the Immediate
Post-Injection Reaction (see ADVERSE REACTIONS: tmmediate Post-njection Reaction), many did not. The pathogenesis of
this symptom is unknown. Patients in controlled clinical trials were free of significant cardiovascular problems (New York Heart
Association Class | and 1) and thus the risks associated with COPAXONE® treatment for Multiple Sclerosis patients with
comorbid cardiovascular disease are unknown.

COPAXONE® has been associated with an Immediate Post-Injection Reaction consisting of a constellation of symptoms
appearing immediately after injection that could include flushing, chest pain, palpitations, anxiety, dyspnea, constriction of the
throat and urticaria (see ADVERSE REACTIONS: Immediate Post-Injection Reaction).

COPAXONE® has not been studied in patients with a history of severe anaphylactoid reactions, obstructive puimonary
disease or asthma, nor in patients under treatment for either of these two latter conditions. Particular caution is therefore advised
regarding the use of COPAXONE® in such patients.

Anaphylactoid reactions associated with the use of COPAXONE® have been reported in rare instances (<1/1000) during the
post-marketing period. Some cases required treatment with epinephrine and other appropriate medical treatment.
PRECAUTIONS

General: Patients should be instructed in aseptic reconstitution and self-injection techniques to assure the safe administration
of COPAXONE® (glatiramer acetate for injection) (see INFORMATION FOR THE PATIENT). The first injection should be
performed under the supervision of an appropriately qualified health care professional. Patient understanding and use of
aseptic seff-injection techniques and procedures should be periodically re-evaluated. Patients should be cautioned against the
re-use of needles or syringes and instructed in safe disposal procedures. A puncture-resistant container for disposal of used
needles and syringes should be used by the patient. Patients should be instructed on the safe disposal of full containers.
Considerations Involving the Use of a Product Capable of Modifying Immune Responses: COPAXONE® is an antigenic
substance and thus it is possible that detrimentat host responses can occur with its use. Whether COPAXONE® can alter
normal human immune responses, such as the recognition of foreign antigens is unknown. It is therefore possible that
treatment with COPAXONE® may undermine the body’s defenses against infections and tumor surveillance. Systematic
assessments of these risks have not been done. Continued alteration of cellular immunity due to chronic treatment with
glatiramer acetate might result in untoward effects.

Glatiramer acetate-reactive antibodies are formed in practically all patients exposed to daily treatment with the
recommended dose. Studies in both the rat and monkey have suggested that immune complexes are deposited in the renal
glomeruli. Furthermore, in a controlled clinical triaf of 125 RR-MS patients given glatiramer acetate 20 mg for 2 years, serum
IgG levels reached at least 3 times baseline values in 80% of patients by 3 months of initiation of treatment. By 12 months of
treatment, however, 30% of patients still had IgG levels at least 3 times baseline values, and 90% had levels above
baseline by 12 months. The antibodies are exclusively of the lgG subtype - and predominantly of the IgG-1 subtype. No IgE
type antibodies could be detected in any of the 94 sera tested. Nevertheless, anaphylaxis can be associated with the
administration of almost any foreign substance and, therefore, this risk cannot be excluded.

Hnd

Glatiramer acetate Placebo
n=25 n=25 p-Value
% Relapse Free Patients 14/25 (56%) 7125 (28%) 0.085
Mean Relapse Frequency 0.6/2 years 2.4/2 years 0.005
Reduction in Relapse Rate compared to pre-study 3.2 1.6 0.025
Median Time to First Relapse (days) >700 150 0.03
% of Progression-Free* Patients 20/25 (80%) 13/25 (52%)|  0.07

* The primary efficacy measure for Trial | was the proportion of patients who were relapse free during the 2 year duration
of the trial (% Relapse Free). Analyses were based on the intent-to-treat population.

* Progression defined as an increase of at least 1 point on the DSS that persists for at least 3 consecutive months.

Trial Il (01-9001) was a multicenter double-blind, randomized, placebo-controlled trial, Two hundred and fifty-one patients

with RR-MS were randomized to receive 20 mg/day glatiramer acetate (n=125) or pfacebo (n=126) subcutaneously. Patients

were diagnosed with RR-MS by standard criterl2, andhad at least 2 exacerbations during the 2 years immediately preceding

enrollment, Patients had a score of no more than 5 on the Kurtzke Expanded Disability Scale Score (EDSS), a

standard scale ranging from 0 (normal) to 10 (death due to MS). A score of 5 is defined as one at which a patient is still

ambutatory but for whom ful daily activities are impaired due to disability, a score of 6 is defined as one at which the patient

is still ambulatory but requires assistance and a score of 7 on this scale means that the patient requires a wheelchair.

Patients were seen every 3 months for 2 years, as well as within several days of a presumed exacerbation. In order for an

exacerbation to be confirmed, a blinded neurofogist had to document objective neurologic signs, as well as document the

existence of other criteria (e.g., the persistence of the lesion for at least 48 hours).

The protocol-specified primary outcome measure was the mean number of relapses during treatment. Table 2 shows results of

the analysis of primary as well as several secondary outcome measures at two years based on the intent-to-treat population.

TABLE 2 - Core (24-month) Double-Blind Study: Effect on Relapse Rate

OQutcome Trial II'

Glatiramer acetate Placebo
n=125 n=126 p-Value
Mean No, of Relapses/2 years® 1.19 1.68 0.055
% Relapse Free Patients 42/125 (34%) 34/126 (27%) 0.25
Median Time to First Relapse (days) 287 198 0.23
% of Patients Progression Freet 98/125 (78%) 95/126 (75%) 0.48
Mean Change in EDSS -0.05 +0.21 0.023

* The primary efficacy measure for Trial Il was the number of relapses during treatment, Analyses were based on the
intent-to-treat population.

® Baseline adjusted mean.

« Progression defined as an increase of at least 1 point on the EDSS that persists for at least 3 consecutive months.

The effects of glatiramer acetate on relapse severity were not evaluated in either trial.

Both studies showed a beneficial effect of glatiramer acetate on relapse rate, and on this basis glatiramer acetate is

considered effective,

The third study (9003) was a multi-national, multi-center, MRI-monitored study. A total of 239 patients with RR-MS (119 on

g}l]atiramer acetate and 120 on placebo) were randomized. Inciusion criteria were similar to those in Trial I (Study 01-9001) with

the additional criteria that gatnems had to have at least one Gd-enhancing lesion on the screening MRI. The patients were

treated initially in a double-blind manner for nine months, during which they underwent monthly MRI scanning. The primary

endpoint for t{le double-blind phase was the total cumulative number of T1 a&-enhancin lesions aver nine months. Other MRI

parameters were assessed as secondary endpoints, Table 3 summarizes the results for the Farameters monitored during the

nine-month double-blind phase for the intent-to-treat cohort. Because the link between MRI findings and the clinical status of

patients is contentious, the prognostic value of the foliowing statistically significant findings is unknown.

TABLE 3 ~ Nine-Month Double-Blind Phase: MR! Endpoints - Results

Preclinical studies to assess the carcinogenic potential of glatiramer acetate in mice and rats do not suggest anz evidence of
carcinogenic potential related to glatiramer acetate administered subcutaneously at dose levels of up to 30 mg/kg/day in rats
and 60 mg/kg/day in mice (see TOXICOLOGY: Carcinogenicity). The relevance of these findings for humans is unknown
(see PRECAUTIONS: Considerations Involving the Use of a Product Capable of Modifying Immune Responses).

Drug Interactions: Interactions between COPAXONE® and other drugs have not been fully evaluated. Results from existing
clinical trials do not suggest any significant interactions of COPAXONE® with therapies commonly used in MS patients. This
includes the concurrent use of corticosteroids for up to 28 days. COPAXONE® has not been formally evaluated in
combination with Interferon beta. However, 246 patients who failed on or who did not tolerate therapy with Interferon beta
and were later treated with COPAXONE® within the framework of an open clinical trial did not report any serious or
unexpected adverse events thought to be related to treatment.

Use in Pregnancy: There are no adequate and well-controlled studies in pregnant women. No evidence of reproductive
toxicity was observed in preciinical studies (see TOXICOLOGY: Reproduction and Teratology). Because animal reproduction
studies are not always predictive of human response, this drug should be used during pregnancy only if clearly needed. During
pre-marketing clinical trials with COPAXONE®, seven women conceived while being treated with the active drug. One case was
lost to follow-up. Three of the patients electively discontinued pregnancy. Three patients stopped treatment 1, 1.5 and 2
months after learning they were pregnant; all defivered healthy babies.

Nursing Mothers: It is not known whether this drug is excreted in human milk. Because many drugs are excreted in human
milk, treating a nursing woman with COPAXONE® should only be considered after careful risk/benefit assessment and be used
with caution.

Use in Children: The safety and effectiveness of COPAXONE® have not been established in individuals below 18 years of age.
Use in the Elderly: COPAXONE® has not been studied in the elderly (>65 years old).

Use in Patients with Impaired Renal Function: The pharmacokinetics of COPAXONE® in patients with impaired renal
function have not been determined.

ADVERSE REACTIONS

In the pre-marketing clinical trials, approximately 900 individuals have received at least one dose of COPAXONE® (glatiramer
acetate for injection) in controlled and uncontrolled clinical trials. Total patient exposure to COPAXONE® in clinical trials ranged
from 6 months (693 patients) to 2 years (306 patients), and to over 7 years (69 patients) at a daily dose of 20 mg.

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

Of a total of 844 patients who could be evaluated for safety, approximately 8% discontinued treatment due to an adverse event,
The adverse events most commonly associated with discontinuation were: injection site reaction (6.5%),
vasodilation, unintended pregnancy, depression, dyspnea, urticaria, tachycardia, dizziness and tremor. Treatment
discontinuation due to a serious adverse event considered by investigators to be related to COPAXONE® treatment included a
case of life-threatening serum sickness.

Immediate Post-Injection Reaction: Approximately 10% of Multiple Sclerosis patients exposed to COPAXONE® in
pre-marketing studies reported a post-injection reaction immediately following subcutaneous injection of COPAXONE?,
Symptoms experienced could include flushing, chest pain, palpitations, anxiety, dyspnea, constriction of the throat and
urticaria. These symptoms were invariably transient, self-limited, did not require specific treatment and in general, arose
several months after initiation of treatment, although they may occur earlier in the course of treatment. A given patient may
experience one or several episodes of these symptoms during treatment with COPAXONE®. Whether tgese episodes are
mediated by an immunologic or non-mmunologic mechanism, and whether several similar episodes seen in a given patient
have identical mechanisms is unknown. In fact, whether or not this constellation of symptoms actually represents a
specific syndrome is unknown. During the post-marketing period, there have been reports of patients with similar
symptoms who received emergency medical care {see WARNINGS).

Chest Pain: Approximately 26% of glatiramer acetate patients in the multicenter pre-marketing controlled triai (compared to
10% of placebo patients) experienced at least one episode of what was described as transient chest pain, While some of these
episodes occurred in the context of the Immediate Post-Injection Reaction described above, many did not. The temporal
relationship of the chest pain to an injection of glatiramer acetate was not always known, although the pain was transient
(usually lasting only a few minutes), often unassociated with other symptoms, and appeared to have no important clinical
sequelae. Some patients experienced more than one such episode, and episodes usually began at least 1 month after the
initiation of treatment. The pathogenesis of this symptom is unknown. There has been only one episode of chest pain during
which a full ECG was performed; the ECG showed no evidence of ischemia. Patients in clinical trials were free of significant
cardiovascular disease (New York Heart Association Class | or Il); therefore, the risks associated with glatiramer acetate
treatment for Multiple Sclerosis patients with comorbid cardiovascular disease are unknown (see WARNINGS: Symptoms of

ially Cardiac Qrigin).
Table 4 lists the adverse experiences after up to 35 months of treatment (>27-33 months: COPAXONE®, n=84; Placebo,
n=75; >33 months: COPAXONE?, n=12; Placebo, n=24) in the eJ)re-marketing multicenter placebo-controlled study
(Triad Iy in relapsing-remitting Multiple Sclerosis patients that occurred at an incidence of at least 2% among patients who
received COPAXONE® and at an incidence that was at least 2% more than that observed in the same trial for placebo patients
regardless of their causal relationship to treatment. No laboratory adverse experiences that met these criteria

It should be noted that the figures cited in Table 4 cannot be used to predict the incidence of side effects during the course of

Outcome Glatiramer Placebo
acetate n=113 n=115 p-Value

Primary Endpoint

1. | Medians of the Cumulative Number of T1 12 17 0.0037
Gd-Enhancing Lesions

Secondary Endpolnts

2. | Medians of the Cumulative Number of New T1 9 14 0.0347
Gd-Enhanicing Lesions

3. | Medians of the Cumulative Number of New T2 Lesions 5 8 0.01

4. | Medians of the Cumulative Change from Baseline 0.309 0 0.0248
in volumes (mL) of T1 Gd-Enhancing Lesions

5. | Medians of the Cumulative Change from Baseline 8852 13.566 0.0229
in volumes (mL) of T2 Lesions

6. | Medians of the Cumulative Change from Baseline 1.642 1.829 0.7311 were reported.
in volumes (mL) of T1 Hypointense Lesions

7. | Proportion of T1 Gd-Enhancing Lesion-Free Patients 46.4% 322% 0.0653

The mean number of relapses in this 9-month study was 0.50 for the COPAXONE® group and 0.77 for the placebo group (p=0.0077).
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usual medical practice, where patient characteristics and other factors differ from those that prevailed in the clinical
trials, However, the cited figures do provide the prescribing physician with some basis for estimating the relative contribution
of drug and non-drug factors to the adverse event incidence rate in the population studied.
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TABLE 4
Pre-marketing Controlled Trial in Patients with Multiple Sclerosis
Adverse Experiences > 2% Incidence and > 2% Above Placebo

Respiratory: frequent: Hyperventilation, hay-fever. Infrequent: Asthma, pneumonia, epistaxis, hypoventilation, and voice
alteration. Skin and Appendages: frequent: Eczema, herpes zoster, pustular rash, skin atrthy and warts. Infrequent: Dry skin,
skin hypertrophy, dermatitis, furunculosis, psoriasis, angioedema, contact dermatitis, erythema nodosum, fungal dermatitis,
maculopapular rash, pit\;/mentation, benign skin neoplasm, skin carcinoma, skin striae, and vesiculobulious rash,
Special Senses: frequent: Visuat field defect. Infrequent: Dry eyes, otitis externa, ptosis, cataract, corneal ulcer, mydriasis, optic
neuritis, Fhotophobia, and taste loss. Uro‘?enitalz Frequent: Amenorrhea, hematuria, impotence, menarrhagia, suspicious
laou smear, urinary frequency and vaginal hemorrhage. Infrequent: Vaginitis, flank pain (kidney), abortion, breast

engorgement, breast enlargement, breast pain, carcinoma cervix in situ, fibrocystic breast, kidney calculus, nocturia, ovarian
cyst, priapism, pyelonephritis, abnormal sexual function, and urethritis,

dverse Events Reported Post-Marketing and Not Previously Noted In Clinlcal Trials
Post-marketing experience has shown an adverse evertt profile similar to that presented above. Reports of adverse reactions
oceurring under treatment with COPAXONE® (gr:atiramer acetate for injection) not mentioned above, that have been
received since market introduction and that may have or not have causal relationship to the drug include the following:
Body as a whole: Sepsis, LE syndrome, h(drocephalus, enlarged abdomen, injection site hypersensitivity, allergic reaction,
anaphylactoid reaction, bacterial infection, fever, infection. Carcﬂovascular: Thrombosis, peripheral vascular disease, pericardial
effusion, myocardial infarct, deep thrombophlebitis, coronary occlusion, congestive heart failure, cardiomyopathy
cardiomeggaly, arthythmia, angina pectoris, tachycardia. Digestive: Tongue edema, stomach ulcer hemorrhage, liver function
abnormalty, liver damage, hepatitis, eructation, cirrhosis of the liver, cholelithiasis, diarrhea, gastrointestinal disorder.
Hemic and Lymphatic: Thrombocytopenia, lymphoma-like reaction, acute leukemia. Metabolic and Nutritional:
Hypercholesteremia, Musculoskeletal: Rheumatoid arthritis, generalized spasm. Nervous: Myelitis, meningitis, CNS neoplasm,
cerebrovascular accident, brain edema, abnormal dreams, aphasia, convulsion, neuralgia, anxiety, foof drop, nervausness,
speech disorder, vertigo. Respiratory: Pulmonary embolus, pleural effusion, carcinoma of fung, hay fever, laryngismus. Skin and
Appenda%es: Herpes simplex, pruritis, rash, urticaria, Special Senses: Glaucomna, blindness, visual field defect. Urogenital:
Ur(:igenita neoplasm, urine abnormality, ovarian carcinoma, nephrosis, kidney failure, breast carcinoma,
bladder carcinoma, urinary frequency.
SYMPTOMS AND TREATMENT OF OVERDOSAGE
Qverdose with COPAXONE® has been reported in three patients. One patient injected four doses (80 mg total) of COPAXONE®
at once. No sequelae were noted. Two other patients, a 28-year old male and a 37-year old female, were given 3 inLections of
20 mg of COPAXONE® at one half hour intervals by error. Neither patient evidenced any change in blood pressure, heart rate,
or temperature. Telephone follow-up severat hours later produced no report of adverse experiences from either patient.
DOSAGE AND ADMINISTRATION
COPAXONE® should only be prescribed by (or following consultation with) clinicians who are experienced in the diagnosis and man-
aﬂement of Multiple Sclerosss.
The recommended dose of COPAXONE® (glatiramer acetate for injection or glatiramer acetate injection) for the treatment of
relapsing-remitting MS is a daily injection of 20 mg given subcutaneousty.
Instructions for Use: To reconstitute lyophilized COPAXONE?® for irgection, use a sterile syringe and ada;)ter to transfer 1.1 mL
of the diluent supplied, Sterile Water for Injection, into the COPAXONE® vial. Gently swirl the vial of COPAXONE® and let stand
at room temperature until the solid material is completely dissolved. Inspect the reconstituted product visually and discard or
return the product to the pharmacist before use If it contains particulate matter. Use within 8 hours after reconstitution.
Withdraw 1.0 mL of the solution into a sterile syringe. Remove the adapter, connect a 27-gauge needle and inject the solution
subcutaneously. Sites for self-injection include arms, stomach (abdomen), buttocks, and thighs. A vial is suitable for single use
rtions should be discarded (see INFORMATION FOR THE PATIENT: Reconstituted product).
For the pre-illed syringe of COPAXONE®, please see the INFORMATION FOR THE PATIENT: pre-filled syringe for
instructions on the preparation and injection of COPAXONE®.
PHARMACEUTICAL INFORMATION
Drug Substance:
Glatiramer acetate
Glatiramer acetate is the acetate salt of synthetic polypeptides.
Glatiramer acetate is prepared by chemically reacting the activated derivatives of four amino acids:
L-glutamic acid (L-Glu), L-alanine (L-Ala), L-tyrosine (L-Tyr), and L-lysine (L-Lys) in a specified ratio. The
molar fraction of each amino acid residue Tanges as follows: L-Glu 0.129-0.153, L-Ala 0.392-0.462,
L-Trr 0.086-0.100 and L-Lys 0.300-0.374.
Structural Formula: Poly[L-Glu"", L-Ala™*, L-Tyr*", L-Lys*]enCH,CO.H (n=15-24)
Molecular Weight: The avera?e molecular weiﬁht of the polypeptide is between 4,700 and 11,000 daltons, with at least 68

wrcent of the material within the range of 2,500 to 22,500 daltons.

hite to slightl¥ yellowish lyophilized material.
Solubility: Sﬁarinﬁly soluble in water, insoluble in acetone.

H: The pH of a 0.5% wiv solution of glatiramer acetate in water is in the range of 5.5-8.0.
Composition: COPAXONE® (glatiramer acetate for injection) is a sterile, lyophilized drug product, intended for subcutaneous
injection following reconstitution with Sterile Water for Injection. Each vial of lyophilized drug product contains 20 mg
i acetate, plus a 2 mg overage to allow for losses in reconstitution and transfer, and 40 mg mannitol, Each vial of Sterile

Chemical Name:

Adverse Experience Papanicol
Bode/ as a Whole
/{\s}e’f\iqn Site Pain
thenia : .
Injection Site Erythema 73 584 17 13.5
Injection Site Pruritus 48 384 5 4.0
Flu syndrome 38 304 34 27.0
Injeﬁtion Site inflammation 35 28.0 9 72.1
Back pain 33 264 28 222
Chestppain 33 26.4 13 103
Injection Site Mass 33 26.4 10 79
Injection Site induration 25 20.0 1 0.8
Injection Site Welt 19 15.2 5 4.0
Neck pain 16 12.8 9 7.1
Face Edema " 8.8 2 16
Injection Site Urticaria 9 7.2 0 0
Ing]ection Site Hemorrhage 8 6.4 4 3.2
((; ilis 5 40 1 0.2
st 5 40 1 0.
Inyjection Site Reaction 4 32 1 0.8
Injection Site Atrophy 3 24 0 0
Abscess 3 24 0 0
Cardiovascular
Vasodilatation 34 27.2 14 1.1
Palpitation 14 1.2 [ 48
Migraine 9 72 5 40
Syncope 8 6.4 4 3.2
Digestive
gNausea 29 232 2 175
Vomiting 13 104 7 5.6
Anorexia 6 48 3 2.4
Gastroenteritis 6 48 2 16
Oral Moniliasis 3 24 0 0
Tooth Caries 3 24 [} 9
Hemic and Lymphatic only; unused
Lymphadenopathy 23 184 12 9.5
Ecchymosis 15 120 12 9.5
Metabolic and Nutritional
Peripheral Edema 14 n.2 7 5.6 P Name:
V\[/nght gain 7 5.6 ¢ 0 roper Name:
Edema 5 40 1 0.8 lave
Musculo-Skefetal Description:
Arthralgia 31 248 22 17.5
Nervous System
Hypertonia 44 35.2 37 29.4
Tremor 14 1.2 7 5.6
égit?tion 7 5.6 4 3.§
onfusion 5 4.0 1 0. . "
Nystagmus 5 40 2 16 Phi/smal Form:
Respiratol
Khiniti? 2 23.2 26 20.6
Dyspnea 23 184 8 6.4
Bronchitis 18 144 12 9.5
Skin and Appendages
Sweating 15 120 10 79
Erythema 8 6.4 4 3.2
Skin Disorder 5 4.0 2 1.6
Skin Nodute 4 32 1 08
Wart 3 24 0 0
Special Senses
Ear Pain 15 12.0 12 9.5
Eye Disorder 8 6.4 1 0.8
Urogenital System
Urinary Urgency 20 16.0 17 13.5
Vaginal Moniliasis 16 128 9 7.1
Dysmenorrhea 12 9.6 9 7.1
Unintended Pregnancy 4 32 0 0
Impotence 3 24 0 0

Other events which occurred in at least 2% of patients but were present at equal or greater rates in the placebo group included:
Body as a whole: Headache, injection site ecchymosis, accidental injury, abdominal pain, allergic rhinitis and malaise.
Digestive System: Dyspepsia, constipation, dysrha i, fecal incontinence, flatulence, nausea and vomiting, gastritis, gingivitis,
periodontal abscess, and dry mouth. Musculo-Skeletal: Myasthenia and myalgia. Nervous System: Diziness, hypesthesia,
faresthesia, insomnia, depression, dysesthesia, incoordination, somnolence, abnormal gait, amnesia, emotional lability,
hermitte’s sign, abnormal thinking, twitching, euphoria, and sleep disorder. Respiratory System: Pharyngitis, sinusitis,
increased cough and laryngitis. Skin and Appendages: Acne, alopecia, and nail disorder. Special Senses: Abnormal vision,
diplopia, amblyopia, eye pain, conjunctivitis, tinnitus, taste perversion, and deafness. Urogenital System: Urinary tract infec-
tion, urinary frequency, urinary incontinence, urinary retention, dysuria, cystitis, metrorrhagia, breast pain, and vaginitis.
Data on adverse events occurring in the controlled clinical trials were analyzed to evaluate gender related differences. No
clinically significant differences were identified. In these clinical trials 92% of patients were Caucasian, which is representative
of the population of patients with Multiple Sclerosis. In addition, the vast majority of patients treated with COPAXONE® were
between the ages of 18 and 45. Consequently, inadequate data are available to perform an analysis of the incidence of
adverse events related to clinically relevant age subgroups.
Laboratory analyses were performed on all patients participating in the clinical program for COPAXONE®, Clinically significant
changes in laboratory values for hematology, chemistry, and urinalysis were similar for both COPAXONE® and placebo groups
in blinded clinical trials. No patient receiving COPAXONE® withdrew from any trial due to abnormal laboratory findings.
Other Adverse Events Observed During All Clinical Trials
COPAXONE® has been administered to approximately 900 individuals during clinical trials, only some of which were placebo-
controlled. During these trials, all adverse events were recorded by clinical investigators using terminology of their own
choosin(?. To provide a meaningful estimate of the proportion of individuals having adverse events, similar types of events were
grouped into a smaller number of standardized categories using COSTART Il dictionary terminology. All reported events that
occurred at least twice and potentially important events occurring once, are included except those already fisted in the previous
table, those too general to be informative, trivial events, and other events which occurred in at least 2% of treated patients and
were present at equal or greater rates in the placebo group.
Events are further classified within body system categories and enumerated in order of decreasing frequency using the
following definitions: Frequent adverse events are defined as those occurring in at least 1/100 patients; infrequent adverse
events are those occurring in 1/100 to 1/1000 patients. Body as a whole: Frequent: Injection site edema, injection site atro-
phy, abscess and injection site hyp itivity. : Injection site h , injection site fibrosis, moon face, celluli-
tis, generalized edema, hernia, injection site abscess, serum sickness, suicide attempt, injection site hypertrophy, injection
site‘melanosis, lipoma and photosensitivitﬁ/ reaction. Cardiovascular: Frequent: Hypertension. Infrequent: Hypotension,
midsystolic click, systolic murmur, atrial ibrillation, bradycardia, fourth heart sound, postural hypotension and varicose veins.
Digestive: Infrequent: Dry mouth, stomatitis, burning sensation on tongue, cholecystitis, colitis, esophageat ulcer, esophagitis,
gastrointestinal carcinoma, gum hemorrhage, hepatomegaly, increased appetite, melena, mouth ulceration, pancreas disorder,
pancreatitis, rectal hemnorthage, tenesmus, tongue discolouration and duodenal ulcer, Endocrine: Infrequent: Goiter, hyper-
thyroidism, and hypothyroidism. Gastrointestinal: Frequent: Bowel urgency, oral moniliasis, salivary gland enlargement, tooth
caries, and ulcerative stomatitis. Hemic and Lymphatic: Infrequent: Leukopenia, anemia, cyanosis, eosinophilia, hemateme-
sis, lymphedema, pancytopenia, and s%lenomegﬂy. Metabolic and Nutritional: Infrequent: Weight loss, aicohol intolerance,
Cushing's syndrome, gout, abnormal healing, and xanthoma. Musculoskeletal: infrequent: Arthritis, muscle atrophy, bone
pain, bursitis, kidney pain, muscle disorder, myopathy, osteomzelitis, tendon pain, and tenosynovitis. Nervous: Frequent:
Abnormal dreams, emotional lability, and stupor. Infrequent: Aphasia, ataxia, convulsion, circumoral paresthesia, deperson-
alization, hallucinations, hostility, hypokinesia, coma, concentration disorder, facial paralysis, decreased libido, manic reac-
tion, memory impairment, myoclonus, neuralgia, paranoid reaction, paraplegia, psychotic depression and transient stupor.
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Water for Injection contains 1.1 mL of Sterile Water for Injection plus a 0.35 ml overage to allow for losses in
reconstitution and transfer.

COPAXONE* (glatiramer acetate injection) is a single-use 20 mg/1.0 mL pre-illed syringe containing a sterile solution equivalent
with the COPAXONE® reconstituted solution (i.e., 20 mg/mL glatiramer acetate and 40 mg mannitol in sterile water for injection).
Stability and Storage Rec fons: Vials of tyophilized COPAXONE® should be stored ynder refrigesation (2° - 8°C).
COPAXONE® may also be stored at room temperature (15° - 30°C) for up to 14 days. The vials of diluent (Sterile Water for
Injection) should be stored at room temperature.

The pre-filled syringes of COPAXONE® should be refrigerated immediately upon receipt (between 2° - 8°C), DO NOT
FREEZE. If you cannot have refrigerator storage, pre-filled syringes of COPAXONE® can be stored at room temperature
(15°- 30"C{for up to one week. Do not store pre-filled syringes at room temperature for longer than one week. Note: this
drug is light sensitive, do not expose to light when not injecting. Each pre-filled syringe is for sinqle use only.
Reconstituted Solutions: To reconstitute lyophilized COPAXONE®, prior to injection, use a sterile syringe and adapter to
transfer the diluent supplied, Sterile Water for injection, into the COIEAXONE@ vial. Gently swirl the vial of COPAXONE® and
let stand at room temperature until the solid material is completely dissolved. Inspect the reconstituted product visually and
discard or retumn the groduct to the pharmacist if it contains particulate matter. Soon after the product is completely
dissolved, withdraw 1.0 mL of the solution into a sterile syringe, Remove the adapter, connect a 27-gauge needle and inject
the solution subcutaneously. A vial is suitable for single use only; unused portions should be discarded. The reconstituted
sofution should not be left {on jer than 8 hours at room temperature.

Parenteral Products: COPAXONE® should be reconstituted only with the provided diluent, Sterile Water for Injection.

Vial Size Volume of Diluent Volume to be Nominal
to be Added Injected Concentration per mL
2mL 11mL 1.0mL 20 mg

AVAILABILITY OF DOSAGE FORMS

COPAXONE® (glatiramer acetate for injection) is supplied as a 20 mg dose of sterile lyophilized glatiramer acetate with
mannitol, packaged in single use 2 mL amber vials. A separate vial, containing 1.1 mL of diluent (Sterile Water for Injection)
plus 0.35 mL of overage of diluent is included in the Self Injection Administration Package for each vial of drug. COPAXONE®
(%Iﬂtiramer acetate for injection) is available in packs of 32 amber vials of sterile lyophilized material for subcutaneous injection.
The diluent (Sterile Water for Injection) for COPAXONE® is supplied in packs of 32 clear vials and is located in the Self Injection
Administration Package.

COPAXONE® (gl;tiramer acetate injection) is a single-use 20 mg/1.0 mL pre-filled syringe containing a sterile solution equivaient
with the COPAXONE® reconstituted solution (e, 20 mgfmL glatiramer acetate and 40 mg mannitol in sterile water for
injection). COPAXONE® (glatiramer acetate injection) is available in packs of 30 single-use 20 mg/1.0 mL pre-filled glass syringes
with 33 alcohol preps (swabs).
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ramipril

PHARMACOLOGIC CLASSIFICATION:
Angiotensin Converting Enzyme Inhibitor

ACTION AND CLINICAL PHARMACOLOGY
ALTACE (ramipril) is an angiotensin converting enzyme (ACE) inhibitor, which is
used in the treatment of essential hypertension, and following acute myocardial
infarction in stabilized patients with clinically confirmed heart failure.
Following oral administration, ALTACE is rapidly hydrolyzed to ramiprilat, its
principal active metabolite.
Angiotensin-converting enzyme yzes the of angiotensin | to
the vasoconstrictor substance, angiotensin Il. Angiotensin 1l also stimulates
aldosterone secretion by the adrenal cortex. Inhibition of ACE activity leads
to decreased levels of angiotensin Il thereby resuiting in decreased
iction and | e secretion. The latter decrease
may result in a small increase in serum potassium (see PRECAUTIONS).
Decreased levels of angiotensin f and the accompanying lack of negative
feedback on renal renin secretion result in increases in plasma renin activity.
AGE is identical to kininase II. Thus, ramipril may also block the degradation
of the vasodepressor peptide bradykinin, which may contribute to its
therapeutic effect.
Pharmacokinetics and Metabolism
Following oral administration, ramipril is rapidly absorbed with peak plasma
concentrations occurring within 1 hour. The extent of absorption of ramipril
is 50-60% and is not significantly altered by the presence of food in the
gastrointestinal tract, although the rate of absorption is reduced. Following
absorption, ramipril is rapidiy hydrolyzed in the liver to its active metabolite,
ramiprilat. Peak plasma concentrations of ramiprilat are reached 2-4 hours
after drug intake. The serum protein binding of ramipril is about 73% and that
of ramiprilat is 56%.
Ramipri! is almost completely metabolized to the active metabolite
ramiprilat, and to the diketopiperazine ester, the diketopiperazine acid, and
the glucuronides of ramipril and ramiprilat, all of which are inactive. After
oral administration of ALTACE, about 60% of the parent drug and its
metabolites is excreted in the urine, and about 40% is found in the feces.
Drug recovered in the feces may represent both biliary excretion of
metabolites and/or unabsorbed drug. Less than 2% of the administered dose
is recovered in urine as unchanged ramipril.
Plasma congentrations of ramipril and ramiprilat increase with increased
dose, but are not strictly dose-proportional. The 24-hour AUC for ramiprilat,
however, is dose-proportional over the recommended dose range. The
absolute bioavailabilities of ramipril and ramiprilat were 28% and 44%
respectively when 5 mg of oral ramipril was compared to 5 mg given
intravenously.
Plasma concentrations of ramiprilat decline in a triphasic manner. The initial
rapid decline, which represents distribution of the drug, has a half-life of
2-4 hours. Because of its potent binding to ACE and slow dissociation from
the enzyme, ramiprilat shows two elimination phases. The apparent
elimination phase has a half-life of 9-18 hours, and the terminal elimination
phase has a prolonged half-life of >50 hours. After multiple daily doses of
ramipril 5-10 mg, the half-tife of ramiprilat concentrations was 13-17 hours,
but was considerably prolonged at 2.5 mg (27-36 hours).
After once daily dosing, steady state plasma concentrations of ramiprilat are
reached by the fourth dose. Steady-state concentrations of ramiprilat are higher
than those seen after the first dose of ALTACE especially at low doses (2.5 mg).
The urinary excretion of ramipril, ramiprilat, and their metabolites is reduced
in patients with impaired renal function. In patients with creatinine clearance
<40 mL/min/1.73 m?, increases in Cy,,, and AUC of ramipril and ramiprilat
compared to normal subjects were observed following multiple dosing with
5 mg ramipril (see DOSAGE AND ADMINISTRATION).
In patients with impaired liver function, plasma ramipril levels increased
about 3-fold, aithough peak concentrations of ramiprilat in these patients were
not different from those seen in patients with normal hepatic function.
A single dose pharmacokinetic study conducted in a limited number of
elderly patients indicated that peak ramiprilat levels and the AUC for
ramiprilat are higher in older patients (see PRECAUTIONS).
Pharmacodynamics
Administration of ALTACE to patients with mild to moderate essential
hypertension results in a reduction of both supine and standing blood
pressure usually with little or no orthostatic change or change in heart rate.
atic postural hyp ion is infrequent, although this may occur in
patients who are salt- and/or volume-depleted (see WARNINGS).
In single dose studies, doses of 5-20 mg of ALTACE lowered blood
pressure within 1-2 hours, with peak reductions achieved 3-6 hours after
dosing. At recommended doses given once daily, antihypertensive effects
have persisted over 24 hours.
The effectiveness of ALTACE appears to be similar in the elderly {over
65 years of age) and younger adult patients given the same daily doses.
In studies comparing the same daily dose of ALTACE given as a single
morning dose or as a twice daily dose, blood pressure reductions at the time
of morning trough blood levels were greater with the divided regimen.
While the mechanism through which ALTACE lowers blood pressure appears
to result primarily from suppression of the renin-angiotensin-aldosterone
system, ALTACE has an anti-hypertensive effect even in patients with low-
renin hypertension.
The antihypertensive effect of angiotensin-converting enzyme inhibitors is
generally lower in black patients than in non-blacks.
The antihypertensive effect of ALTACE and thiazide diuretics used
concurrently is greater than that seen with either agent used alone.
Abrupt withdrawal of ALTACE has not resulted in rapid increase in blood pressure.
The effects of ramipril were assessed in patients who were at high risk for
cardiovascular events, but did not have left ventricular dysfunction or heart

failure. Heart Quicome Prevention Evaluation (HOPE) study included 9,297
patients older than 55 years of age with a history of coronary artery disease,
stroke, peripheral vascular disease or diabetes mellitus plus at least one
additional cardiovascular risk factor (hypertension, elevated total cholesterol
levels, low high-density lipoprotein cholesterol levels, cigarette smoking, or
documented microalbuminuria). Patients were excluded if they had heart
failure, low ejection fraction (<0.40), were taking an angiotensin converting
enzyme inhibitor or vitamin E, had uncontrolled hypertension or overt
nephropathy, or had had a myocardial infarction or stroke within four weeks
before the study began. The patients were randomly assigned to receive
ramipril 10 mg once daity or matching placebo for a mean of five years.
Due to the positive outcome the study was terminated prematurely by an
independent monitoring board. The primary end point, the composite of
death from cardiovascular causes, myocardial infarction and stroke was
reached by a total of 651 ramipril treated patients (14%), as compared to
826 placebo treated patients (17.8%) (relative risk, 0.78; p<0.001). When
analyzed separately, the rates of individual component of the composite
primary outcome in patients treated with ramipril and placebo were as
follows: death from cardiovascular causes 6.1% vs. 8.1% (RR 0.74,
p<0.001), myocardial infarction 9.9% vs. 12.3% (RR 0.80, p<0.001) and
stroke 3.4% vs. 4.9% of patients (RR 0.68, p<0.001), respectively.
Permanent discontinuation of treatment occurred in 28.9% of the ramipril
treated patients versus 27.3% of placebo treated patients. The reasons for
stopping the treatment, where the incidence was greater in the ramipril than
in the placebo group, were cough {ramipril 7.3%, placebo 1.8%),
hypotension/dizziness (ramipril 1.9%, placebo 1.5%) and edema (ramiprit
0.4%, placebo 0.2%).

INDICATIONS AND CLINICAL USE: Essential Hypertension. Treatment
of essential hypertension. It may be used alone or in association with
thiazide diuretics.

ALTACE should normally be used in patients in whom treatment with a
diuretic or a beta-blocker was found ineffective or has been associated with
unacceptable adverse effects.

ALTAGE can also be tried as an initial agent in those patients in whom use of
diuretics and/or beta-biockers are contraindicated or in patients with medical
conditions in which these drugs frequently cause serious adverse effects.
The safety and eificacy of ALTACE in renovascular hypertension have not
been established and therefore, its use in this condition is not
recommended.

The safety and efficacy of concurrent use of ALTACE with antihypertensive
agents other than thiazide diuretics have not been established.

Ireatment Following Acute Myocardial Infarction

ALTACE is indicated folfowing acute myocardial infarction in clinically
stable patients with signs of left ventricular dysfunction to improve survival
and reduce hospitalizations for heart failure.

Sufficient experience in the treatment of patients with severe (NYHA class IV)
heart failure i i after my jal ir ion is not yet avai (See
WARNINGS — Hypotension.)

MANAGEMENT OF PATIENTS AT INCREASED RISK OF CARDIO-
VASCULAR EVENTS: ALTACE may be used to reduce the risk of myocardial
infarction, stroke or cardiovascular death in patients over 55 years of age
who are at high risk of cardiovascular events because of a history of
coronary artery disease, stroke, peripheral artery disease, or diabetes that is
accompanied by at least one other cardiovascular risk factor such as
hypertension, elevated total cholesterol levels, low high density lipoprotein
levels, cigarette smoking, or documented microalbuminuria.

The incidence of the primary outcome (composite of myocardial infarction,
stroke and death from cardiovascular causes) was reduced from 17.8% in
the placebo-treated group to 14.0% in the ramipril-treated group (see
ACTION AND CLINICAL PHARMACOLOGY).

GENERAL: in using ALTACE consideration should be given to the risk of
angioedema (see WARNINGS).

When used in pregnancy during the second and third trimesters, ACE
inhibitors can cause injury or even death of the developing fetus. When
pregnancy is detected ALTACE should be discontinued as soon as
possible (see WARNINGS - Use in Pregnancy, and INFORMATION FOR
THE PATIENT).

CONTRAINDICATIONS: ALTACE (ramipril) is contraindicated in patients who
are hypersensitive to this drug, or to any ingredient in the formulation, or in
those patients who have a history of angicedema.

WARNINGS: Angioedema: Angioedema has been reported in patients with
ACE inhibitors, including ALTACE (ramipril). Angioedema associated with
laryngeal involvement may be fatal. If laryngeal stridor or angioe-dema of the
face, tongue, or glottis occurs, ALTACE should be discontinued immediately,
the patient treated appropriately in accordance with accepted medical care,
and carefully observed until the swelling disappears. In instances where
swelling is confined to the face and fips, the condition generally resolves
without treatment, although antihistamines may be useful in relieving
symptoms. Where there is involvement of tongue, glottis, or larynx, likely to
cause airway obstruction, appropriate therapy (including, but not limited to
0.3 to 0.5 mL of subcutaneous epinephrine solution 1:1000) should be
administered promptly (see ADVERSE REACTIONS).

The incidence of angioedema during ACE inhibitor therapy has been reported
to be higher in black than in non-black patients.

Patients with a history of angioedema unrelated to ACE inhibitor therapy may
be at i d risk of angioedt while iving an ACE inhibitor (see
CONTRAINDICATIONS).

Hypotension: Symptomatic hypotension has occurred after administration of
ALTACE, usually after the first or second dose or when the dose was
increased. It is more likely to occur in patients who are volume depleted by
diuretic therapy, dietary salt restriction, dialysis, diarrhea, or vomiting. in
patients with ischemic heart disease or cerebrovascular disease, an
excessive fall in blood pressure could result in a myocardial infarction or
cerebrovascular accident (see ADVERSE REACTIONS). Because of the
potential fall in blood pressure in these patients, therapy with ALTAGE should
be started under close medical supervision. Such patients should be
followed closely for the first weeks of treatment and whenever the dose of
ALTACE is increased. In patients with severe congestive heart failure, with or
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without associated renal insufficiency, ACE inhibitor therapy may cause
excessive hypotension and has been associated with oliguria, and/or
progressive azotemia, and rarely, with acute renal failure and/or death.

If hypotension occurs, the patient should be placed in a supine position and, if
necessary, receive an intravenous infusion of 0.9% sodium chioride. A transient
hypotensive response may not be a contraindication to further doses which
usually can be given without difficulty once the blood pressure has increased
after volume expansion in hypertensive patients. However, lower doses of
ALTACE and/or reduced concomitant diuretic therapy should be considered. /n
patients receiving treatment following acute myocardial infarction,
consideration should be given to discontinuation of ALTACE (see ADVERSE
REACTIONS - Treatment Following Acute Myocardial Infarction, DOSAGE AND
ADMINISTRATION — Treatment Following Acute Myocardial infarction).
Neutropenia/Agranulocytosis: Agranulocytosis and bone marrow depression
have been caused by ACE inhibitors. Several cases of agranulocytosis,
neutropenia or leukopenia have been reported in which a causal relationship
to ALTACE cannot be excluded. Current experience with the drug shows the
incidence to be rare. Periodic monitoring of white blood cell counts should
be considered, especially in patients with collagen vascular disease and/or
renal disease.

Use in Pregnancy: ACE inhibitors can cause fetal and neonatal morbidity and
mortality when administered to pregnant women. Several dozen cases have
been reported in the world literature. When pregnancy is detected, ALTACE
should be discontinued as soon as possible.

PREGAUTIONS: Renal Impairment: As a consequence of inhibiting the renin-
angiotensin-aldosterone system, changes in renal function have been seen
in susceptible individuals. in patients whose renal function may depend on
the activity of the renin-angiotensin-aldosterone system, such as patients
with bilateral renal artery stenosis, unilateral renal artery stenosis to a
solitary kidney, or severe congestive heart failure, treatment with agents that
inhibit this system has been iated with ofiguria, progressive azotemia,
and rarely, acute renal failure and/or death. In susceptible patients,
concomitant diuretic use may further increase risk.

Use of ALTACE should include appropriate assessment of renal function.
ALTACE should be used with caution in patients with renal insufficiency as
they may require reduced or less frequent doses (see DOSAGE AND
ADMINISTRATION). Close monitoring of renal function during therapy should
be performed as deemed apprapriate in patients with renal insufficiency.
Anaphylactoi tion: ring Membran re: Anaphylactoid
reactions have been reported in patients dialyzed with high-flux membranes
(e.g. polyacrylonitrile [PAN]) and treated concomitantly with an ACE inhibitor.
Dialysis should be stopped immediately if symptoms such as nausea,
abdominal cramps, burning, angioedema, shortness of breath and severe
hypotension occur. Symptoms are not relieved by antihistamines. In these
patients consideration should be given to using a different type of dialysis
membrane or a different class of antihypertensive agents.
Anaphylactoid_Reactions during Desensitization: There have been isolated
reports of patients experiencing sustained life threatening anaphylactoid
reactions while receiving ACE inhibitors during desensitization treatment with
hymenoptera (bees, wasps) venom. In the same patients, these reactions
have been avoided when ACE inhibitors were temporarity withheld for at least
24 hours, but they have reappeared upon inadvertent rechallenge.
Hyperkalemia and Potassium-Sparing Diuretics: Elevated serum potassium
(greater than 5.7 mEq/L) was observed in approximately 1% of hypertensive
patients in clinical trials treated with ALTACE. In most cases these were
isolated values which resoived despite continued therapy. Hyperkalemia was
not a cause of discontinuation of therapy in any hypertensive patient. Risk
factors for the development of hyperkalemia may include renal insufficiency,
diabetes mellitus, and the concomitant use of agents to treat hypokalemia or
other drugs associated with increases in serum potassium (see
PRECAUTIONS - Drug Interactions).

Surgery/Anesthesia: In patients undergoing surgery or anesthesia with
agents producing hypotension, ALTACE may block angiotensin 1 formation
secondary to compensatory renin release. If hypotension occurs
and is considered to be due to this mechanism, it may be corrected by
volume repletion.

Aortic Stenosis: There is concern, on theoretical grounds, that patients with
aortic stenosis might be at particular risk of decreased coronary perfusion
when treated with vasodilators because they do not develop as much
afterload reduction.

Patients with Impaired Liver Function: Hepatitis (hepatocellular and/or
cholestatic), elevations of liver enzymes and/or serum bilirubin have
occurred during therapy with ACE inhibitors in patients with or without pre-
existing liver abnormalities. In most cases the changes were reversed on
discontinuation of the drug.

Elevations of liver enzymes and/or serum bilirubin have been reported with
ALTACE (see ADVERSE REACTIONS). Should the patient receiving ALTACE
experience any unexplained symptoms particularly during the first weeks or
months of treatment, it is recommended that a full set of liver function tests
and any other necessary investigations be carried out. Discontinuation of
ALTACE should be considered when appropriate. There are no adequate
studies in patients with cirrhosis and/or liver dysfunction. ALTACE should be
used with particular caution in patients with pre-existing liver abnormatities.
In such patients baseline liver function tests should be obtained before
administration of the drug and close monitoring of response and metabolic
effects should apply.

Nursing Mothers: Ingestion of a single 10 mg oral dose of ALTACE resulted
in undetectable amounts of ramipril and its metabolites in breast milk.
However, because multiple doses may produce low milk concentrations that
are not predictable from single doses, ALTACE should not be administered to
nursing mothers.

Pediatric Use: The safety and effectiveness of ALTAGE in children have not
been established; therefore use in this age group is not recommended.

Use in Elderly: Although clinical experience has not identified differences in
response between the elderly (>65 years) and younger patients, greater
sensitivity of some older individuals cannot be ruled out (see ACTION AND
CLINICAL PHARMACOLOGY — Pharmacokinetics).

Patient Alertness: ALTACE may lower the state of patient alertness and/or
reactivity, particularly at the start of treatment (see ADVERSE REACTIONS).
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Cough: A dry, persistent cough, which usually disappears only after
withdrawal or lowering of the dose of ALTACE, has been reported. Such
possibility should be considered as part of the differential diagnosis of cough.
Drug Interactions: Diuretic therapy: Hypotension may result but can be
minimized by discontinuing diuretic or increasing salt intake prior to ramipril
treatment and/or reducing initial dose. Agents increasi rum ium:
Use potassium sparing diuretics with caution and monitor frequently. Agents
causing renin release: ALTACE antihypertensive effect increased. Lithium:
Lithium levels may be increased. Administer lithium with caution and
monitor levels frequently. Antacids: The bioavailability of ALTACE and the
pharmacokinetics of ramiprilat were not affected. Digoxin: No change in
ramiprit, ramiprilat or digoxin serum levels. Warfarin: The co-administration
of ALTACE with warfarin did not alter the anticoagulant effects.
Acenocoumargl: No significant changes. Non-steroidal anti-inflammatory
: The antihypertensive effects of ACE inhibitors may be
reduced with concomitant administration of NSAIDs {e.g. indomethacin).
ADVERSE REACTIONS: Essential Hypertension, Serious adverse events
occurring in North American placebo-controlled clinical trials with ALTACE
monotherapym hypertensmn (n=972) were: hypotension (0.1%); myocardial
0. accident (0.1%); edema (0.2%}; syncope
{0.1%). Among aII North American ALTACE patients (n=1,244), angioedema
occurred in patients treated with ALTACE and a diuretic (0.1%).
The most frequent adverse events occurring in these trials with ALTACE
monotherapy in hypertensive patients (n=651) were: headache (15.1%);
dizziness (3.7%); asthenia (3.7%); chest pain (2.0%); nausea {1.8%);
peripheral edema (1.8%); somnolence (1.7%); impotence (1.5%); rash
(1.4%); arthritis (1.1%); dyspnea (1.1%). Discontinuation of therapy due to
clinical adverse events was required in 5 patients (0.8%).
In placebo-controlled trials, an excess of upper respiratory infection and flu
syndrome was seen in the ramipril group. As these studies were carried out
before the relationship of cough to ACE inhibitors was recognized, some of
these events may represent ramipril-induced cough. in a later 1-year study,
increased cough was seen in almost 12% of ALTACE patients, with about 4%

Treatment Following Acute Myocardial infarction:

Initiation of therapy requires consideration of concomitant medication and
baseline blood pressure and should be instituted under close medical
supervision, usually in a hospital, three to ten days following an acute
myocardial infarction in haemodynamically stable patients with clinical signs
of heart failure.

The recommended initial dosage of ALTACE is 2.5 mg given twice a day
(b.i.d.), one in the moming and one in the evening. If tolerated, and
depending on the patient's response, dosage may be increased by doubling
at intervals of one to three days. The maximum daily dose of ALTACE should
not exceed 5 mg twice daily {b.i.d). After the initial dose of ALTACE, the
patient should be observed under medical supervision for at least two hours
and until blood pressure has stabilized for at least an additional hour. If a
patient becomes hypotensive at this dosage, it is recommended that the
dosage be lowered to 1.25 mg b.i.d. following effective management of the
hypotension. (see WARNINGS — Hypotension).

Patients who have been fluid or salt depleted, or treated with diuretics are at
an increased risk of hypotension (see WARNINGS — Hypotension). An
excessive fall in blood pressure may occur particularly in the following: after
the initial dose of ALTACE; after every first increase of dose of ALTACE; after
the first dose of a concomitant diuretic and/or when increasing the dose of
the concomitant diuretic. If appropriate, the dose of any concomitant diuretic
shoutd be reduced which may diminish the likelihood of hypotension {see
PRECAUTIONS - Drug Interactions). Consideration should be given to
reducing the initial dose to 1.25 mg of ALTACE in these patients.

Use in Renal Impairment: in patients with impaired renal function (creatinine
clearance of 20-50mL/min/1.73 m? body surface area), the initial
recommended dosage is generally 1.25 mg of ALTACE once daily. This
dosage may be increased with caution up to 1.25 mg of ALTACE twice daily,
depending upon clinical response and tolerability.

Insufficient data is available concerning the use of ramipril following acute
myocardial infarction in patients with heart failure and severe renal failure.
(see ACTION AND CLINICAL PHARMACOLOGY — Pharmacokinetics and

of these patients requiring discontinuation of imately 1% of
patients treated with ALTACE monotherapy in North American controlled
clinical trials (n=872) have required discontinuation because of cough.
Treatment Following Acute Myocardial Infarction

Adverse events (except laboratory abnormaiities) in a controlled clinical trial
of post-AMI patients with clinical signs of heart faifure considered
possibly/probably related to ALTACE and occurring in more than 1% of
stabilized patients (n=1,004) were: hypotension (10.7%); increased cough
(7.6%); dizziness/vertigo (5.6%); nausea/vomiting (3.8%); angina pectoris
(2.9%); postural hypolension (2.2%); syncope (2.1%); heart failure (2.0);
severe/resistant heart failure (2.0%); myocardial infarct (1.7%); vomiting
(1.6%); headache (1.2%); abnormal kidney function (1.2%); abnormal chest
pain (1.1%); diarrhea (1.1%).

Isolated cases of death have been reported with the use of ramipril that
appear to be related to hypotension (including first dose effects), but many
of these are difficult to differentiate from progression of underlying disease
(see WARNINGS - Hypotension). Discontinuation of therapy due to adverse
reactions was required in 368/1,004 post-AMi patients taking ramipril
(36.7%), compared to 401/982 patients receiving placebo (40.8%).

Clinical Laboratory Test Findings: increased creatinine; increases in blood
urea nitrogen (BUN); decreases in hemoglobin or hematocrit;
hyponatraemia; elevations of liver enzymes, serum bilirubin, uric acid, blood
glucose; proteinuria and significant increases in serum potassium.
SYMPTOMS AND TREATMENT OF OVERDOSAGE

Limited data are available regarding overdosage of ALTACE {ramipril) in
humans. Two cases of overdosage have been reported.

In the case of an overdose with ramipril, the most likely clinical manifestation
would be symptoms attributable to severe hypotension, which should
normally be treated by intravenous volume expansion with normal saline. It
is not known if ramipril or ramiprilat can be removed from the body by
hemodialysis.

DOSAGE AND ADMINISTRATION
Essential Hypertension: Dosage of ALTACE (ramipril} must be individual-
ized. Initiation of therapy requires consideration of recent antihypertensive
drug treatment, the extent of blood pressure elevation and salt restriction.
The dosage of other antihypertensive agents being used with ALTACE may
need to be adjusted.

Monotherapy: The recommended initial dosage of ALTACE in patients not on
diuretics is 2.5 mg once daily. Dosage should be adjusted according to blood
pressure response, generally, at intervals of at least two weeks. The usual dose
range is 2.5 to 10 mg once daily. A daily dose of 20 mg should not be

PRECAUTIONS — Renal Impairment).

Use in Hepatic Impairment: Insufficient data is available concerning the use
of ramipril following acute myocardial infarction in patients with heart failure
and hepatic dysfunction. Dose reduction and careful monitoring of these
patients is required (see ACTIONS AND CLINICAL PHARMACOLOGY -
Pharmacokinetics and Metabolism, PRECAUTIONS - Patients with Impaired
Liver Function).

Management of Patients at Increased Risk of Cardiovascular Events:
Recommended initial dose: 2.5 mg of ALTACE once daily. Depending on the
tolerability, the dose is gradually increased. It is recommended to double the
dose after one week of treatment and — after another three weeks — to
increase it to 10 mg. Usual maintenance dose: 10 mg of ALTACE daily (see
ACTION AND CLINICAL PHARMACOLOGY, WARNINGS and PRECAUTIONS).
Dosage recommendations for special risk groups such as patients with renal
or hepatic impairment, or at an increased risk of hypotension {fluid or salt
depletion, treated with diuretics) are to be followed as previously described
(SEE WARNINGS and PRECAUTIONS).

PHARMACEUTICAL INFORMATION
1. DRUG SUBSTANGE

Proper name:
Chemical name:

Ramipril
2-[N-[(S}-1-ethoxycarbony!-3-phenylpropyi]-L-
alanyl]-(15,38,58)-2-azabicyclo[3.3.0]octane-
3-carboxylic acid

C23“32”205

CHsO
o COH

Empirical formula:
Structural formula:

416.52

A white to off-white crystalline powder with a melting
point of 105°C to 112°C. Slightly soluble in water and
freely soluble in ethanol and methanol.

Il. DOSAGE FORM

a) Composition

ALTACE (ramipril) capsules 1.25 mg, 2.5 mg, 5.0 mg, and 10.0 mg contain
the medicinal ingredient ramipril in quantities of 1.25 mg, 2.5 mg, 5.0 mg,
and 10.0 mg respectively.

Molecular weight:
Description:

In some patients treated once daily, the antihypertensive effect may diminish
towards the end of the dosing interval. This can be evaluated by measuring
blood pressure just prior to dosing to determine whether satisfactory control
is being maintained for 24 hours. If it is not, either twice daily administration
with the same total daily dose, or an increase in dose should be considered.
If blood pressure is not controlled with ALTACE alone, a diuretic may be
added. After the addition of a diuretic, it may be possible to reduce the dose
of ALTACE.

ncomitant Diuretic Therapy: Symptomatic hypotension occasionally may
occur following the initial dose of ALTACE and is more likely in patients who
are currently being treated with a diuretic. The diuretic should, if possible, be
discontinued for two to three days before beginning therapy with ALTACE to
reduce the likelihood of hypotension (see WARNINGS). If the diuretic cannot
be discontinued, an initial dose of 1.25 mg ALTACE should be used with
careful medical supervision for several hours and until blood pressure has
stabilized. The dosage of ALTACE should subsequently be titrated (as
described above) to the optimal response.
Use in Renal impairment: For patients with a creatinine clearance below
40 ml/min/ 1.73 m? (serum creatinine above 2.5 mg/dL), the recommended
initial dose is 1.25 mg ALTACE once daily. Dosage may be titrated upward
until biood pressure is controlled or to a maximum total daily dose of 5 mg.
In patients with severe renal impairment (creatinine clearance below
10 mL/min/1.73 m?) the maximum total daily dose of 2.5 mg ALTACE should
not be exceeded.

The itative for for all potencies of ALTACE is: ramipril, pre-
gelanmzed starch NF (as filler, gliding agent and disintegration agent) and
empty gelatin capsules.

Empty gelatin capsules for all f of ALTACE are d of gelatin NF
and coloring agents specific to each potency (see below).

POTENCY CAP BODY

1.25 mg Yellow iron oxide Titanium dioxide

Titanium dioxide

Yellow iron oxide Titanium dioxide
FD & Cred no. 3

Titanium dioxide

FD & C blue no. 2
FD &Credno. 3
Titanium dioxide

FD & C blue no. 2
FD &Credno.3
Black iron oxide
Titanium dioxide

2.5mg

5.0mg Titanium dioxide

10.0 mg Titanium dioxide

b} Stability and storage recommendations
Store ALTACE (ramipril) in original container at room temperature, below
25°C and not beyond the date indicated on the container.
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AVAILABILITY: No. 4 hard gelatin capsules:

» 1.25 mg {white/yellow);

* 2.5 mg (white/orange);

* 5 mg {white/red);

« 10 mg (white/blue).

ALTACE capsules 1.25 mg, 2.5 mg, 5 mg and 10 mg are packaged in
cartons of 30 (2 x 15 blister-packed) capsules.

Product monograph available upon request.

References:

1. ALTACE Product Monograph. 2. The Heart Outcomes Prevention Evaluation
Study Investigators (HOPE) Trial. Effects of an angiotensin-converting-
enzyme inhibitor, ramipril, on cardiovascular events in high-risk patients.
N Engi J Med 2000;342(3):145-53.

® Registered trade-mark of Aventis Group. Used under licence by Aventis
Pharma Inc., Laval, Quebec H7L 4A8.

See page A-23
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Brief Prascribing Information

"‘BETASERON’

Interferon beta-1b

THERAPEUTIC CLASSIFICATION

Immunomodulator
ACTION AND CLINICAL PHARMACOLOGY

Description: BETASERON® (interferon beta-1b)is a purified,
sterile, yophilized protein product produced by recombinant
DNA techniques and formulated for use by injection. Interferon
beta-1b is manufactured by bacterial fermentation of a strain
of Escherichia colithat bears a genetically engineered plasmid
containing the gene for human interferon betag7. The native
gene was obtained from human fibroblasts and altered in a
way that substitutes serine for the cysteine residue found at
position 17. Interferon beta-1k is a highty purified protein that
has 165 amino acids and an approximate molecular weight of
18,500 daltons. it does not include the carbohydrate side
chaing found in the natural material.

General: Interferons are a family of naturally occurring
proteins, which have molecular weights ranging from 15,000
10 21,000 daltons. Three major classes of interferons have
been identified: aipha, beta, and gamma. Interferon beta-1b,
interferon alpha, and interferon gamma have overlapping yet
distinct blologic activities. The activities of interferon beta
are specles-restricted and, therefore, the most pertinent pharma-
cological information on BETASERON (interferon beta-1b) is
derived from studies of human cells in culture and in vivo.

Biologlc Actlvities: interferon beta-1b has been shown
to possess both antiviral and immunomodulatory activities.
The mechanisms by which BETASERON exerts its actions in
multiple sclerosis (MS} are not clearly understood. However,
it is known that the biclogic response-modifying properties of
interferon beta-1b are mediated through Its interactions with
specific cell receptors found on the surface of human cells.
The binding of interferon beta-1b to these receptors induces
the expression of a number of interferon-induced gene
products (e.g., 2',5'-oligoadenylate synthetase, protein kinase,
and indoleamine 2,3-dioxygenase) that are believed to be
the mediators of the biological actions of interferon beta-1b.
A number of these interferon-induced products have been
readily measured in the serum and cellular fractions of blood
collected from patients treated with interferon beta-1b.

INDICATIONS AND CLINICAL USE

BETASERCN (Interferon beta-1b} is indicated for:

« the reduction of the frequency of clinical exacerbations in
ambuiatory patients with relapsing-remitting multiple
sclerosis. Refapsing-remitting MS is characterized by
recurrent attacks of neurologic dysfunction followed by
complete or incomplete recovery.

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.

CONTRAINDICATIONS

BETASERON (interferon beta-1b) is contraindicated in patients
with a history of hypersensitivity to natural or recombinant
interferon beta, Albumin Human USP, or any other component
of the formulation.

WARNINGS

The administration of cytokines to patients with a pre-existing
monocional gammopathy has been associated with the
development of systemic capillary leak syndrome with shock-
like symptoms and fatal cutcome.

In the RR-MS clinical trial, one suicide and four attempted
suicides were observed amang 372 study patients during a
3-year period. All five patients received BETASERON (interferon
beta-1b) (three in the 0.05 mg 1.6 MIU] group and two in the
0.25 mg 8.0 MIU) group). There were no attempted suicides
in patients on study who did not receive BETASERON. In the
SP-MS study there were 5 suicide attempts in the placebo
group and 3 in the BETASERON group including one patient in
gach group who committed suicide. Depression and suicide
have been reported to occur in patients receiving interferon
alpha, a related compound. Patients treated with BETASERON
should be informed that depression and suicidal ideation may
be a side effect of the treatment and should report these
symptoms immediately 1o the prescribing physician. Patients
exhibiting depression should be monitored closely and
cassation of therapy should be considered.

PRECAUTIONS

General: Rare cases of cardiomyopathy have been
reported. If this occurs, and a relationship to BETASERON
(interferon beta-1b) is suspected, treatment should be
discontinued.

Rare cases of thyroid dysfunction (hyper- as well as
hypothyroidism) associated with the use of BETASERON have
been reported.

Symptoms of fiu syndrome chserved with BETASERON
therapy may prove stressful to patients with severe cardiac
conditions. Patients with cardiac disease such as angina,
congestive heart failure or arrhythmia should be monitored
closely for worsening of their clinical conditions.

Information to be Provided to the Patlent: Patients

should be instructed in injection techniques to assure the safe
self-administration of BETASERON. (See below and the
BETASERON® INFORMATION FOR THE PATIENT section )

Instruction on Self-injection Technique and Procedures:
It is recommended that the first injection be administered by,
or under the direct supervision of, a physician. Appropriate
instructions for reconstitution of BETASERON and self-injection,
using aseptic techniques, should be given to the patient.

A careful review of the BETASERON® INFORMATION FOR
THE PATIENT section is also recommended.

Patients should be cautioned against the re-use of needies
or syringes and instructed in safe disposal procedures. Informa-
tion on how to acquire a puncture-resistant container for
disposal of used needles and syringes should be given to the
patient along with instructions for safe disposal of full containers.

Qverall, 80% of patients in the two controlled clinicat trials
reported injecticn site reactions at one or more times during
therapy. Post-marketing experience has been consistent with
this finding, with infrequent reports of injection site necrosis.

The onset of injection site necrosis usually appears early in
therapy with most cases reported to have occurred in the first
two to three months of therapy. The number of sites where
necrosis has been observed was variable.

Raredy, the area of necrosis has extended to subcutansous
fat or fascia. Response to treatment of injection site necrosis
with antibiotics and/or stercids has been variable. In some of

demonstrated dose-related abortifacient activity when administered
at doses ranging from 0,028 mg {0.89 MiUy/kg/day (2.8 times
the recommended human dose based on body surface area
comparison) to 0.42 mg (13.3 MU/kg/day (40 times the recom-
mended human dose based on body surface area comparison}.
The extrapolability of animal doses to human doses is not
known. Lower doses were not studied in monkeys.Spontaneous
ahortions while on treatment were reported in 4 patients who
participated in the BETASERON RR-MS clinical trial, whereas
there was cne induced abortion in each of the pfacebo and
BETASERON groups in the SP-MS trial. BETASERON given to
rhesus monkeys on gestation days 20 to 70 did not cause tera-
togenic effects; however, it is not known if teratogenic effects
exist in humans. There are no adequate and well-controlled
studies in pregnant women. Women of childbearing potential
should take reliable contraceptive measures. If the patient
becomes pregnant or plans to become pregnant while taking
BETASERON, the patient should discontinue therapy. It is not
known if interferons alter the efficacy of oral contraceptives.
Nursing Mothers: It is not known whether BETASERON is
excreted in human mikk. Given that many drugs are excreted in
huran milk, there is a potential for serious adverse reactions in
nursing infants, therefore a decision shouid be made whether to
discontinue nursing or discontinue BETASERON treatment.
Pediatric Use: Safety and efficacy in children under
18 years of age have not been established.

these patients elective it and, less frequently, skin
grafting took place to facilitate healing which could take from
three to six months.

Some patients experienced healing of necrotic skin lesions
while BETASERON therapy continued. In other cases new
necrotic lesions developed even after therapy was discontinued.

The nature and severity of all reported reactions should be
carefully assessed. Patient understanding and use of aseptic
self-injection technique and procedures should be periodically
reevaluated.

Flu-like symptoms are not uncommaon following initiation of
therapy with BETASERON. In the controlled MS clinical trials,
acetaminophen was permitted for relief of fever or myalgia.

Patients should be cautioned not to change the dosage or
the schedule of administration without medical consultation.

Awareness of Adverse Reactions: Patients should be
advised about the common adverse events associated with the
use of BETASERON, particularly, injection site reactions and the
flu-like symptom complex (see ADVERSE REACTIONS).

Patients should be cautioned to report depression or
suicidal ideation (see WARNINGS).

Patients shouid be advised about the abortifacient potential
of BETASERON {see PRECAUTIONS, Use in Pregnancy).

Laboratory Tests: The following laboratory tests are
recommended prior to initiating BETASERON therapy and at
periodic intervals thereafter: thyroid function test, hemoglobin,
complete and differential white blood cell counts, platelet
counts and blood chemistries including liver function tests.

A pregnancy test, chest roentgenogram and ECG should also
be performed prier to initiating BETASERON therapy. in the
controfled MS trials, patients were monitored every 3 months.
The study protocol stipulated that BETASERON therapy be
discontinued in the event the absolute neutrophil count fell
below 750/mm°. When the absolute neutrophil count had
returned to a value greater than 750/mm?®, therapy could be
restarted at a 50% reduced dose. No patients were withdrawn
or dose-reduced for neutropenia or lymphopenia.

Similarly, if AST/ALT (SGOT/SGPT) levels exceeded 10 times
the upper fimit of normal, or if the serum bilirubin exceeded
5 times the Upper limit of normal, therapy was discontinued. In
eachinstance during the controlled MS trial, hepatic enzyme
abnormalities retumed to normal following discontinuation of
therapy. When measurements had decreased to below these
levels, therapy could be restarted at a 50% dose reduction, if
clinically appropriate. Dose was reduced in two patients due
to increased liver enzymes; one continued on treatment and
one was ultimately withdrawn.

Drug Interactions: Interactions between BETASERON and
other drugs have not been evaluated. Although studies designed
1o examine drug iteractions have not been done, itwas noted
that BETASERON patients (n=180) have received corticosteroid
or ACTH treatment of relapses for periods of up to 28 days.

BETASERON administered in three cancer patients over a
dose range of 0.025 mg (0.8 MiUj to 2.2 mg (71 MIU) led to &
dose-dependent inhibition of antipyrine elimination. The effect
of atternate-day administration of 0.25 mg (8 MIU) BETASERON
on drug metabolism in MS patients is unknown.

Interferons have been reported to reduce the activity of
hepatic cytochrome P450-dependent enzymes in humans and
animals. Caution should be exercised when BETASERON is
administered in combination with agents that have a narrow
therapeutic index and are largely dependent on the hepatic
cytochreme P450 system for clearance.

Impairment of Fertllity: Studies in female rhesus monkeys
with normal menstrual cycles, at doses up to 0.33 mg
{10.7 MiUy/kg/day to 32 times the recc i
human dose based on body surface area comparison) showed
no apparent adverse effects on the menstrual cycle or on
assaciated hormonal profiles (progesterone and estradiol)
when administered over 3 consecutive menstrual cycles. The
extrapolability of animal doses to human doses is nat known.
Effects of BETASERON on women with normal menstrual
cycles are not known,

Use in Pregnancy: BETASERON was not teratogenic at doses
up to 0.42 mg {13.3 MiU)/kg/day in rhesus monkeys, but

Liability: No evidence or experience suggests
that abuse or dependence occurs with BETASERON therapy;
however, the risk of dependence has not been systematically
evaluated.

ADVERSE REACTIONS

The following adverse events were observed in placebo-
controlled clinical studies of BETASERON (interferon beta-1b),
at the recommended dose of 0.25 mg (8 MIU), in patients with
relapsing-remitting MS (n=124) and secondary-progressive
MS (n=360):

1. Relapsing-remitting MS: Injection site reactions (85%)
and injection site necrosis (5%) occurred after administration
of BETASERON, Inflammation, pain, hypersensitivity, necrosis,
and non-specific reactions were sigrificantly associated {p<0.05)
with the 0.25 mg (8 MIJ) BETASERON-treated group,compared
1o placeba. Only inflammation, pain, and necrosis were
reported as severe events. The incidence rate for injection site
reactions was calculated over the course of 3 years. This
incidence rate decreased over time, with 79% of patients
experiencing the event during the first 3 months of treatment
compared to 47% during the last 6 months. The median time
to the first occurrence of an injection site reaction was 7 days
Patients with injection site reactions reported these events
183.7days per year. Three patients withdrew from the 0.25 mg
(8 MIU) BETASERON-treated group for injection site pain.

Flu-like symptom complex was reported in 76% of the
patients treated with 0.25 mg (8 MIL) BETASERON. A patient
was defined as having a flu-like symptom complex if flu-like
syndrome or at least two of the following symptoms were
cancurrently reported: fever, chills, myalgia, malaise or sweating.
Only myalgia, fever, and chills were reported as Severe in more
than 5% of the patients. The incidence rate for flu-like
symptom complex was alsc calculated over the course of
3 years. The incidence rate of these events decreased over
time, with 60% of patients experiencing the event during the
first 3 months of treatment compared to 10% during the last
6 months. The median time to the first occurrence of flu-like
symptom complex was 3.5 days and the median duration per
patient was 7.5 days per year.

Laboratory abnormalities included:

« lymphocyte count < 1500/mm?® (82%),
* ALT (SGPT) > 5 times baseline value {19%},
* absolute neutrophil count < 1500/mm?® (18%)

(no patients had absolute neutrophil counts < 500/mm?),
* WBC < 3000/mm? (16%), and
 fotal bilirubin > 2.5 times baseline value {6%).

Three patients were withdrawn from treatment with 0.25 mg
{8 MIU) BETASERON for abnormal liver enzymes including one
following dose reduction (see PRECAUTIONS, Laboratory
Tests).

Twenty-one (28%) of the 76 females of childbearing age
treated at 0.25 mg (8 MIU) BETASERON and 10 (13%) of the
76 females of childbearing age treated with placebo reported
menstrual disorders. All reports were of mild to moderate
severity and included: intermenstrual bleeding and spotting,
early or defayed menses, decreased days of menstrual flow,
and clotting and spotting during menstruation.

Mental disorders such as depression, anxiety, emotional
fability, depersonalization, suicide attempts and confusion
were observed in this study. Two patients withdrew for
confusion. One suicide and four attempted suicides were also
reported. It is not known whether these symptoms may be
related to the underlying neurological basis of MS, to
BETASERON treatment, or to a combination of both. Some
similar symptoms have been noted in patients receiving
interferon alpha and both interferons are thought to act
through the same receptor. Patients who experience these
symptoms should be monitored closely and cessation of
therapy should be considered.

Additional common clinical and laboratory adverse events
associated with the use of BETASERON are listed in the
following paragraphs. These events occurred at an incidence
of 5% or more in the 124 MS patients treated with 0.25 mg
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(8 MIU) BETASERCN every other day for periods of up to
3 years in the controlled trial, and at an incidence that was at
least twice that observed in the 123 placebo patients
Common adverse clinical and laboratory events associated
with the use of BETASERON were:

injection site reaction (85%),

lymphacyte count < 1500/mm? (82%),

ALT (SGPT) > 5 times baseline vaiue (19%),

absolute neutrophil count < 1500/mm? (18%),
menstrual disorder (17%},

WBC < 3000/mm® (16%),

palpitation (8%),

dyspnea (8%),

cystitis (8%},

hypertension (7%),

breast pain {7%),

tachycardia (6%),

gastrointestinal disorders (6%),

fotal bilirubin > 2.5 times haseline value {6%),
somnolence (6%),

laryngitis (6%),

pelvic pain (6%),

menorthagia (6%),

injection site necrosis (5%), and

peripheral vascular disorders (5%)

© 8 606 0060 e 0000200000000

Atotal of 277 MS patients have been treated with
BETASERON in doses ranging from 0.025 mg (0.8 MIU) to
0.5 mg (16 MIU). During the first 3 years of treatment,
withdrawals due to clinical adverse events or laboratory
abnormalities not mentioned above included:
fatigue (2%, 6 patients),
cardiac arrhythmia (< 1%, 1 patient),
allergic urticarial skin reaction to Injections (< 1%, 1 patient),
headache (< 1%, 1 patient),
unspecified adverse events {< 1%, 1 patient), and
“felt sick” (< 1%, 1 patient).

The table that foliows enumerates adverse events and
laboratory abnormalities that occurred at an incidence of
2% or more among the 124 MS patients treated with 0.25 mg
(8 MIU) BETASERON every other day for periods of up to
3 years in the controlled trial and at an incidence that was at
least 2% more than that observed in the 123 placebo patients.
Reported adverse events have been re-classified using the
standard COSTART glossary to reduce the total number of
terms empioyed in Table 1. In the following table, terms so
general as to be uninformative, and those events where a
drug cause was remote have been excluded.

Table 1: Adverse Events and Laboratory Abnormalities

Adverse Event Placebo 0.25mg
=123 (8MW)
n=124
Body as a Whole
Injection site reaction* 3% 85%
Headache 7% 84%
Fever 41% 59%
Flu-like symptom complex” 56% 76%
Pain 48% 52%
Asthenia* 35% 49%
Chills* 19% 46%
Abdominal pain 24% 32%
Mataise” % 15%
Generalized edema 6% 8%
Pelvic pain 3% 6%
Injection site necrosis” 0% 5%
Cyst 2% 4%
Necrosis 0% 2%
Suicide attempt 0% 2%
Cardiovascular System
Migraine 7% 12%
Palpitation* 2% 8%
Hypertension 2% 7%
Tachycardia 3% 6%
Peripheral vascular disorder 2% 5%
Hemorrhage 1% 3%
Digestive System
Diarrhea 29% 35%
Constipation 18% 24%
Vomiting 19% 21%
Gastrointestinal disorder 3% 6%
Endocrine System
Goiter 0% 2%
Hemic and Lymphatic System
Lymphocytes < 1500/mm® 67% 82%
ANC < 1500/mm’* 6% 18%
WBC < 3000/mm** 5% 16%
Lymphadenopathy 1% 14%
Metabolic and Nutritional Disorders
ALT {SGPT) > 5 times basefine* 6% 19%
Glucose < 55 mg/dL 13% 15%
Total bilirubin > 2.5 times baseline 2% 6%
Urine protein > 1+ 3% 5%
AST (SGOT) > 5 times basefine* 0% 4%
Weight gain 0% 4%
Weight loss 2% 4%
Musculoskeletal System =
Myalgia* 28% 44%
Myasthenia 10% 13%
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Nervous System

Dizziness 28% 35%
Hypertonia 24% 26%
Depression 24% 25%
Anxiety 13% 15%
Nervousness 5% 8%
Somnolence 3% 6%
Confusion 2% 4%
Speech disorder 1% 3%
Convulsion 0% 2%
Hyperkinesia 0% 2%
Amnesia 0% 2%
Resplratory System
Sinusitis 26% 36%
Oyspnea” 2% 8%
Laryngitis 2% 6%
Skin and Appendages
Sweating* 1% 23%
Alopecia 2% 4%
Special Senses
Conjunctivitis 10% 12%
Abnormal vision 4% 7%
Urogenltal System
Dysmenorrhea 1% 18%
Menstrual disorder” 8% 17%
Metrorrhagia 8% 15%
Cystitis 4% 8%
Breast pain 3% 7%
Menorrhagia 3% 6%
Urinary urgency 2% 4%
Fibrocystic breast 1% 3%
Breast neoplasm 0% 2%

* sigrificantly assodiated with BETASERON treatment (p<0.05)

It should be noted that the figures cited in Table 1 cannot
be used to predict the incidence of side effects in the course
of usual medical practice where patient characteristics and
other factors differ from those that prevailed in the clinical
trials. The cited figures do provide the prescribing physician
with some basis for estimating the relative contribution of drug
and nendrug factors fo the side effect incidence rate in the
population studied.

2. Secondary-progresslve MS: The incidence of adverse
events that occurred in at least 2% of patients treated with
8MIU BETASERON or placebo for up to three years, orwhere
an adverse event was reported at a frequency at least 2%
higher with BETASERON than that observed for placebo-
freated patients in the secondary-progressive study, is
presented in Table 2, Adverse events significantly associated
with BETASERON compared to placebo (p<0.05) are also
indicated in Table 2.

Table 2: Incidence of Adverse Events > 2% or > 2%
Difterence (BETASERON vs. Placebo) in the Secondary
Progressive MS Study

Adverse Event Placebo  0.25 mg
n=358 (8 MIU)
n=360
Body as a Whole
Asthenia 58% 63%
Flu syndrome™ 40% 61%
Pain 25% 31%
Fever* 13% 40%
Back pain 24% 26%
Accidental injury 17% 14%
Chills* % 23%
Pain in Extremity 12% 14%
Infection 1% 13%
Abdominal pain® 6% 1%
Malaise 5% 8%
Neck pain % 5%
Abscess” 2% 4%
Laboratory test abnormal 1% 3%
Allergic reaction 3% 2%
Chills and fever* 0% 3%
Thorax pain 2% 1%
e
3
=

Cardiovascular System
Vasodilatation
Peripheral vascular disorder
Chest pain
Migraine
Hypotension
Hypertension*
Palpitation
Syncope
Hemorrhage
Tachycardia
Digestive System
Nausea
Constipation
Diarrhea
Gastroenteritis
Vomiting
Dysphagia
Gastrointestinal disorder
Tooth disorder
Dyspepsia
Anorexia
Fecal incontinence
Liver function test abnormal
Gastritis
Flatutence
Sore throat
Colitis
Gastrointestinal pain
Gingivitis
Hemic and Lymphatic System
Leukopenia®
Anemia
Ecchymasis
Lymphadenopathy
Injection Site
Injection site reaction*
Injection site inflammation*
[njection site pain
Injection site necrosis*
Injection site hemorrhage

10%
4%
5%
0%
2%

Metabolic and Nutritional Disorders

Peripheral edema
Weight loss
SGPT increased
Hypercholesteremia
Musculoskeletal System
Myasthenia
Arthralgia
Myalgia*
Bone fracture {not spontaneous}
Muscle cramps
Spontanecus bone fracture
Arthritis
Joint disorder
Nervous System
Headache
Neuropathy
Paresthesia
Hypertonia*
Abnormal gait
Depression
Ataxia
Dizziness
Incoordination
Insomnia
Vertigo
Emotional lability
Paralysis
Somnolence
Tremor
Sweating increased
Neuralgia
Movement disorder
Sleep disorder
Anxiety
Hypesthesia
Nervousness

7%
3%
2%
2%

40%
20%
9%
5%
3%
3%
1%
1%

41%
41%
39%
31%
34%
31%
23%
14%
13%
8%
12%
1%
10%
8%
9%
6%
7%

5%
5%
4%
3%
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6%
5%
5%
4%

4%
2%
2%
2%
2%

13%
12%
%

4%
4%
4%
4%
4%

2%
3%
2%
3%
0%
2%
2%
10%
2%
1%
3%
46%
48%

2%

6%

4%
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Speech disorder 5% 2%
Dysarthria 4% 2%
Spastic paralysis 1% 3%
Convulsion 2% 2%
Hyperesthesia 2% 2%
Amnesia 3% 1%
Dry mouth 2% 1%
Hemiplegia 2% 1%
Thinking abnormal 2% 1%
Myoclonus 2% 0%
Respiratory System
Rhinitis 32% 28%
Pharyngitis 20% 16%
Bronchitis 12% %%
Cough increased 10% 5%
Sinusitis 6% 6%
Pneumonia 5% 5%
Dyspnea 2% 3%
Upper respiratory tract infection 2% 3%
Asthma 2% 1%
Voice alteration 2% 1%
Skin and Appendages
Rash 12% 20%
Pruritus 6% 6%
Skin disorder 4% 4%
Eczema 4% 2%
Herpes simplex 2% 3%
Alopecia 2% 2%
Acne 2% 2%
Dry skin 3% 1%
Subcutaneous hematoma 3% 1%
Breast pain 2% 1%
Herpes zoster 2% 1%
Seborrhea 2% 1%
Special Senses
Abnormal vision 15% 1%
Amblyopia 10% 7%
Diplopfa 9% 7%
Eye pain 5% 4%
Otitis media 3% 2%
Conjunctivitis 3% 2%
Eye disorder 2% 3%
Deafness 3% 1%
Optic neuritis 2% 2%
Ear disorder 2% 1%
Tinnitus 2% 1%
Urogenital System
Urinary tract infection 25% 22%
Urinary incontinence 15% 8%
Urinary tract disorder 10% 7%
Cystitis 9% 7%
Urinary urgency % 8%
Menstrual disorder 13% 9%
Increased urinary frequency 5% 6%
Metrorrhagia 6% 12%
Urinary retention 6% 4%
Vaginitis 4% 3%
Amenorrhea 4% 3%
Dysuria 2% 2%
Impotence 4% 7%
Menopause 4% 2%
Menorrhagia 4% 2%
Nocturia 1% 2%
Vaginal moniliasis 2% 2%
Kidney pain 2% 0%
Pyelonephritis 0% 2%
Prostatic disorder 1% 2%

“significantly associated with BETASERON treatment (p<0.05)
Seventy-four (74) patients discontinued treatment due to
adverse events (23 on placebo and 51 on BETASERON). Injection
site reactions were significantly associated with early termination
of treatment in the BETASERON group compared to placebo
{p<0.05). The highest frequency of adverse events leading to
discontinuation involved the nervous system, of which depression
{7 on placeho and 11 on BETASERON) was the most common.
Significantly more patients on active therapy (14.4% vs.
4.7% on placebo) had elevated ALT (SGPT) vaiues (>5 times

baseline value). Elevations were also observed in AST (SGOT)
and gamma-GT values in the BETASERON group throughout
the study. In the BETASERON group, most ALT (SGPT)
abnormalities resolved spontaneously with continued
treatment whereas some resolved upon dose reduction or
temporary discontinuation of treatment.

Lymphopenia {<1500/mm?®) was observed In 90.9% of
BETASERON patients compared to 74.3% of placebo patients
and neutropenia (<1400/mm?) was noted in 18.0%
BETASERCN and 5.1% placebo patients.

DOSAGE AND ADMINISTRATION
FOR SUBCUTANEOUS USE ONLY

BETASERON {interferon beta-1b) should only be prescribed
by {or following consultation with) dinicians who are experienced
in the diagnosis and management of multiple sclerosis.

The recommended dose of BETASERON for both relapsing-
remitting and secondary-progressive MS patients is 0.25 mg
(8 MIL) injected subcutaneously every other day. Limited data
regarding the activity of a lower dose in relapsing-remitting
MS patients are presented above (see ACTION AND CLINICAL
PHARMACOLOGY, Clinical Trials).

In the secondary-progressive MS study, patients initiated
treatment with half the dose (4 MIU s.c. every other day) for a
period of 2 weeks prior to escalating to the recommended
dose of 8 MIU {s.c. every other day)

Efficacy of treatment for longer than 2 years has not been
substantiatly demonstrated in relapsing-remitting muitiple
sclerosis. For secondary-progressive multiple sclerosis, safety
and efficacy data beyond 3 years are not available.

To reconstitute lyophilized BETASERON for injection, use a
sterile syringe and needle to inject 1.2 mL of the divent supplied,
Sodium Chloride, 0.54% Solution, into the BETASERON vial.
Gently swirl the vial of BETASERON to dissolve the drug com-
pletely; do not shake. Inspect the reconstituted product visually
and discard the product befare use if it contains particulate
matter or is discolored. Atter reconstitution with accompanying
diluent, each mL of solution contains 0.25 mg (8 MIU) interferon
beta-1b, 13 mg Albumin Human USP and 13 mg Mannitol USP.

Withdraw 1 mL of reconstituted solution from the vial into a
sterile syringe fitted with a 27-gauge '%-inch needle and inject
the solution subcutaneously. Sites for self-injection include
abdomen, buttocks and thighs. A vial is suitable for single use
only; unused portions should be discarded (See BETASERON®
[interferon beta-1h] INFORMATION FOR THE PATIENT
section for SELF-INJECTION PROCEDURE.)

AVAILABILITY OF DOSAGE FORMS

BETASERON (interferon beta-1b) is presented in single-use
vials of lyophilized powder containing 0.3 mg (9.6 MiU)
interferon beta-1b, 15 mg Albumin Human USP, and 15 mg
Mannitol, USP. BETASERON is supplied in cartons containing
15 vials of medication and 15 vials of diluent (2 oL of Sodium
Chloride 0.54% solution, per vial).

Product Monograph available upon request.
B10204E5
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EXELON

{Rivastigmine as the Hydrogen Tartrate Salt)
Capsules - 1.5 mg, 3 mg, 4.5 mg, 6 mg
Orai Solution ~ 2 mg/mL
PHARMACOLOGICAL CLASSIFICATION Cholinesterase Inhibitor
INDICATIONS AND CLINIGAL USE EXELON (rivastigmine as the hydrogen
fartrate salt) is indicated for the i t of patients with mild
to moderate demertia of the Afzheimer type. EXELON has not been studied
in controlled dlinical trials for longer than 6 months. EXELON capsules and
aral solution should an/y be prescr/bed by (or following consultanon wrth)
icians who are exp o in the dic and of Al
Disease. GONTRAINDIGATIONS EXELON (rivastigmine as the hydrogen
tartrate salt) is contraindicated in patients with known hypersensitivity
to rivastigmine, other carbamate derivatives or other components of the
ion. EXELON is i in patients with severe liver impairment
since it has not been studied in this population. WARNINGS Anesthesia:
EXELON {rivastigmine as the hydrogen tartrate sait) as a cholinesterase
inhibitor, is likely to exaggerate succinylcholine-type muscle relaxation during
anesthesia. Neurological Conditions: Seizures:In placebo controlled clinical
trials with EXELON cases of seizures were reported. Cholinomimetics are
believed to have some potential to cause generalized convulsions.However,
seizure activity also may be a manifestation of Alzheimer Disease. The
risk/benefit of EXELON treatment for patients with a history of seizure disorder
must therefore be carefully evaluated. EXELON has not been studied in patients
with moderately severe or severe Alzheimer Disease, non-Alzheimer
dementias or individuals with Parkinsonian features.The efficacy and safety
of EXELON in these patient populations is unknown. Pulmenary Conditions:
Like other cholinomimetic drugs,EXELON should be used with care in patients
with a history of asthma or obstructive pulmonary disease.No experience is
available in treating patients with these conditions. Cardi

impaired patients with Alzheimer Disease be undertaken with caution and
under conditions of close monitoring for adverse effects (see Dosage and
Administration: Special Populations.EXELON is contraindicated in patients
with severe liver impairment since it has not been studied in this population
(see CONTRAINDICATIONS) Genetic Polymorphism: The effect of genetic
polymorphnsm of butyryl ase enzyme on rivastigmine metabolism is
Drug-Drug : Studies to assess the potential of EXELON

for interaction with digoxin,warfarin,diazepam or fluoxetine were limited to
short term, single-dose studies in young healthy volunteers. No significant
effects on the pharmacokinetics of these drugs or on the metabolism of
rivastigmine were observed.Similar studies in elderly patients were not done.
Effect of EXELON on the Metabolism of Other Drugs: Rivastigmine is mainiy
metabolised through hydrolysis by esterases. No in vivo studies have
investigated the effects of EXELON on the clearance of drugs metabolised by
CYP450.Based on in vitro studies,no pharmacokinetic drug interactions with
drugs metabolised by the following isoenzyme systems are expected: CYP1A2,
CYP2D6,CYP3A4/5,CYP2E1,CYP2C9,CYP2CB, or CYP2C19. Rivastigmine may
inhibit the butyrylcholinesterase mediated metabolism of other drugs (see
ACTIONS AND CLINICAL PHARMAGOLOGY: Clinical Pharmacokinetics:
Metabolism). Effect of Other Drugs on the Metabolism of EXELON: Drugs
which induce or inhibit CYP450 metabolism are not expected to alter the
bolism of rivastigmine. Formal phan kinetic studies to assess the
potential for drug interaction with other memcatlons commonly taken by the
elderly were not done. P¢ ion-phar lyses of a subset
(n = 359; 6-12mg/day) of patients with Alzheimer Disease in controlled clinical
trials do not suggest that the administration of EXELON with some commonly
prescribed medications is associated with an alteration in the kinetics of
rivastigmine, or an increased risk of clinically relevant untoward effects.
However, the number of patients who received concomitant medications
chronically was as follows: anlhdes {e.g. acetaminophen) (10%), antacids
(12%), antianginals (6%), anti ines (2%j, antihypertensives (12%),
benzodiazepines {<1%), B-blockers (7%), calcium channel blockers (12%),
digitalis glycosides (5%), non-steroidal anti-inflammatory drugs (13%), oral
hypogtycemics (3%), and salicylic acid and derivatives (28%). Pregnancy: The
safety of EXELON in pregnant women has notbeen established. EXELON should
not be used in women of childbearing potential unless,in the opinion of the

Conditions: Because of their phan ical action, inomimetics may

the potential benefit to the patient justifies the potential risk to the

have vagotonic effects on heart rate (e.g.,bradycardia).The potential for this
action may be particularly important to patients with “sick sinus syndrome”or
other sup icular cardiac cond conditions.In clinical trials patients
with serious cardiovascular disease were excluded.Caution should therefore
be exercised in treating patients with active coronary artery disease or
congestive heart failure.Syncopal episodes have been reported in association
with the use of EXELON. It is recommended that EXELON not be used in
patients with cardiac conduction abnormalities (except for right bundle branch
block) including “sick sinus sy and those with ined syncopal
ep|sodes Gasiromlesﬂnal Conditions: Through their primary action,
may be expected to increase gastric acid secretion
due to increased cholinergic activity. Therefore,patients should be monitored
for symptoms of active or accult gastrointestinal bleeding,especially those at
increased risk for developing ulcers,e.g.,those with a history of ulcer disease
or those receiving concurrent non-steroidal anti-inflammatory drugs (NSAIDS).
in controlled clinical studies with EXELON, patients with a past history (last
2 years) of peptic ulceration and chronic diseases of the gastrointestinal tract
were excluded. In the trial population who received EXELON there was
no significant increase, relative to placebo, in the incidence of peptic ulcer
disease. The incidence of GI hemorrhage, in controlled clinical trials was <1%
(n = 6/1923) for EXELON and 0% (n = 0/868} for placebo. EXELON, as a
predictable consequence of its pharmacological properties,has been shown
fo produce nausea, vomiting and diarrhea. These effects appear more
frequently at higher doses (see ADVERSE REACTIONS section),with nausea
and vomiting being more prevalent in women. Females are more sensitive to

fetus. Nursing Mothers: It is not known whether EXELON is excreted into
human milk, and therefore EXELON should not be used in nursing mothers.
Pediatric Use: The safety and effectiveness of EXELON in any iliness occurring
in pediatric patients have not been established. ADVERSE REACTIONS A total
of 1923 patients with mild to moderate Alzheimer Disease were treated in
controlled clinical studies with EXELON. Of these patients, 1417 (74%)
completed the studies.The mean duration of treatment for all EXELON groups
was 154 days (range 1-255 days). Adverse Events Leading to
Discontinuation: Overall, 18% (340/1923) of patients treated with EXELON
discontinued from Phase Il controlled clinical trials due to adverse events
compared to 9% (75/868) in the placebo group.During the titration phases of
cantrolled clinical trials the incidence of discontinuations due to adverse events
was 5% for placebo,5% for EXELON 1-4 mg/day and 21% for EXELON 6-12
mg/day. During the maintenance phases, 3% of patfents who received placebo,
3% of patients who received 1-4 mg/day EXELON and 6% of patients who
received EXELON 6-12 mg/day withdrew from studies due to adverse events.
Female patients treated with EXELON were approximately twice as likely to
discontinue study participation due to adverse events than were male patients
{Females: 21%; Males: 12%). The most common adverse events leading to
discontinuation,defined as those occurring in at least 2% of patients and at
twice the incidence seen in placebo patients, are shown in Table 1.

Table 1. Most frequent adverse events (>2% and twice the rate in the
placebo group) leading to withdrawal from randomized placebo
controlled clinical trials B351, B352, and B303 during titration and
maintenance phases*

the cholinergic adverse effects iated with choli ibitors and Titration phase Maintenance phase

in general are more likely to experience nausea and vomiting than are males. {(weeks 1-12} (weeks 13-26)

In most cases these effects were of mild to moderate intensity and transient, N - N .

and they resolved during continued E)(ELON treatment or upon treatment Adverse  Placebo -4 612 - Placebo T4 612
L s ) event mg/day  mg/day mg/day  mg/day

cl

discontinuation. Weight Loss: as well as =646 =644 n=824 n=588  n=587  n=601

Disease can be i with si weight loss.In clinical — - — — — —

trials the use of EXELON was associated with weight loss.Women exposedto ~ Allevents 5% 5% 21% 3% 3% 6%

doses of EXELON at the higher end of the therapeutic range (6-12 mg/day) Nausea 1% 1% 10% 0% <1% 1%

were at greater risk for weight loss. Approximately 24% of women on it o o g o o o

6-12 mg/day doses of EXELON had weight loss of equal o or greater than 7% metm.g 0% <! °/° 5:“ Gn/o < O/D Zh

of their baseline weight compared to 6% on placebo. For males, 16%  Anorexia 0% <1% o <A%<t <I%

{6-12 mg/day) experienced a similar degree of weight loss compared to 4% Dizziness <% <1% 3% <1% 0% 1%

on placebo.Where weight loss may be of clinical concern,body weight should
be monitored. Genitourinary: Atthough notreported in clinical trials of EXELON,

Abdominal <1% <1% 2% <1% <1% <1%
pain

cholinomimetics may cause bladder spasm. PRECAUTIONS C itant use

Asthenia 0% 0% 2% 0% 0% <1%

with other drugs: Use with Anticholinergics: Because of their
of action, cholinesterase inhibitors have the potential to interfere with the
activity of anticholinergic ications.Use with ics and Other
Cholinesterase Inhibitors: A synergistic effect may be expected when
cholinesterase inhibitors are given concurrently with succinylcholine,similar
neuromuscular blocking agents or cholinergic agonists such as bethanechol.
Use with other Psychoactive Drugs:In controlled clinical trials with EXELON
few patients received neuroleptics,antidepressants or anticonvulsants,there
is thus limited information conceming the interaction of EXELON with these
drugs. Use in patients >85 yearsold: In controlled clinical studies, the number
of patients over 85 years old who received EXELON in the therapeutic dose
range of 6-12 mg/day was 68.0f these patients,12 received high doses of
EXELON (>9 or <12 mg/day).The safety of EXELON in this patient population
has not been adequately characterized. In Alzheimer Disease patients in
controlled clinical trials, nausea, diarrhea,vomiting, dizziness,anorexia,
fatigue, dyspepsia and weakness increased with dose. Dose escalation in
patients >85 years old should thus proceed with caution (see Dosage and
Administration: Special Populations. Use in elderly patients with serious
comorbid disease: There is limited information on the safety of EXELON
freatment in patients with mild to moderate Alzheimer Disease and serious
comorbidity. The use of EXELON in Alzheimer Disease patients with chronic

Fatigue <1% <1% 2% 0% 0% <1%

*All patients who received at least one dose of study medication were included
in the results for the titration phase.All patients who entered the maintenance
phase were represented in the results for the maintenance phase.

Titration and maintenance dosing should remain flexible and be adjusted

according to individual needs. Most Frequent Adverse Clinical Events Seen

in Association with the Use of EXELON: The most common adverse events,
defined as those occurring at a frequency of at least 5% and twice the placebo
rate,are largely predicted by EXELON's cholinomimetic effects.These include

nausea,vomiting,dizziness,diarrhea, anorexia and abdominal pain. Table 2

presents a comparison of common adverse events (5% incidence and twice

the placebo rate) by treatment group during titration (Weeks 1-12) and

maintenance (Weeks 13-26). The adverse events were generally mild in

intensity, more frequent at h|gher doses, of short duration,and attenuated with
i dosing or di ion of drug.

Table 2. Common adverse events (5% and twice the rate in the placebo

group} in randomized placebo contralled clinical trials B351, B352,and

B303 during titration and maintenance phases*

Titration phase

Maintenance phase

ilinesses commen among the geriatric
after careful risk/benefit assessment and include close monitoring for adverse
events.Dose escalation in this patient population should proceed with caution
(see Dosage and Administrati i
Hepatically Impaired Patients: There is limited information on the
pharmacokinetics of EXELON in renally and hepatically impaired patients {see
Clinical Ph and M section). It is therefore
recommended that dose escalation with ri in renally or hepatically

Iation should be " only (weeks 1-12) (weeks 13-26)
Adverse  Placebo 1-4 6-12  Placebo 1-4 6-12
event mg/day  mg/day mg/day mg/day

Special Pop Renally and n=646 n=644 n=824 n=588 n=587 n=601

Nausea % 15% 40% 4% 8% 15%
Vomiting 3% 5% 23% 3% 5% 14%
Dizziness  10% 10% 19% 4% 6% 10%
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Diarrhea 9% 8% 16% 4% 5% 9%
Anorexia 2% 5% 13% 1% 2% 4%
Ahdominal 4% 5% 10% 3% 3% 4%
pain

Fatigue 4% 4% 8% 1% 2% 3%
Asthenia 2% 1% 6% 1% 2% 3%
Somnolence 2% 4% 5% 1% 1% 1%

*All patients who received at least one dose of study medication were included
in the results for the titration phase. All patients who entered the maintenance
phase were represented in the results for the maintenance phase.

Titration and maintenance dosing should remain flexitie and be adjusted
according o individual needs. inan open label study involving 305 patients with
Alzheimer Disease the tolerability of a 1.5 mg bid (3 mg/day) starting dose and
dose escalation of 1.5 mg bid (3 mg/day) at a minimum irterval of every two
weeks were assessed. A total of 40 of these patients (13%) discontinued the
study due to adverse events. The type and incidence of commaon adverse events
reported did not appear to differ substantially from those noted in placebo-
controlled studies. SYMPTOMS AND TREATMENT OF OVERDOSAGE
Symptems: Overdosage with cholinesterase inhibitors can resutt in cholinergic
crisis characterised by severe nausea, vemiting, salivation, sweating,
hypotension,respiratory depression, collapse and convulsions. Increasing
muscle weakness isa possibifity and may result in death if respiratory muscles
are involved.Due to the known vagotonic effect of cholinesterase inhibitors on
heart rate,bracycardia and/or syncope may also occur. Treatment: EXELON
{rivastigmine as the hydrogen tartrate salt) has a short plasma half-life ( about
1- 2 hours)and a duration of cholinest inhibition of 8-12 hours.
It is recommended that in cases of asymptomatic overdoses,no further dose
of EXELON should be administered for the next 24 hours and that patients be
monitored. As in any case of overdose, general supportive measures should be
wtilised. Tertiary anticholinergics such as atropine may be used as an antidote
for EXELON overdosage.Intravenous atropine suifate fitrated to effect is
recommended: an initial dose of 1.0to 2.0 mg IV with subsequent doses based
upon clinical response. Atypical responses in blood pressure and heart rate
have been reported with other cholinomimetics when co-administered with
quaternary anticholinergics such as glycopy . Due to the short half-life of
EXELON, dialysis (hemodialysis, peritoneal dialysis, or hemoflltratlon) would not
be clinically indicated in the event of an dose. In
by severe nausea and vomiting, the use of antiemetics should be cons\dered
in adocumented case of a 46 mg overdose with EXELON, a 69 year old female
patient experienced vomiting, incontinence, hypertension, psychomotor
retardation and loss of consciousness. The patient was managed conservatively
with only supp and fully d within 24 hours. Dose-related
signs of toxicity in animals included lacrimation, excessive salivation,vomiting,
decreased | activity, ataxia,twitches/flutters, tremors and clonic
convulsions. DOSAGE AND ADMINISTRATION EXELON (rivastigmine as the
hydmgen tartrate sait} capsules and oraf solution should only be prescribed by
{or g with) clinicians who are experienced in the diagnosis
and management of Alzheimer Disease. Adults: The usual maintenance dose
range for EXELON is 6-12 mg/day. The following dosage escalation recommen-
dations, derived from clinical trial data, are provided as a guide only, as
individual tolerance to dose i will vary. The inci of choli
adverse events associated with EXELON increase with dose and are more
prevalent in females (see ADVERSE REACTIONS section).The usual starting
dose of EXELOM is 1.5 mg bid {3 mg/day).{f this initial dose is well tolerated,
after aminimum of 2 weeks the dose may be increased to 3 mg bid (6 mg/day).
Dose increases above 6 mg/day should proceed cautiously. Increases to
4.5 mg bid (9 mg/day) and then 6 mg bid {12 mg/day) should also be based
on good tolerabifity of the current dose and should only be considered after
a minimum of two weeks treatment at that dose level. The maximum dose
should not exceed 6 mg bid {12 mg/day). Following initiation of therapy or any
dosage increase, patients should be closely monitored for adverse effects.
If adverse effects (g.g.nausea vomiting,abdominal pain loss of appetite) are
observed during treatment,the patient should be instructed to stop treatment
for a few days and then restart at the same dose level,or lower, as clinically
indicated. If side effects persist, the drug should be discontinued. Oral
Solution: The prescribed amount of solution should be withdrawn from the
container using the oral dosing syringe supplied. EXELON oral solution may be
swallowed directly from the syringe or first mixed with a small glass of water,
cold fruit juice or soda. Patients should be instructed to stir and drink the
mixture. EXELON oral solution and capsules may. be interchanged at equal
doses. Special Populations: For elderly patients (>85 years old) with low body
weight (especially females) or serious comorbid diseases (see WARNINGS and
PRECAUTIONS), it is recommended to start treatment with less frequent
dosing (1.5 mg once a day) and to escatate dosage at a slower rate than for
adults. Renally or hepatically impaired: For patients with renal or hepatic
impairment (see PREGAUTIONS) it is recommended that treatment be started
with less frequent dosing (1.5 mg ence a day) and that dose escalation be
slower than that recommended for adutts. EXELON should be taken with food
in divided doses in the morning and evening. In a population of cognitively-
impaired individuals, safe use of this and all other medications may require
supervision. AVAILABILITY OF DOSAGE FORM EXELON (rivastigmine as the
hydrogen tartrate salt) is supplied as hard-gelatin capsules containing either
1.5 mg,3.0 mg,4.5 mg,or 6.0 mg of rivastigmine base.The 1.5 mg capsules
are yellow. The strength (1.5 mg) and “EXELON"are printed in red on the body
of the capsule.Available in botties of 60.The 3.0 mg capsules are orange.The
strength (3 mg) and “EXELON"are printed in red on the body of the capsule.
Available in bottles of 60.The 4.5 mg capsules are red.The strength (4.5 mg)
and “EXELON” are printed in white on the body of the capsule. Available in
bottles of 60.The 6.0 mg capsules are orange and red.The strength (6 mg) and
“EXELON"are printed in red on the body of the capsule.Available in bottles of
60.0ral solution (2 mg/mL):EXELON oral solution is available in amber glass
bottles with a dip tube and self-aligning plug.The oral solution is packaged
with a dispenser set which consists of an assembled oral dosing syringe that
allows dispensing a maximum volume of 3 mL carresponding to a 6 mg dose,
with a plastic tube container. Each bottle contains 120 mL of a clear,
yellow solution.

Product Monograph available on request.
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AVONEX
(Interferon beta-1a)

PRESCRIBING INFORMATION

THERAPEUTIC CLASSIFICATION
Immunamodulator

INDICATIONS AND CLINICAL USE

AVONEX® (Interferon beta-1a) is indicated for the treatment of relapsing
forms of multiple sclerosis to slow the progression of disability, decrease
the frequency of clinical exacerbations, and reduce the number and volume
of active brain lesions identified on Magnetic Resonance Imaging (MRI)
scans. Safety and efficacy have not been evaluated in patients

with chronic progressive multiple sclerosis.

CONTRAINDICATIONS

AVONEX® (Interferon beta-1a) is contraindicated in patients with a history of
hypersensitivity to natural or recombinant interferon beta, human albumin,
or any other component of the formulation.

WARNINGS

AVONEX® (Interferon beta-1a) should be used with caution in patients

with depression. Depression and suicide have been reported to occur in
patients receiving other interferon compounds. Depression and suicidal
ideation are known to occur at an increased frequency in the MS population.
A relationship between the occurrence of depression and/or suicidal ideation
and the use of AVONEX® has not been established. An equal incidence of
depression was seen in the placebo-treated and AVONEX®-treated patients in
the placebc-controlled relapsing MS study. Patients treated with AVONEX®
should be advised to report immediately any symptoms of depression
and/or suicidal ideation to their prescribing physicians. If a patient develops
depression, antidepressant therapy or cessation of AVONEX® therapy should
be considered.

PRECAUTIONS

General

Caution should be exercised when administering AVONEX® {Interferon
beta-1a) to patients with pre-existing seizure disorder. In the piacebo-
controlled study, 4 patients receiving AVONEX® experienced seizures, while
no seizures occurred in the placebo group. Of these 4 patients, 3 had no
prior history of seizure. It is not known whether these events were related
to the effects of MS alone, to AVONEX®, or to a combination of both. For
patients with no prior history of seizure who developed seizures during
therapy with AVONEX®, an etiologic basis should be established and
appropriate anti-convulsant therapy instituted prior to considering
resumption of AVONEX® treatment. The effect of AVONEX® administration
on the medical management of patients with seizure disorder is unknown.

Patients with cardiac disease, such as angina, congestive heart failure,

or anhythmia, should be closely monitored for worsening of their clinical
condition during initiation of therapy with AVONEX®, AVONEX® does not
have any known direct-acting cardiac toxicity; however, symptoms of flu
syndrome seen with AVONEX® therapy may prove stressful to patients
with severe cardiac conditions.

Laboratory Tests

In addition to those taboratory tests normally required for manitoring
patients with MS, complete blood cell counts and white blood cell
differential, platelet counts, and blood chemistries, including liver and
thyroid function tests, are recommended during AVONEX® therapy. Ouring
the placebo-controlled study, complete blood cell counts and white blood
cell differential, platefet counts, and blood chemistries were performed at
least every 6 months. There were no significant differences between the
placebo and AVONEX® groups in the incidence of thyroid abnormalities,
liver enzyme elevation, leukopenia, or thrombocytopenia (these are known
to be dose-related laboratory abnormalities associated with the use of inter-
ferons). Patients with myelosuppression may require more intensive moni-
toring of complete blood cell counts, with differential and platelet counts.

Drug Interactions

No formal drug interaction studies have been conducted with AVONEX®,

In the placebo-controlled study, corticosteroids or ACTH were administered
for treatment of exacerbations in some patients concurrently receiving
AVONEX™. In addition, some patients receiving AVONEX® were also treated
with anti-depressant therapy and/or oral contraceptive therapy. No unexpect-
ed adverse events were associated with these concomitant therapies.

Other interferons have been noted to reduce cytochrome P-450
oxidase-mediated drug metabolism. Formal hepatic drug metabolism
studies with AVONEX® in humans have not been conducted. Hepatic
microsomes isofated from AVONEX®-treated rhesus monkeys showed
no influence of AVONEX® on hepatic P-450 enzyme metabolism activity.

As with all interferon products, proper monitoring of patients is required
if AVONEX® is given in combination with myelosuppressive agents.

Use in Pregnancy

If a woman becomes pregnant or plans to become pregnant while taking
AVONEX®, she should be informed of the potential hazards to the fetus,

and it should be recommended that the woman discontinue therapy. The
reproductive toxicity of AVONEX® has not been studied in animals or humans.
In pregnant monkeys given interferon beta at 100 times the recommended
weekly human dose (based upon a body surface area comparison), no
teratogenic or other adverse effects on fetal development were observed.
Abortifacient activity was evident following 3 to 5 doses at this level. No
abortifacient effects were observed in monkeys treated at 2 times the recom-
mended weekly human dose (based upon a body surface area comparison).

Although no teratogenic effects were seen in these studies, it is not known
if teratogenic effects would be observed in humans. There are no adequate
and well-controlled studies with interferons in pregnant women.

Nursing Mothers

Itis not known whether AVONEX® is excreted in human milk. Because

of the potential of serious adverse reactions in nursing infants, a decision
should be made to either discontinue nursing or to discontinue AVONEX®.

Pediatric Use
Safety and effectivenass have not been established in pediatric patients
below the age of 18 years.

Information to Patients
Patients should be informed of the most common adverse events associated

Table 2
Adverse Events and Selocted Laboratory Abnormalities
in the Placebo-Controlled Study

with AVONEX® administration, including symptoms associated with fiu
syndrome (see Adverse Events and information for the Patient).
Symptoms of flu syndrome are most prominent at the initiation of therapy
and decrease in frequency with continued treatment. In the placebo-
controlled study, patients were instructed to take 650 mg acetaminophen
immediately prior to injection and for an additional 24 hours after each
injection to modulate acute symptoms associated with AVONEX®
administration.

Patients should be cautioned to report depression or suicidal
ideation (sec Warnings).

When a physician determines that AVONEX® can be used outside of the
physician’s office, persons who will be administering AVONEX® should
receive instrution in reconstitution and injection, including the review of
the injection procedures (see Informatien for the Patient). If a patient
is to self-administer, the physical ability of that patient to self-inject
intramuscularly should be assessed. If home use is chosen, the first
injection should be performed under the supervision of a qualified health
care professional. A puncture-resistant container for disposal of needles
and syringes should be used. Patients should be instructed in the technique
and importance of proper syringe and needle disposal and be cautioned
against reuse of these items.

ADVERSE EVENTS

The safety data describing the use of AVONEX® {Interferon beta-1a) in MS
patients are based on the placebo-controlled trial in which 158 patients ran-
domized to AVONEX® were treated for up to 2 years (see Clinical Trials).

The 5 most common adverse events associated (at p<0.075) with AVONEX®
treatment were flu-like symptoms (otherwise unspecified), muscle ache,
fever, chills, and asthenia. The incidence of all 5 adverse events diminished
with continued treatment.

One patient in the placebo group attempted suicide; no AVONEX®-treated
patients attempted suicide. The incidence of depression was equal in the
2 treatment groups. However, since depression and suicide have been
reported with other interferan products, AVONEX® should be used with
caution in patients with depression (sec Warnings).

In the placebo-controlled study, 4 patients receiving AVONEX® experienced
seizures, while no seizures occurred in the placebo group. Of these

4 patients, 3 had no prior history of seizure. It is not known whether

these events were refated to the effects of MS alone, to AVONEX®,

or to a combination of both (see Precautions).

Table 2 enumerates adverse events and selected laboratory abnormalities
that occurred at an incidence of 2% or more among the 158 patients

with relapsing MS treated with 30 mcg of AVONEX® once weekly by

IM injection. Reported adverse events have been classified using standard
COSTART terms. Terms so general as to be uninformative or more common
in the placebo-treated patients have been excluded.

AVONEX® has also been evaluated in 290 patients with illnesses other

than MS. The majority of these patients were enrolled in studies to evaluate
AVONEX® treatment of chronic viral hepatitis B and C, in which the doses
studied ranged from 15 mcg to 75 meg, given subcutanecusly (SC), 3 times
a week, for up to 6 months. The incidence of common adverse events

in these studies was generally seen at a frequency similar to that seen in
the placebo-controlled MS study. In these non-MS studies, inflammation at
the site of the SC injection was seen in 52% of treated patients. In contrast,
injection site inflammation was seen in 3% of MS patients receiving
AVONEX®, 30 mcg by IM injection. SC injections were also associated with
the following local reactions: injection site necrosis, injection site atrophy,
injection site edema, and injection site hemorrhage. None of the above was
observed in the MS patients participating in the placebo-controlled study.

Table 2
Adverse Events and Selected Laboratory Abnormalities
in the Placebo-Conirolled Study

Adverse Event Placebo AVONEX®

(N=143) (N=158)
Body as a Whole
Headache 57% 67%
Flu-like symptoms (ctherwise unspecified)*  40% 61%
Pain 20% 24%
Fever* 13% 23%
Asthenia 13% 21%
Chills* 7% 21%
Infection 6% 1%
Abdominal pain 6% 9%
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Adverse Event Placebo AVONEX®
(N=143) (N=158)

Chest pain 4% 6%
Injection site reaction 1% 4%
Malaise 3% 4%
Injection site inflammation 0% 3%
Hypersensitivity reaction 0% 3%
QOvarian cyst 0% 3%
Ecchymosis injection site 1% 2%
Card lar System
Syncope 2% 4%
Vasodilation 1% 4%
Digestive System
Nausea 23% 3B%
Diarrhea 10% 16%
Dyspepsia % 1%
Anorexia 6% 7%
Hemic and Lymphatic System
Anemia* 3% 8%
Eosinophils 2 10% 4% 5%
HCT (%) < 32 (females)

or < 37 {males) 1% 3%
Metabolic and Nutritional Disorders
SGOT 23 x ULN 1% 3%
Musculoskeletal System
Muscle ache* 15% 34%
Arthralgia 5% 9%
Mervous System
Sleep difficult 16% 19%
Dizziness 13% 15%
Muscle spasm 6% %
Suicidal tendency 1% 4%
Seizure 0% 3%
Speech disorder 0% 3%
Ataxia 0% 2%
Respiratory System
Upper respiratory tract infection 28% 31%
Sinusitis 17% 18%
Dyspnea 3% 6%
Skin and Appendages
Urticaria 2% 5%
Alopecia 1% 4%
Nevus 0% 3%
Herpes zoster 2% 3%
Herpes simplex 1% 2%
Special Senses
Otitis media 5% 6%
Hearing decreased 0% 3%
Urogenital
Vaginitis 2% 4%

* Significantly associated with AVONEX® treatment (p < 0.05).

DOSAGE AND ADMINISTRATION

The recommended dosage of AVONEX® (Interferon beta-1a} for the
treatment of refapsing forms of multiple sclerosis is 30 meg injected
intramuscularly once a week.

AVONEX® is intended for use under the guidance and supervision of &
physician. Patients may seff-inject only if thelr physician determings that
it is appropriate and with medical follow-up, as necessary, after proper
training in IM injection technique.

AVAILABILITY OF DOSAGE FORMS
AVONEX® (Interferon beta-1a} is available as:

Package (Administration Pack) containing 4 Administration Dose Packs
(each containing one vial of AVONEX®, one 10 mL (10 cc) diluent vial,
two alcoho! wipes, one gauze pad, one 3 cc syringe, cne Micro Pin®,
one needle, and one adhesive bandage).
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1 AVONEX® Product Monograph, April 6, 1998.

2. Jacobs LD, Cookfair DL, Rudick RA, et al. Intramuscular interferon beta-1a
for disease progression in retapsing multiple sclerosis. Ann Neurol.
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Reminyl

Galantamine hydrobromide tablets

PRESCRIBING INFORMATION
PREMINYL*

galantamine hydrobromide tablets

4 mg,8 mg,12 mg galantamine base
Cholinesterase Inhibitor

CLINICAL PHARMACOLOGY
Although the eticlogy of cognitive impairment in Alzheimer's Disease (AD} is not
fully understood, it has been reported that acetylcholine-producing neurons
degenerate in the brains of patients with Alzteimer's Disease.The degree of this
cholinergic loss has been correlated with degree of cognitive impairment and
density of amyloid plagues {a neuropathological hallmark of Alzheimer's
Disease).

REMINYL (galantamine hydrobromide),a tertiary akaloid,is a competitive and
reversible cholinesterase inhibitor. While the precise mechanism of
galantamine’s action is unknown,it is postulated to exert its therapeutic effect
by enhancing cholinergic function. This is accomplished by increasing the
concentration of acetylcholine through reversible cholinesterase inhibition.It has
also been postulated,based on in vitro data, that galantamine enhances the
action of acetylcholing through binding to an allosteric site on the nicotinic
receptors (see PRECAUTIONS). The clinical relevance to humans of these i vifro
findings Is unknown.

If these mechanisms are correct,galantamine’s effect may lessen as the disease
process advances and fewer cholinergic neurons remain functionally intact.
There is no evidence that galantamine alters the course of the underlying
dementing process.

Pharmacokinstics
Absorption

The summary of related pharmacokinetic parameters in healthy subjects is
presented in Table 1 After oral intake of a single 8 mg gafantamine solution in
12 healthy males, absorption is rapid,with a peak plasma concentration (C,,,)
of 43 x 13 ng/mL,which is reached after 1.2 hours (T, J.and a mean AUC,,
of 427 + 102 ng.h/mL.

The absolute oral bioavailability of galantamine is 88.5%.Bioavailability of the
tablet was the same as the bioavailability of an oral solution in 27 heaithy males.
Food did not affect the AUC of galantamine but G, decreased by 25% and T,
was delayed by 1.5 hours after repeated oral dosing of 12 mg galantamine b.i.c.
in 24 healthy elderly subjects.

The maximum ichibition of antichlinesterase activity of about 40% was
achieved about one hour after a single ora! dose of 8 mg galantamine in heaithy

Eliminat

The elimination of galantamine is bi-phasic,with a terminal haff-life in the order
of 7-8 hours in young healthy subjects (n=4 males). Two studies in healthy
elderly subjects indicated that the terminal half-life of galantamine is 8.5 hours
{n=13 males and 16 females) and 9.7 hours (n=10 males and 14 females) after
administering a single oral dose of 10 mg galantamine.Up to 8 hours post-dose,
unchanged galantamine accounted for 39-77% of the total radioactivity in the
plasma,and galantamine glucuronide accounted for 14-24%.Seven days after
asingle oral dose of 4 mg°H-galantamine,83-99% of the radioactivity had been
recovered,with about 95% in urine and about 5% in feces. Total urinary recovery
of unchanged galantamine accounted for, on average,32% of the dose,and that
of galantamine glucuronide for another 12% on average.

After i.v. and oral administration, about 20% of the dose was excreted as
unchanged galantamine in the urine in 24 hours,with a renal clearance of about
65 mL/min,which represents 20-25% of the total plasma clearance of about
300 mL/min.

CYP206 Poor Metabolizers

Approximately 7% of the normal population has a genetic variation that leads to
reduced levels of activity of the CYP2D6 isozyme.Such individuals have been
referred to as poor metabolizers.After a single oral dose of 4 mg or 8 mg
galantamine, CYP2D6 poor metabolizers demonstrated a similar Cy,y and
about 35% AUC,, increase of unchanged galantamine compared to extensive
metabolizers.

A total of 356 patients with Alzheimer's disease enrolled in two Phase Ili studes
were genotyped with respect to CYP2D6 (=210 hetero-extensive metabolizers,
126 homo-extensive metabolizers, and 20 poor metabolizers). Population
phamacokinetic analysis indicated that there was a 25% decrease in median
clearance in poor metaboiizers compared to extensive metabolizers. Dosage
adjustment is not necessary in patients identified as poor metabilizers as the dose
of drug is individually titrated 1o tolerability due to observed inter-patient variability.
) '

Following a single 4 mg dose of galantaming, the pharmacokinetics of
galantamine in subjects with mild hepatic impairment (n=8; Child-Pugh score of
5-6) were similar to those in healthy subjects.In patients with moderate hepatic
impairment (n=8; Child-Pugh score of 7-9), AUC and half-life of galantamine
were increased by about 30% compared to normal subjects (see PRECAUTIONS
and DOSAGE AND ADMINISTRATION).

Benal Impairment

In patients with renal insufficiency, efimination of galantamine decreases with
decreasing creatinine clearance.Following a single 8 mg dose of galantamine,
AUC increased by 37% and 67% in moderately (n=8; creatinine clearance of
30 to 60 mL/min/1.73 m? and severely (n=9; creatinine clearance of 5 to
29 mU/min/1.73 m? renal-impaired patients compared to normal volunteers
{n=8) (see PRECAUTIONS and DOSAGE AND ADMINISTRATION).

Patients vi imer's Di

Data from clinical trials in patients indicate that there is a difference in total
clearance after oral administration between patients with Alzheimer’s Disease

male sUbjects. and healthy subjects (13.2 L/h versus 19.4 L/h) based on pooled population
Table 1.P of after single or multiple dose  analysis. Therefore,the plasma concentrations of galantamine in elderfy patients
administration (median age 75)
Cras o Cear G AuCt T with Alzheimer's
(ng/mL) ) {ng/mL) (ng/m) {ng.h/mb) 0] Disease are
30-40% higher
Single dose,12 healthy males than in hgalthy
" N K young subjects

g mg.:o:]ut{on lp}ua : 426 £ 131 1.2+06 i:: + 1:)2 ;i + :-7, (median age 28).

mg,1 hr Lv.nf n - - - - Ed A4x.
g infusiol ;

Food effect,single dose,24 healthy elderly No specific
Fasted,8 mg p.o. 57.5x15.8 1.1x05 - - 562 + 180 97231 | pharmacokinetic
Non-fasted,8 mg p.o. 425%75 26+14 - - 543 + 176 9.7+33 | study was
Multiple oral dose,27 healthy males pe\/’;gg";g ”:0
12 mg b.id.tablet 89.4+183 | 1006 | 5192122 | 307103 | 623<147 - e
12 mg b.i.d.solution 87.6+20.5 11+05 | 505+13.0 29.8 £10.2 606 + 156 - differences. A
Dose-proportionality, multiple oral dose,18 healthy subj populatio n
4 mg b tablet 307562 | 19:08 | 17.7:46 | 10640 212 £ 56 - g“ﬁ”:alc‘;k'gei“g
8 mg b.i.d.tablet 638142 | 1.7x08 | 36698 | 206:68 439 £117 - (=539 males
12 mg b.i.d.tablet 974314 19+11 | 53.1=x127 291 +93 637 + 152 - and 550 females)
16 mg b.i.d.tablet 137 £ 36 1.7+09 | 765203 [ 415142 918244 | 79+08 | Suggests  that

T AUC = AUC,, after single dose and AUC = AUC; after multiple dose
Distrot

Galantamine is a low-clearance drug (plasma clearance of approximately
300 mL/min) with a moderate volume of distribution {average Vdgs of 175 L}
after a one-hour 1.v. infusion of 8 mg galantamine in 12 healthy males.

The plasma protein binding of galantamine is 18% at therapeutically relevant
concentrations.In whole blood,galantamine is mainly distributed to blood cells
(62.7%) and plasma water (39.0%),whereas the fraction of galantamine bound
10 plasma proteins is only 8.4%.The blood-to-plasma concentration ratio of
galantamine is 1.2.

Metabolism

Galantamine is metabolized by hepatic cytochrome P450 enzymes,
glucuronidated and excreted unchanged in the urine. /7 vitrostudies indicate that
cytochrome CYP2D6 and CYP3A4 are the major cytochrome P450 isoenzymes
involved in the metabolism of galantamine, and inhibitors of both pathways
increase oral bioavailability of galantamine modestly (see PRECAUTIONS,Drug-
Drug Inferactions).0-demethylation, mediated by CYP206 is greater in extensive
metabelizers of CYP2D6 than in poor metabolizers.in plasma from both poor and
extensive metabolizers, however, unchanged galantamine and its glucuronide
accounted for most of the sample radioactivity.

galantamine
clearance is ahout 20% lower in females than in males,which is explained by
lower body weight in females.

Pharmacokinetic differences due to race have not been identified in a poputation
pharmacokinetic analysis (n=1029 White,24 Black,13 Asian and 23 other).
Clinical Trial

Efficacy data for REMINYL (galantamine hydrobromide) in the symptomatic
treatment of patients with Alzheimer’s Disease were derived from 4 randomized,
double-blind, placebo-controlled clinical trials in patients with probable
Aizheimer's Disease [diagnosed hy NINCDS-ADRDA criteria,with Mini-Mental
State Examination Scores that were 210 and <24]. Doses studied were
8-32 mg/day given as twice daily doses. In 3 of the 4 studies, patients were
started on a low dose of 8 mg, then titrated weekly by 8 mg/day to 24 or 32 mg
as assigned (GAL-USA-1, GAL-INT-1,GAL-INT-2). In the fourth study {U.S. 4-week
Dose-Escalation Fixed-Dose Study, GAL-USA-10} dose escalation of 8 mg/day
occurred over 4 week intervals. The mean age of patients participating in the
4 REMINYL trials was 75 years with a range of 41 to 100. Approximately 62% of
patients were women and 38% were men. The racial distribution was White
94%,Black 3% and other races 3%. Two other studies examined a three times
daily dosing regimen; these also showed or suggested benefit but did not
suggest an advantage over twice daily dosing.
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Results for 2 of these studies are presented in this section.The data shown
below were obtained from the Intent-To-Treat population (ITT analysis,i.e.all
patients who were randomized to treatment,regardiess of whether or not they
were able to complete the study. For patients unable to complete the study, their
last observation while on treatment was carried forward and used at endpoint).

Study Quicome Measures:In each study, the primary efficacy of REMINYL was
evaluated using a dual outcome assessment strategy as measured by the
Alzheimer’s Disease Assessment Scale (ADAS-cog) and the Clinician's Interview
Based Impression of Change (CIBIC-plus).

The ability of REMINYL to improve cognitive performance was assessed with the
cogritive subscale of the Aizheimer’s Disease Assessment Scale (ADAS-cog), a
multi-item instrument that has been extensively validated in longitudinal cohorts
of Alzheimer's Disease patients.The ADAS-cog examines selected aspects of
cognitive performance, including elements of memory, orientation, attention,
reasoning,language and praxis.

The patients recruited as participants in each study had mean scores on the
ADAS-cog of approximately 27 units, with a range from 5 to 69, Experience
gained in longitudinal studies of ambulatory patients with mild to moderate
Alzheimer's Disease suggests that they gain 6 to 12 units a year on the
ADAS-cog. Lesser degrees of change, however, are seen in patients with very
mild or very advanced disease because the ADAS-cog is not uniformly
sensitive to change over the course of the disease. The annualized rate of
decline in the placebo patients participating in REMINYL trials was
approximately 4.5 units per year,

The ability of REMINYL to produce an overall clinical effect was assessed using
a Clinician’s Interview Based Impression of Change that required the use of
caregiver information,the CIBIC-plus.The CIBIC-plus used in the trials was a
semi-structured instrument based on a comprehensive evaluation at baseline
and subsequent time-points of 4 major areas of patient function: general,
cognitive, behavioural and activities of daily living. Clinical trials for
investigational drugs have used a variety of CIBIC formats, each different in
terms of depth and structure.As such,results from a CIBIC-plus reflect clinical
experience from the trial or trials in which it was used and cannot be compared
directly with the resuits of CIBIC-pius evaluations from other clinical trials.

Among the secondary measures of efficacy the Alzheimer's Disease Cooperative
Study, Activities of Daily Living Inventory (ADCS/ADL) was used.The ADCS/ADL
is a caregiver-rated evaluation which yields a compound score derived from a
categarical scale of 23 items concerning participation in activities of daily living.
In a study of twenty-one weeks' duration, 978 patients were randomized to
doses of 8, 16,0r 24 mg of REMINYL per day, or to placebo, each given in
2 divided doses. Treatment was initiated at 8 mg/day for all patients randomized
o REMINYL,and increased by 8 mg/day every 4 weeks.Therefore, the maximum
dose-escalation phase was 8 weeks and the minimum maintenance phase was
13 weeks (in patients randomized to 24 mg/day of REMINYL).

Effects on the ADAS-cog: Figure 1 illustrates the time course for the change from
baseline in ADAS-cog scares for all four dase groups aver the 21 weeks of the
study. At 21 weeks of treatment, the mean differences in the ADAS-cog change
scores for the REMINYL-treated patients compared to the patients on placebo
were 0.8, 2.9 and 2.9 units for the 8, 16 and 24 mg/day treatments, respectively.
The 16 mg/day and 24 mg/day treatments were statistically significantly superior
1o placebo and to the 8 mg/day treatment. There was no statistically significant
difference between the 16 mg/day and 24 mg/day dose groups.

Figure 1: Time-course of the Changes from Baseline in ADAS-cog Score (ITT Population)
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Figure 2 illustrates the cumulative percentages of patients from each of the four
freatment groups who had attained at least the measure of improvement in
ADAS-cog score shown on the X-axis.Three change scores {10-point,7-point
and 4-point reductions) and no change in score from baseline have been
identified for illustrative purposes,and the percentage of patients in each group
achieving that result is shown in the inset table.

The curves demonstrate that both patients assigned to galantamine and placebo
have a wide range of responses,but that the REMINYL groups are more likely to
show the greater improvements.

Figure 2: Cumulative Percentage of Patients with Specified Changes from Bassline in
ADAS-cog Scores (ITT Population)

ADAS-cog Change from Baseline
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Change in ADAS-cog
Treatment™ 10 7 4 0
Placebo 37% 7.8% 19.0% 439%
Bmgiday  45% 11.4% 22.7% A7.7%
16mgiday  6.4% 15.0% 331% 67.3%
2dmgliay  8.8% 19.8% 32.4% 626%

Effacts on the CIBIC-pius Figuse 3 is a histogram of the percentage distribiution
of CIBIC-plus scores attained by patients assigned to each of the four treatment
grouns. The REMINYL-placebo differences for these groups of patients in the
mean rating were 0.10, 0.32 and 0.38 units for the 8, 16 and 24 mo/day
treatments, respectively. The 16 mo/day and 24 mo/day treatments were
statistically significantly superior to placebo.The differences vs.the & mg/day
treatment for the 16 and 24 mg'day trealments were 022 and 0.28,
respectively. There were no statistically significant differences between the
16 mg/day and 24 mg/day dose groups.

Figure 3: Distribution of CIBIC-plus Ratings at Week 21 (ITT Population)
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Eftects on ADCSADL imentary: The Alzheimer's Disease Cooperative Study,
Activities of Daily Living Inventory was used as a secondary efficacy measure.t
basefine,mean ADCSADL scores (mean = SE) were for the placebo group:52.3
+ (.89 units; for the 16 mg/day group:51.6 + 0.93 units; for the 24 mo/day
group:51.9 + 0.98 units. At Week 21,the placebo group declined an average
of 3.9 + 0.55 units,and the 16 mg/day and 24 mo/day groups deteriorated
minimally at 1.0 + 0.51 units and 1.6 + 0.58 units respectively. The difference
between the placebo group and the galantaming treatment groups (16 mg/day
or 24 mga’th)‘} was suhsilcally Sr;nlllcanl

1namm2&weaka duralmﬁ&ﬁnamtsmrerarﬁnmlmmmram
of 24 mg or 32 mg of REMINYL per day, or to placebo.each given in two divided
doses.The 26-week study was divided into a 3-week dose-escaiation phase and
& 23-week maintenance phase.
Etfacts on the ADAS-cog: Figure 4 ilustrates the ime course for the change from
basefine in ADAS-cog score for all three dose groups over the 26 weeks of the
study. At 26 weeks of treatment the mean difference in the ADAS-cog change
scores for the REMINYL -ireated patients compared 1o the palients on pracebo
wemazmzsmfmmezdwﬂavmwwmmhm
spectively, Both were stati if suparior o placebo,
but were not statistically significantly diferent from each other.

Figure 4: Time-course of the Changes from Baseline in ADAS-cog Score {ITT Population)

Figure 6: Distribution of CIBIC-plus Ralings Week 26 (ITT Papulation)
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Age, gender and raoe Patient’s age gender or race did not predict outcome of
treaiment.

INDICATIONS AND CLINICAL USE
REMINYL (gatantamine hydrobromide) is indicated for the symptomatic
treatment of patients with mild to damentia of the Alf s

type. REMINYL has not been studied in controfled chinical tralks for fonger
than 6 months,

REMINYL shoulet only be prescribed by (or fallowing consultation with) clinicians
who are experiprnced in the diagnasis and management of Alzeimer's Disease,
CONTRAINDICATIONS
REMINYL {gak ine hyd ide) is d in patients with known
hypersensitivity to galantamine hydrobromide,other tertiary alkalok! dervatives

o to any excipients used in the formutation.

Anesthesia
REMINYL {galantaming hydrobromide),as a cholinesterase inbibitar, Is likely to
exagoerate succinylcholing-type muscle ion during

MNeurological Conditions

Sefzures: In placebo-controlled triats with REMINYL, cases of selzure were
reported; there was no increase in Incidence compared with placebo
Chafinomimetics are befieved 1o have some potential 10 cause generalized
convuigions. However, selzure activity may also be a manitestation of Alzheimer's
Disease.The riswensfit of REMINYL treatment for patients with a istory of
selzure disorder must therefore be carefully evaluated,

REMINYL has not been studied in patients with moderately severe or severe
Alzheimer's Disease,non-Alzheimer dementias or indwviduals with Pardnson's
Disease features. The efficacy and safety of REMINYL in these patient
populations is unknown

Pulmonary Gonditions

Like other cholinamimetic drugs, REMINYL should be prescribed with care for
patients with a history of asthma or obstructive pulmonary disease,
Cardiovascular Conditions

Because of their pf logical action, have
vagolonic efiects on the sinoatrial and afrioventricular nodes, leading to

moderate intensity and transient and have resolved during continued
REMINYL treatment or upon treatment discontinuation

Weight Loss

Chali ibitors as well as A ‘s Disease can be assocated
with significant weight loss. In controlled clinfoal trials, the use of REMINYL
vas associated with weight loss. Weight decrease occurred early during
treatment and was related fo dose. Weight loss of =% occurred mone
frequently in patients treated with REMINYL and in femake patients than in
patints receiving placebo, Whare weigh! loss may be of clinical concern, body
weight should be monitored.

Genitourinary
Aithough not observed n climcal trials of REMINYL cholinomimetics may cause
Dladder outfiow obstruction,

PRECAUTIONS
Concomitant Use with Other Drugs
i A
Because of their mechanism of action, cholinesterase inhibitors have the
pulamjal to interfere with the aﬂnﬂl\r of ammullmrglc medications.

A synergistic E"EDI may be emec‘ted when cholinesterase Inlubilurs are given

o v with suec ine, similar blocking agens or

cholinergic agmis-is such as bethanechol

Use with other Psychoactive Drugs

Fewe nauenu: inthe REMINYL (galantamine hydrobromids) clinical trals received
or antic there is thus lImited

mTofmalIun mnuernng the interaction of REMINYL W|th these drugs.

Use in Patients =85 Years 0id

In controlled clinical studies,the number of patients aged 85 years or over who
receved REMINYL at therapeutic doses of 16 or 24 mo/day was 123,01 these
patients, 70 received the madimum recommendad dose of 24 mg/day. There is
fimited safety information for REMINYL in this patient population.

Since chesi a5 well as Alzheimer's Disease can be associated with
significant weight loss, caution is advised regarding the use of REMINYL in
elderly patiants with low body weight especially in those 285 years obd,

Use in Elderly Patients with Serious Comorbid Disease

Thera is limited information on the safety of HEMIM’L uealmenl in panants with
mild 1o moderate A 's Disaase and seri li

use 0of REMINYL. in Alzheimer's Disease patients with chronic ilnesses common
among the geratic population, should be considered only afler careful
risk/benefit assessment and include close monitoring for adverse events.Dose
escalation in this patient Dopdaﬁun should procaed with caution.

There is Ilmlted lnicrmalmn an :ne pharma.ckin etics of REMINYL in renally

bradycardia and heart block.These actions may be particularly imp to
ptients with *sick sinus syndrome”or other sup ular cartiac conducti

disorders, o 10 patients taking other drugs concomitantly which significantly
slow heart ratedn chinical trials, patients with serious cardiovascutar disease
were excluded. Caution should be exercised In treating patients with active
coronary arlery disease of congestive haart failure. It is recmmmﬂed that

and hepati Imp patients {see CLINICAL PHARMACOLOGY,
Pharmacokinetics). It is therefore recommended that dose escalation with
REMINYL in Alzheimer's Disease patients with renal impairment (creatinine
chearance of 9 1o 60 mL/min) or hepatic impairment be undertaken with
caution and under conditions of close monitoring for adverse effects see
DOSAGE AND ADMINISTRATION, Special Populations). In patients with a
creatining clearance of less than 9 mL/min and in patients with severe

FEMINYL not be used in patients with cardiac lities (except
for right bundie branch block) Including “sick sinus syndrome”and those with

1 26
Weaks of Treatmend
Figure 5 [lusirates the cumulative percentages of patients from each of the thiee
treatment groups who had attained at least the measure of improvement In
ADAS-cog score shown on the X-axis.Theee change scores (10-paint.7-point
and 4-point reductions) and no change in score from baseline have been
identified for illustrative purposes, and the percent of patients in each group
achleving that result is shown in the insat table.
The curves demonstrate that both patients assigned to galantamine and placebo
have & wide range of responses,but that the REMINYL groups are more idkely to
show the greater Improvements. Curve for an effective treatment would be
shifted to the left of the curve for placebo,while an ineffective or deleterious
treatment would be superimposed upon,or shifted to the right of the curve for
pracebo,respactively.
Figure §: Cumulative Percentage of Patients with Specified Changes from Baseine in
ADAS-cog Scores (ITT Population)
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N o 5
ADAS-tog Change from Basclne
Change in ADAS-cog
Treatment -10 -7 -4 0
Placebo 23% 56% 16.4% 45.5%
24 mg/day 58% 14.0% 34.3% 63.8%
32 my/day 17% 13.4% 25.8% 61.2%

syncopal episodes.
In i lled trials, bradycardia was reported at 2-3% for
galantamine doses up fo 24 mgMay compared with <1% for placebo.and it
rarely led to Mo increased inci of heart block
was observed at the recommended doses.Patients treated with galantamine up
10 24 mg/day at the recommended dosing schedule showed a dose-related
increase in risk of syncope (placebo,0.7% [2/286); 4 mg b.ld,0.4% [3/692);
8 mg b.id. 1.3% [7/552]; 12 mg b.ld..2.2% J6/273)),
A G-week cardiovascular safety dlinica trigl (GAL-USA-16; n=139) was
performed to mvestigate the effect of galantaming at doses up 1o 32 mg/oay.
This dosing regimen was:8 mo/day inWeek 1,16 mg/day in Week 2,24 mo/day
inWeeks 3 and 4,and 32 mg/day in Weeks 5 and 6.Hean block/pauses greater
than two seconds were more common in galantamme-treated patients than in
placebo-treated patients. |t should be noted that & forced 1-week dose
escalation was usad In this study, which is not recommended Whather these
cardiac effects are attenuated by slower titration rates is not knoan Particular
caution is warranted during titration where the majority of pauses occurrad in the
abave study.
(Gastrointestinal Conditions
Theough their primary action, cholinesterase mhibitors may be expected to
increase gastric acid secretion due to increased challnergic activity. Therefore,
ﬂallants should be monitored closely for symptoms of active or oceult
bleeding, ially those with an increased risk for developing
ulce:s &.0. those with a history 01 ulcer disease or patients using concurrent
nonsteroidal anti-inflammatory drugs (NSAIDs). In controfled clinical studies
with REMINYL, patients with symplomatic peptic uiceration were axcluded.
Clinical stutties of REMINYL have shown no increase, refative 1o placebo, in the
incidence of either peplic Uicer disease or gastrointestingl bleeding (see
ADVERSE REACTIONS),

REMINYL, as a predictable comsequence of its pharmacological
properties, has been shown to produce nausea, vomiting and diarrhea,

Eftcts on the CIRIC-plus; Figure 6 s @ histogram of the percentage distribution
of CIBIC-plus scores attained by patients assigned to each of the three freatment
groups.The mean REMINYL-placebo differences for these groups of patients in
five mean rating were 0.22 and 0.17 units for 24 and 32 mg/day of REMINYL,
respectively. The mean ratings for both groups were stalistically significantly
superior o placebo,but were not significantly different from each other.

ia and weight ioss. These effects appeared more frequently at
higher doses (see ADVERSE REACTIONS), with nausea and vomiting being
more prevalent in women and patients with lower body weight and
correspondingly higher plasma drug concentrations. Females are more
sensitive to the cholinergic adverse effects associated with cholinesterase
inhipitors and in general are more likely to experience nausea and
vomiting than are males. In most cases, these effects were of mild to
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hepatic Impairment (Child-Pugh score of 10-15), the use of REMINYL is
ot recommended.

Drug-Drug Interactions

Muitiple metabolic pathways and renal excretion are involved in the elimination
of galantamine so no single pathway appears predominant Based on i witro
stugies, CYP2DE and CYP3A4 were the major enzymes invoived in the
metaholism of galantaming. CYP2DG was involved in the formation of
0-desmethyl-galantamine, whereas CYP3A4 mediated the formation of
qaianlnmlne -N-oxide,

Pharmaoﬂmeﬂc s‘lndles to assess the Dorenﬂal of REMINYL for interaction with

IS s ine, warlarin and
digoon wers limited to shoet-term nmm smgls -dose stues in young healthy
volunteers. Simitar studies in eldarly patients were not done.

In it

CYP3A4 and CYP2DG are the major enzymes involved in the metaholism of
galantamine.CYP3A4 mediales the formation of galantamine-N- owde whereas
CYP20B s iwolved in the of 0-d | Becausa
galantamine is aiso glucuronidated and excreted eru:tanued In urine,no single
pathway appears predominant,

In iy

Cimetidine and Ranitiding: Galantamine was administered as a single dose of
4 mg on Day 2 of a 3-day treatment with either cimetiding (800 mg daily;
n=6 males and & females) o ranitiding (300 my dally, n=6 maes and 6 females),
Cimeticing increased the bioavailability of gdantamine by approximately 16%.
Ranitidine had no effect on the pharmacokingtics of gatantaming,

Kefoconazole: Ketoconazoie,a stong inbibtor of CYP3AG and ani inhibitor of
CYP2D6, at @ dose of 200 mg bid. for 4 days, increased the AUC of
galanaming by 30% when subjects were treated with galantamine 4 mg bJ.d.
for 8 tiays (n=8 males and & females).

Erythromycin: Erythromycin, a moderate inhiblor of CYP3A4 at a dose of
500 mg g..d. for 4 days increased the AUC of galantamine by 10% when
subjects received galantamine 4 mg b..d for 6 days (n=8 males and 8 females),
Pargeeting: Parowetine,a strong inhibitor of CYP2D6.increased the AUC of 4 mg
bid., 8 mg bid. and 12 mg buid. gakantamine by 40%, 45% and 48%,
respectively, in 18 healthy volunteers @ males and 8 females) who received
galantamine together with 20 myg/day paroxetine,
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Effect of Galantamine on the Metabolism of Other Drugs

it

Galantamine did not inhibit the metabolic pathways catalyzed by CYP1A2,
CYP2A6,CYP3A4,CYP4A,CYP2C,CYP206 or CYP2E1.This indicates that the
inhibitory potential of galantamine towards the major forms of cytochrome P450
is very low.

Inviv

Warfarin: Galantamine at 12 mg b.i.d.had no effect on the pharmacokinetics of
R- and S-warfarin (25 mg single dose) or on the prothrombin time (=16 males).
The protein binding of warfarin was unaffected by galantamine.

Digoxin: Galantamine at 12 mg b.i.d. had no effect on the steady-state
pharmacokinetics of digoxin {0.375 mg once dally) when they were co-
administered.In this study, however, one healthy subject was hospitalized for 2
and 37 degree heart block and bradycardia (n=8 males and 8 females).

Nicotinic Receptor Modulation

Single /n vitro applications of galantamine dose-dependently modulate the effect
on nicotinic receptors, having a positive aliosteric (sensitizing) effect at
concentrations below 0.28 pg/mL (1 pM) and an inhibitory effect at higher
concentrations. Chronic /in vifro or fn vivo studies on nicctinic receptor
modulation have not been conducted.

It is unknown whether galantamine has an effect on the pharmacodynamic
action of other drugs that act on cholinergic nicotinic receptors (see CLINICAL
PHARMACOLOGY).

Carcinogenesis,Mutagenesis and Impalrment of Fertility

In a 24-month oral carcinogenicity study in rats,a slight increase in endometrial
adenocarcinomas was observed at 10 mg/kg/day (4 times the Maximum
Recommended Human Dose [MRHD] on a mg/m? basis or 6 times on an
exposure [AUC] basis),and 30 mg/kg/day (12 times the MRHD on a mg/mt basis
ar 19 times on an AUG basis).No increase in neaplastic changes was abserved
in females at 2.5 mg/kg/day {equivalent to the MRHD on a mg/m’ basis or
2 times on an AUC basis) or In males up to the highest dose tested of
30 mg/kg/day (12 times the MRHD on a mg/m? and AUC basis).

Galantamine was net carcinogenic in a 6-month oral carcinogenicity study in
transgenic (P 53-deficient) mice up to 20 mg/kg/day, or in a 24-month oral
carcinogenicity study in male and female mice up to 10 mg/kg/day (2 times the
MRHD on a mg/m’ basis and equivalent on an AUC basis).

Galantamine produced no evidence of genotoxic potential when evaluated in the
in vitro Ames S.typhimurium or E.coli reverse mutation assay, in vitro mouse
lymphoma assay, in vive micronucleus test in mice, or i1 vitro chromosome
aberration assay in Chinese hamster ovary cells.

No impairment of fertility was seen in rats given up to 16 mg/kg/day (7 times the
MRHD on a mg/m basis) for 14 days prior to mating in females and for 60 days
prior to mating in males.

Pregnancy

In a teratology study in which rats were dosed from Day 14 (females) or Day 60
{males) prior to mating through the period of organogenesis,a slightly increased
incidence of skeletal variations was observed at doses of 8 mg/kg/day (3 times
the MRHD on a mg/m’ basis) and 16 mg/kg/day. In a study in which pregnant
rats were dosed from the beginning of organogenesis through Day 21 post-
partum pup weights were decreased at 8 and 16 mg/kg/day, but no adverse
effects on other postnatal developmental parameters were seen.The doses
causing the above effects in rats produced slight maternal toxicity. No major
malformations were caused in rats given up to 16 mg/kg/day. No drug related
teratogenic effects were observed in rabbits given up to 40 mg/kg/day (32 times
the MRHD on a mg/m? basis) during the period of organogenesis.

The safety of REMINYL in pregnant women has not been established REMINYL
should not be used in women of chilcbearing potential unless, in the opinion of the
physician, the potential benefit to the patiert justifies the potential risk to the fetus.

Nursing Mothers
Itis not known whether REMINYL is excreted in human breast milk and therefore
REMINYL should not be used in nursing mothers.

Pediatri
The safety and effectiveness of REMINYL in any illness occurring in pediatric
patients have not been established.

ADVERSE REACTIONS
Atotal of 2287 patients with mild to moderate Alzheimer's Disease were treated
with REMINYL (galantamine hydrobromide) in Phase Ili controlled clinical studies
using either a 1-week or 4-week dose-escalation period, and 761 patients
received REMINYL 24 mg/day, the maximum recommended maintenance dose.
The number of patients who completed the studies was 1686 (72%).The mean
duration of treatment for all REMINYL groups was 130 days (range 1-214 days).

Adverse Events Leading to Discontinuation

Overall,19% (441/2287) of patients treated with REMINYL discontinued from
Phase Ili controlied clinical trials due to adverse events compared to 8%
{98/1159} in the placebo group.For patients treated with REMINYL the rate of
discontinuation due to adverse events was 14% for males and 22% for females.

In the 4-week dose-escalation fixed-dose study {GAL-USA-10),8% (55/692) of
patients treated with REMINYL withdrew due to adverse events compared to 7%
{20/286) in the placebo group.During the dose-escalation phase of this study
the incidence of discontinuations due to adverse events was 4% for placebo,5%
for REMINYL 16 mg/day and 6% for REMINYL 24 mg/day. During the
maintenance phase,4% of patients who received placebo,3% of patients who
received REMINYL 16 mg/day and 4% of patients who received REMINYL
24 mg/day withdrew from this study due to adverse events.

Table 1 shows the most frequent adverse events leading to discontinuation for
study GAL-USA-10, in which the recommended 4-week dose-escalation
schedule was used.

Table 1: Most frequent adverse events leading to discontinuation in a placebo-
controlled,double-blind trial with a 4-week dose-escalation schedule (GAL-USA-10)

No clinically relevant abnormalities in laboratory values were observed. In a
cardiovascular safety clinical trial (GAL-USA-16), pauses greater than two
seconds were more common in galantamine-treated patients than in placebo-
treated patients during the dose-escalation period {see WARNINGS).

Other Adverse Events Observed During Clinical Trials

REMINYL has been administered to 3055 patients with Alzheimer's Disease
during clinical trials worldwide.

A total of 2357 patients received galantaming in placebo-controlled trids and
761 patients with Alzheimer's Disease received galantamine 24 mg/day, the
maximum recommended maintenance dose. About 1000 patients received

Recommended 4-week dose escalation
Adverse Events Placebo 16 mg/day 24 mg/day
n=286 n=279 n=273
Nausea <t% 2% 4%
Vomiting 0% 1% 3%
Anorexia <1% 1% <1%
Dizziness <1% 2% 1%
Syncope 0% 0% 1%

Use of REMINYL

The most frequent adverse events,defined as those occurring at a frequency of
at least 5% and at least twice the rate of placebo in study GAL-USA-10,in which
the recommended 4-week dose-escalation schedule was used are shown in
Table 2.These events were primarily gastrointestinal and tended to occur at a
lower rate with 16 mg/day, the initial recommended maintenance dose.

ine for at least one year and approximately 200 patients received
galantamine for two years. To establish the rate of adverse events, data from all
patients for any dose of REMINYL in 8 placebo-controlled trials and 6 open-label
extension trials were pooled. The methodology to gather and codify these adverse
events was standardized across trials, using WHO terminology. All events
occurring in approximately 0.1% of patients are included, except for those already
listed elsewhere in labelling, WHO terms too general to be informative, or relatively
minor events. Events are classified by body system and listed using the following
definitions: frequent adverse events - those occurring in at least 1/100 patients;
infrequent adverse events - those occuring in 1/100 to 1/1000 patients. These
adverse events are not necessarily related to REMINYL treatment and in
most cases were observed at a similar frequency in placebo-treated patients in
the controlled studies.

Table 2: Most frequent adverse events in a randomized placebo-controlled clinical trial with a 4-week dose increment during dose-escal atien and maintenance phases (GAL -USA-10)

Weeks 1-12 Weeks 13-21
Adverse Placebo 16 mg/day 24 mg/day Placebo 16 mg/day 24 mg/day
Events n=286 n=279 n=273 n=259 n=243 n=241
Nausea 5% 1% 13% <1% 4% 6%
Vomiting <1% 5% 6% <1% 2% 6%
Diarrhea 5% 9% 4% 2% 5% 2%
Anorexia 2% 5% 5% 1% 2% 5%

+ Dose escalation occurred with 4 weeks per dose increment

The majority of these adverse events occurred during the dose-escalation
period.Nausea and vomiting,the mast frequent adverse events,occurred more
frequently at higher doses,lasted 5-7 days in most cases,and the majority of
patients had one episode.The incidence of weight loss in this study was,during
dose escalation (Weeks 1-12):placebo,1%; 16 mg/day, 3%; 24 mg/day, 2%;
and during the maintenance phase (Weeks 13-21):placebo,<1%; 16 mg/day,
3%; 24 mg/day, 3%.

Dose escalation should be cautious and maintenance dosing shouid remain
flexible and be adjusted according to individual needs.

Adverse Events Reported in Controlled Trials

The reported adverse events in REMINYL trials reflect experience gained under
closely monitored conditions in a highly selected patient population. In actual
practice or in other clinical trials, these frequency estimates may not apply, as the
conditions of use, reporting behaviour and the types of patients treated may differ.

Table 3 lists the most common adverse events (adverse events occurring with an
incidence of 2% with REMINYL treatment and in which the incidence was greater
than with placebo treatment) for four placebo-controlled trials for patients
treated with 16 or 24 mg/day of REMINYL.The combined values presented in
Table 3 were derived from trials using a 1-week or the recommended 4-week
dose-escalation period.

Table 3: Adverse events reported in at least 2% of pafients with Alzheimer’s Disease
administered REMINYL and at a frequency greater than with placebo {combined
1- and 4-week dose-escalation data)

Body as a Whole - General Disorders: Frequent: chest pain.
Cardiovascular System Disorgers: Frequent: hypertension; infrequent: postural
hypotension,hypotension,dependent edema cardiac failure.

Central & Peripheral Nervous System Disorders: infrequent: vertigo,hypertonia,
convulsions,involuntary muscle contractions,paresthesia, ataxia,hypokinesia,
hyperkinesia, apraxia, aphasia.

intesti . Frequent: flatulence; infrequent: gastritis,
melena,dyspha gia,rectal hemorrhage,dry mouth,saliva increased,diverticulitis,
gastroenteritis,hiccup; Rare: esophageal perforation.

. Infrequent: AV block, palpitation, atrial
fibrillation, QT prolonged, bundle branch block, supraventricular tachycardia,
T-wave inversion,ventricuar tachycardia.
Metabolic & Nutritional Disorders: /afrequent: hyperglycemia, alkaling
phosphatase increased,NPN increased.

. Infrequent: purpura, epistaxis,
thrombocytopenia.
Psychiatric Disorders: Infrequent: apathy, paroniria, paranoid reaction, libido
increased delirium.

Urinary System Disorders: Frequent: incontinence; /nfrequent: hematuria,

micturition frequency, cystitis,urinary retention,nocturia,renal caiculi.
SYMPTOMS AND TREATMENT OF QVERDOSAGE

Symptoms
Overdosage with cholinesterase inhibitors can result in cholinergic crisis

t Adverse events in patients treated with 16 or 24 mg/day of REMINYL in three placebo-
controlled trials with a 1-week dose-escalation period and a 26-week fixed-dose REMINYL
treatment.and one placebo-controlled trial with the recommended 4-week dose-escalation
period and a 21-week fixed-dose REMINYL treatment are included.
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t
Body System / Adverse Events (:li;%ﬁ(; (TS::;:\:)L) characterized by severe nausea, vomiting,salivation, sweating,bradycardia,
hypotension,respiratory depression, collapse and convulsions. Increasing muscle
Body as a whole - general disorders weakness is a possibility and may resutt in death if respiratory muscles are involved.
Fatigue 3% 5% Inape ing report,one patient who had been taking 4 mg of galantamine
Syncope 1% 2% daily inadvertently ingested aight 4 mg tablats (32 mg total) on the tenth day of
Central & peripheral nervous system disorders treatment. Subsequently, she developed bradycardia, QT prolongation,
Dizziness % 9% ventricular tachycardia and torsades de pointes accompanied by a brief (oss of
Headache 5% 5% consciousness for which she required hospital treatment.ECG obtained just prior
Tremor 2% 3% 10 initiation of galantamine treatment was normal.
Gastro-intestinal system disorders Treatment
Nausea 9% 24% REMINYL (g ine hydrobromide) has a plasma half-lfe of approximately
Vomiting 4% 13% 7-8 hours.lt is recommended that,in case of asymptomatic overdose,no further
Diarrheg 7% 9% dose of REMINYL should be administered and the patient should be monitored.
Abdominal pain 4ZA‘ 5:/“ As in any case of overdose, general supportive measures should be utilized
Dyspepsia 2% 5% Signs and symptoms of significant overdosing of galantamine are predicted to
Heart rate and rhythm disorders be similar to those of overdosing of other cholinomimetics. These effects
Bradycardia 1% 2% generally involve the central nervous system, the parasympathetic nervous
Metabolic and nutritional disorders system,and the neuromuscular junction, n addition to muscle weakness or
Weight decrease 2% 7% fasciculations, some or all of the following signs of cholinergic crisis may
— develop: severe nausea, vomiting, gastrointestinal cramping, salivation,
i sy/c\gga{[gﬁadlsorders % % Iacri‘mation‘ urina‘tion, defecation, swegting, brachardia, hypotension,
Depressian BN 7% respwr;lqry depressmn,co\\apse and c_nnvu\s_\onsincreasmg musp\e weakness is
TeoTa 9 5 a p(.)ssmllrty anq ma.y result in death‘lf respiratory muscles are involved.
Somnolence 3% 19 Tertiary anticholinergics such gs atroping mgy be used as an antidote for REMINYL
Red blood cell disorders pygrdosage.lntravenous atropmg sulpr_late itrated to effect is recommended _at o
s = W inttial dose of 0.5 to 1.0 mg kv, with subsequent doses based upon clinical
i response. Atypical responses in blood pressure and heart rate have been reported
Respiratory system disorders with other cholinomimetics when co-administered with quaternary anticholinergics.
Rhinitis 3% 4% I is not known whether REMINYL and/or its metabolites can be removed by dialysis
Urinary system dlisorders {hemodialysis, peritoneal cilysis, o hemafitiration). Dose-related signs of toxicity in
Urinary tract infection 7% 3% animals included hypoactivity, tremors, clonic convulsions, salivation,facrimation,
Hematuria 2% 5 chromodacryorrhea, mucoid feces, and dyspnea.
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DOSAGE AND ADMINISTRATION
REMINYL (galaniamine hydrobromics) tablets should only be prescribed by (or
following consuitation with) clinicians who are experienced in the diagnosis and
management of Alzheimer's Disease.
Adults
The dosage of REMINYL shown to be effective in controlled clinical trials is
16-32 mg/day given as twice daily dosing.As the dose of 32 mg/day is less
well tolerated than lower doses and does not provide increased effectiveness,
the recommended dose range is 16-24 mg/day given in a b.i.d.regimen.The
dose of 24 mg/day did not provide a statistically significant greater clinical
benefit than 16 mg/day. It is possible,however, that a daily dose of 24 mg of
REMINYL might provide additional benefit for some patients.

The recommended starting dose of REMINYL is 4 mg twice a day {8 mg/day).
After a minimum of 4 weeks of treatment,if this dose is well tolerated, the dose
should be increased to 8 mg twice a day (16 mg/day).A further increase to
12 mg twice a day (24 mg/day) after a minimum of 4 weeks at the previous

. ;
Galantamine plasma levels may be increased in patients with moderate to
severe hepatic impairment. In patients with moderately impaired hepatic
function (Child-Pugh score of 7-9), dosing should proceed cautiously and
should not exceed 8 mg twice a day (16 mg/day).In patients with severe
hepatic impairment (Child-Pugh score of 10-15),the use of REMINYL is not
recommended (see PRECAUTIONS).

Benal Impairment

For patients with renal impairment (creatinine clearance of 9 to 60 mL/min),
dose escalation should proceed cautiously and the maintenance dose should
generally not exceed 16 mg/day. In patients with a creatinine clearance less
than 9 mL/min,the use of REMINYL is not recommended (see PRECAUTIONS).

In a population of cognitively-impaired individuais,safe use of this and all other
medications may require supervision.

PHARMACEUTICAL INFORMATION

Description: Galantaming hydrobromide is a white to
amost white powder. It is freely soluble in
water (pH=5.2),0.1 N hydrochloric acid
{pH=1.0) and 0.1 N sodium hydroxide
(pH=8.3).

Composition

REMINYL (galantamine hydrobromide) tablets are available in three strengths
containing 4, 8, 12 mg of galantamine per tablet, as galantamine
hydrobromide. The inactive ingredients are lactose monohydrate,
microcrystalline celiulose,colioidal anhydrous silica,crospovidone, magnesium
stearate, hydroxypropyl methylcellulose,propylene glycol, talc, and titanium
dioxide.The 4 mg tablet also contains yellow ferric oxide.The 8 mg tablet also
containg red ferric oxide.The 12 mg tablet also contains red ferric oxide and
FD & C yellow #6 {also known as orange yellow S aluminum lake).

Stability and Storage Recommendations

REMINYL tablets shouid be stored between 15°C-30°C.

AVAILABILITY OF DOSAGE FORMS

REMINYL (galantamine hydrobromide), expressed as galantamine base, is
available as film-coated tablets in the following strengths:

4 mg tablets which are off-white,circular, biconvex tablets with the inscription
“JANSSEN"on one side and “G4"on the other side;

8 mg tablets which are pink, circular, biconvex tablets with the inscription
“JANSSEN"on one side and “G8”on the other side;

12 mg tablets which are orange-brown, circular, biconvex tablets with the
inscription “JANSSEN"on one side and “G12"on the other sids.

REMINYL is available in bottles of 60 tablets and in blisters of 56 tablets per carton.

Drug Substance

Trade Name:
Common Name:
Chemical Name:

dose may be considered following appropriate assessment of clinical benefit
and tolerability.

REMINYL should be administered twice a day, preferably with morming and
evening meals.

Patients and caregivers should be warned that if therapy has been interrupted
for several days or longer, the patient should be restarted at the lowest dose
and the dose escalated to the current dose.

The abrupt withdrawal of REMINYL in those patients who had been receiving
doses in the effective range was not associated with an increased fraquency of
adverse events in comparison with those continuing to receive the same doses
of that drug.The beneficial effects of REMINYL are Jost,however, when the drug

REMINYL

galantamine hydrobromide
{4a8,6R,8a8)-42,5,9,10,11,12-
hexahydro-3-methoxy-11-methyl-6 H-
benzofuro(3a,3,2-ef|[2)benzazepin-6-al
hydrobromide

Structural Formula: 3

is discontinued. Ao a0 Product Monograph available to healthcare professionals upon request.
e Hant Treatment [4aS-{4acx.B]3,8aR*)] Hydrobromide (1:1) o
oncomitant Treatmen
In patients treated with potent CYP2D6 or CYP3A4 inhibitors,dose reductions  Molecular Formula: CyH,NOHBr JANSSEN-ORTHO
can be considered. Molecular Weight: 368.27 19 Green Belt Drive, Toronto, Ontario M3C 1L9
Special Populations lonization Constant: pKa=8.2 (azepine moiety) Date of Issuance:March 2002

RMPI031006A
© 2002 JANSSEN-ORTHO Inc.

Dose escalation for elderly patients (>85 years old) with low body weight
{especially females) or serious comorhid diseases should be undertaken with

Partition Coefficient: log P=1.09,between n-octano! and an

aqueous buffer solution at pH=12.0

particular caution. Melting Point; 257.3°C *All trademark rights used under license @
See pages A-19
. University of Toronto
Spl ne N eurosu rgeon University Health Network/Mount Sinai Hospital
Centre for Research in Neurodegenerative Diseases
The University of British Columbia
Vancouver Hospital Combined Neurosurgical and NEUROLOGIST: NEURODEGENERATIVE
Orthopaedic Spine Program DISEASES
The Faculty of Medicine at The University of British Columbia and the Combined Neurosurgical . . L
and Orthopaedic Spine Program at the Vancouver Hospital is seeking an academic spine .T|.1e DIV!SIOH of Neurology, Dapartment of Medicine uI.The Universily He(.lhh N.etwork/Moum
neurosurgeon. The individual should have advanced training and/or experience in all aspects S'"f" H‘f"’"“' (UHN/MSH), “"fi 1he (el}tre .fOT l.leseurch ln.NeUrodegenerullvF Dlsfauses at the
of spinal surgial care including spine and spinal cord trauma, intradural spinal procedures, University o.f Toronto seek a tll{u.tml? scientist with a focus in neurodeg?l?erutlve diseases.
and advanced spinal stabilization techniques. Applicants should be committed to working The applicant must hold ‘e.”f{'m"’" f"’f'! 'hf Royal College of Physu:.luns ""_d Surgeons of ]
within an active academic multidisiplinary program with dinical, teaching, and research Canadu in neurology or be eligible for certification. The successful candidate will have fellowship
possbilites. training in behavioral neurology or the neurology of neurodegenerative diseases. He or she
The Spine Program at the Vancouver Hospital is the referral centre for spinal cord injury and will also have established expertise in both clinical care and teaching in neurology and will join o
complex spine surgical care for the province of British Columbia. In collaboration with The muttidisciplinary academic memory disorders clinic as well as dlinics related to movement
Rick Hansen Institute and discovery scientists, the ICORD {International Collaboration on Repair disorders. He or she will be able to create and sustain an excellent basic science program
Discoveries) spinal cord research institute has recently been awarded $26 million and will relevant fo neurodegenerative diseases and will be expected to collaborate and interact with
provide unique opportunities for dinical, translational, and discovery research for the successful scienfists at the University of Toronto and UHN/MSH who are pursuing molecular genetic
andidate. molecular biological, cell biological and neuraimaging research in this area.
The applicant must be eligible for registration with the College of Physicians and Surgeons The successful candidate will participate in all aspects of the UHN/MSH Neuroscience Program.
of British Columbia and certification by the Royal College of Physicians and Surgeons of He or she will be expected to participate in other clinical and research aspects of the Program of
(anada. Academic rank and remuneration will be commensurate with qualifications and the UHN/MSH and the University of Toronto. Academic appointment in the Division of
experience. UBC hires on the basis of merit and is committed to employment equity. We Neurology, University of Toronto and solary will be commensurate with fraining and experience.
encourage all qualified persons to apply, however, Canadians and permanent residents of The University of Toronto is strongly committed to diversity within its community and
Canada will be given priority. especially welcomes applications from visible minority group members, women, Aboriginal
Interested candidates should submit their curriculum vitae and the names of three references persons, persons with disabilities, members of sexual minority groups, and others who may
to: Gary |. Redekop, MD contribute to further diversification of ideas. All qualified candidutes are encouraged to apply;
Head, Division of Neurosurgery, The University of British Columbia however, Canadians and permanent residents will be given priority.
3rd Floor, 910 West 10th Avenue, Yancouver, British Columbia V5I 4E3 Please send curriculum vitae and letter of application to:
Catherine Zahn, MD, MHSc, FRCPC
Telephone: (604) 875-4142; Fax: (604) 875-4036 Head, Division of Neurology, UHN/MSH
Email: gredekop @ interchange.ubc.ca University Health Network and Mount Sinai Hospital
5 West Wing - 426, 399 Bathurst Street
Toronto, Ontario M5T 258
Tel: (416) 603-5580 Fax: (416) 603-5768
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6" ANNUAL

NEURO LOGY ©HS ‘>fy
RESIDENTS’ HEADACHE COURSE

HEADACHE BIOoLOGY & CURRENT CLINICAL MANAGEMENT TOPICS
USING INTERACTIVE AND CASE BASED LEARNING

Open to all senior neurology residents, | ﬁ /h
PGY3 to PGYS5. i *1 f

Montreal Neurological Institute
October 17-19, 2003
Co-chaired by:

Dr. Allan Purdy,
Dalhousie University, Halifax

Dr. Werner Becker,
University of Calgary, Calgary

Local Co-ordinator: *
Dr. Michel Aube, i
Montreal Neurological Institute!

Canadignandin ;ama;w:’m
raculty

Supported by an unrestricted
educational grant from

Arrangements for this course, including travel and lodgings, can be made through the ~g |
(CNS Secretariat. Tel: (403) 229-9544 Fax: (403) 229-1661 E-mail: trish_purcell @ ccns.org _ GlaxoSmithKiire
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6T”ANNUAL

RESIDENTS’ HEADACHE COURSE

HEADACHE BIoLOGY & CURRENT CLINICAL MANAGEMENT TOPICS

UsiNG INTERACTIVE AND CASE BASED LEARNING

Friday, October 17,2003 Sunday October 19, 2003

19:30  Welcome Reception 7:00 Breakfast

20:00- Cases: Residents and Faculty 8:00  Headache Grand Rounds

21:30 Moderator: A.Purdy (Resident) - Gladstone
Case | Resident — Comment: W. Becker 8:20 Large Group Session (Discussion) All

Case Il Resident — Comment: D. Dodick 8:40  Case Commentary M.Gawel
9:00  Facial Pain (Case Based) M. Aubé

Saturday, October 18, 2003 %25  Questions

9:30  Comprehensive Headache
Management W. Becker

07:00 Continental Breakfast 9:55  Questions
07:55 Welcome and Overview A. Purdy 10:00 Nutrition Break

08:00 Pain Sensitization in Headache B. Sessle 10:30  Final Cased Based Session (Case V) A. Purdy
08:30 Questions 10:45 Case Commentary All
08:45 Understanding Headache Biology P. Goadsby 11:15  Where do we go from here?

09:30 Questions (Large Group) Faculty
09:45 Nutrition Break 11:45  Closure A. Purdy
10:00 Chronic Migraine — What is it? ]J. Edmeads

10:30 Questions

10:40 Case-Based Session (Large Group) S. Christie

11:00 Small Group Sessions (Case IlI) Al

12:00 Lunch o o5 OF Nfﬂf%,

13:00 Newer Headache Therapies D. Dodick
13:25 Questions

13:30  Neuro-ophthalmology of Headache
(Case Based) C. Maxner

13:55  Questions
14:05 Headache in the Elderly P. Goadsby
14:30 Case Based Session (Case IV) Small Groups

19:00 Reception-Certificate Ceremony and Dinner

For more information please contact the Canadian Congress of Neurological Sciences
Tel: (403) 229-9544; Fax: (403) 229-1661; E-mail: trish_purcell@ccns.org
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KING MEDICAL

THE CANADIAN
ELECTRODE PLACE

* AMBU
- BLUE SENSOR
- NEUROLINE
JAR! - CHALGREN
KENDALL - NUTAB
KING MEDICAL
MEDTRONIC
PARKER LAB.
3M CANADA
* D.O. WEAVER

Biggest selection in Canada
of disposable Electrodes

Tel 905-833-3545

Fax 905-833-3543
E-mail: soren@kingmedical.com
Web Site: www.kingmedical.com

King Medical Ltd.
145 Kingsworth Road
King City * Ontario L7B 1K1

ADVERTISERS INDEX

Aventis

Altace — A-23, A-38, A-39
Berlex

Betaseron — A-6, A-7,A-16, A-17, A-40, A-41
Biogen

Avonex —A-3,A-43
GlaxoSmithKline

Imitrex — IBC, A-34, A-35
Requip — A-26,A-27
Janssen-Ortho
Reminyl — A-29, A-44,A-45, A-46,A-47
Topamax — A-4, A-5, A-20,A-21,A-32, A-33
Lundbeck
Corporate — A-12, A-13
Keppra -9
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Exelon — OBC, A-42
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. The Multiple Sclerosis

Scientific Research Foundation

Request for Applications

The Multiple Sclerosis Scientific Research Foundation
(Canada) has established a fund to stimulate innovative and
collaborative research which will lead to a major advance
in understanding the cause of MS or to the development
or improvement of therapy for the disease. This fund is
separate from the regular research program sponsored by
the Multiple Sclerosis Society of Canada and is meant to
support large, multi-centre, collaborate studies that are
beyond the scope of the regular grants competition.

A total amount of up to approximately $1.5 million a
year per project for a term up to 3 years is available to
support selected outstanding proposals. There is no
preconceived notion of the number or size of individual
awards to be made. However, the Foundation is prepared
to commit a significant portion of the funds available to a
single initiative in a compelling case.

The research should be collaborative and involve
several centres preferably dispersed across Canada. In the
case of clinical studies, a number of MS clinics should be
involved. The leader of the group making a proposal must
be centred at a Canadian institution. However, scientists
outside Canada can be involved in the research if their
involvement in the group is important to the success of the
proposal. The principal investigators involved must all hold
the rank of Assistant Professor, Associate Professor,
Professor or equivalent.

A letter of intent (2 pages maximum) must be
submitted describing the research project and the scientists
who will be involved. The novelty and relevance of the
project to the goals above must be clearly explained. The
letter should indicate the approximate level of funding
sought and the period of time over which the total amount
requested will be spent.

Letters of intent may be submitted at any time before
September |, 2003 to the Chair of the Medical Advisory
Committee of the Multiple Sclerosis Society of Canada and
will be reviewed by that Committee. Applicants selected will
be invited to submit a complete proposal for competitive
review by a committee of experts. If proposals received do
not meet the objectives of the Foundation and the Multiple
Sclerosis Society of Canada, no award will be made.

Please send letters of intent to:

Dr. Samuel K. Ludwin

Chair, Medical Advisory Committee

Multiple Sclerosis Society of Canada

250 Bloor St. East, Suite 1000

Toronto, Ontario M4W 3P9
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IN MIGRAINE

% of Attacks Reduced to Zero Pain™

{Based on a retrospective Analysis)”

« IMITREX" is effective at any stage of e B IMITREX® 100 mg po f
migraine pain” : W placebo M
* IMITREX® at the first sign of pain reduced . 2
most attacks to ZERO" - 8
* Nearly 1 out of 2 attacks reduced to ZERO s &
PAIN™ at 1 hour i 3
« 2 out of 3 attacks reduced to ZERO PAIN™ at N 3
2 hours " g
* 9 out of 10 attacks reduced to ZERO PAIN™ N ;f_
at 4 hours o =

1 Hour Post Dose™ 2 Hours Post Dose 4 Hours Post Dose

"2 and 4 hour post dose time points were the primary endpoints.

SUCCESS WITH JUST ONE DOSE

% of attacks that did not require a second dose
when treated early with IMITREX"

* When IMITREX® was taken at first sign of

pain’, 80% of migraine attacks did not require
a second dose’

*Reduced need for a second dose = Potential
cost savings (acquisition cost only)

I | 1 | I | | ; I ]
0 10 20 30 40 50 60 70 80 90 100%

IMITREX® (sumatriptan succinate/sumatriptan) is a selective 5-HT| receptor agonist indicated for the acute treatment of
migraine attacks with or without aura.! IMITREX® is not indicated for prophylactic therapy of migraine, or for the
management of hemiplegic, basilar or ophthalmoplegic migraine. Safety and efficacy have not been established for cluster
headache.'

IMITREX® is contraindicated in patients with history, symptoms, or signs of ischemic cardiac, cerebrovascular, or peripheral
vascular syndromes, valvular heart disease or cardiac arrhythmias. In addition, patients with other significant underlying
cardiovascular diseases should not receive IMITREX®. IMITREX® is also contraindicated in patients with uncontrolled or
severe hypertension.

The most common adverse events with IMITREX® 100 mg tablets included: nausea (11.0% vs. 5.8% placebo), malaise/fatigue (9.5%
vs. 5.1% placebo), sensations (body regions unspecified) (9.0% vs. 4.5% placebo).

 Refers to 0 (zero) on a 4 point pain scale where O=no pain, 1=mild pain, 2=moderate pain and 3=severe pain.’

A IMITREX® should not be used prophylactically. Administration during migraine aura prior to other symptoms occurring may not prevent the development of a headache.

% Early intervention = treatment initiated at first sign of pain - when pain was mild, before progression to moderate-severe pain.

# Based on a retrospective analysis, 92 patients treated 118 headaches at first sign of pain, where the original prospective study did not pre-define this end-point. Further investigation using prospective
analysis is required to prove clinical significance,

IMITREX® is a registered trademark, used under license by GlaxoSmithKline Inc. ™used under license by GlaxoSmithKline Inc. Product Monograph available to health care professionals upon request.

"ITMITREX"

SUMATRIPTAN SUCCINATE

SUMATRIPTAN
@ _ A faster way back.™ e
GlaxoSmithKline * Onset of action: 10-15 min. subcutaneous, 15 min. nasal spray, 30 min. tablet. BarBY (R
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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 efficaq«fﬁ 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). 14

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

Cognitive function was maintained or enhanced by a mean
difference of almast 5 points vs. placebo on the ADAS-Cog
(p<0.001)3 1

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

Praduct Monograph available upon request

*Registered trademark
EXE-01-09-7058E

Uy NOVARTIS

Novartis Pharmaceuticals Canada Inc.
Daorval, Québec H3S 1A9
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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 (I(}%)‘q_

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.

' Comparative clinical significance has not been established

" Based on EXELON dosages of 6-12 mg/day

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

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

* Prospedive, randomized, double-blind, placebo-cantrolled, cinical tnal, n=699. ADAS-Cog= Alzheimer
Disease Assessment Scale, Cognitive Subscale

1. Rasler M, Anand R, Cicin-Sain A, et al. BMJ 1999;318:633-40.

2. Schneider LS, Anand R, Farlow MR. Intl J Ger Psychopharm 1998,Suppl{1):51-534

3, Corey-Bloom J, Anand R, Veach 1. Intl } Ger Psychopharm 1998;1:55-65

4. Exelon Product Monograph, April 13, 2000, Novartis Pharmaceuticals Canada Inc.

" DUAL ACTING
-EXELON
(rivastigmine)

To Help Preserve Independence

For brief prescribing information see pages A-42
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