interferon beta-1a

Rebif

11 1z (3MIL), 44 g (12MIL) Iyophilized powder for injection
2210 (EMILIO SmL, 44 pg (12MILAO.5mL. liquid formutation for injection

THERAPEUTIC CLASSIFICATION
Immunomodulaor

ACTIONS AND CLINICAL PHARMACOLOGY

Description: Rebif* (Interferon bela-1a) is & purified, sterile glycoprotein product pro-

duced by binant DNA technigues and § for use by inection. The active

ingredient of Rebit™ ts produced hy qgenetically engineered Chinese Hamster Ovary

{CHO} cells. Interferon beta-1a is a highty puritied ghycopeodein that has 166 aming

acids and an approximate malecular weight of 22,500 daltons, It contains a single N-

linked carbohydrale molety aitached to Asn-80 similar o that of natural human

Interteran beta. The specific activity of Rebif* is approvimalely 0.27 million infemation-

&l units (MIU)meg Interderon beta-1a. The unit measurement 15 derived by comparing

Ihe antiviral activily of fhe product 1o @n in-house natural hIFN-B NIH slandard that is

abtained from human fibroblasts (BILS 11), which has been calibrated against the MIH

iatural hIFN-G standard (GB 23-902-531). General: Interferans are a family of naturally

agcurming prokeing, which have molecular weights ranging from 15,000 to 21,000 dak

tons, Three major classes of interterons have been identified: aipha, beta, gamma

Interteran bet, Interberon alpha and Interteron gamma have overlapping vet disting!

biologic activities.

Interfesron bela- 12 acts through vatious mechanisms

smmunomodulation Intough the induction of cell membrane components of the major
Nistocompalibility complex 1e., MHC Class | anfigens, an increase in natural killer
[N cell activity, and an inhibilion of IFN-y induced MHC Class Il antigen expres-
shoi, 5 well as a sustained reduction in TNF level

*Antiviral eftect through the Induction of proleins like 2'-5' oligoadenylate
synthetase and p78,

*Antipralilerative elfect thiough direct cytostatic activity and indirect through
antitumaral immune respodse enhancement

The: mechanism of action of Rebif® in relapsing-remitting mulliple sclerosis is still

under investigation

Relapsing-Remitting Multiple Sclerosis

Two pivolal sludies, including a lotal of 628 patients, evaluated he long-term safely

and efficacy of Rebit™ when administered subcutaneously ves times weekly ho relaps-

ing-remilting multiple scerosis patients, The results indicae thal Rebif® alters the nat-

wial course of retapsing-remitimg mutliple sclerosis. Fificacy was demonstrated with

respect Io the 3 major aspects of this disease: disability {patients EDSS 0-5), eacerha

ians, and buurden of disease and activity as measured by MAI scans.

PRISMS STUDY

I the farger trial, a total of 560 patients diagnosed with clinically definite of labosalory-
supported relapsing-remitting multiple sclerosis EDSS 0-5 with 2t least 2 1-year histo-
Ty betoee study entry, were enrolled and randomized ko the 3 treatments (placebo, 22 g
(GMILI) Rebit®, or 44 g ( 12MIL) Rebit™) in a ratin of 1:1-1. About 90% of patients
compleled the 2 years of treatment, and very lew patients withrew from the: stady dug
o aidverse evnts,

The: main crileria fos inclusion wee,

* history ol 2 or more acute xacerbations in the 2 years prior to shudy entry

* 10 revious systemic treatment wilh inlerfesons

* o Ireaiment with carticosterasds or ACTH in the 2 monihs preceding study entry

* o exacerbation in the 8 weeks prior 1o study entry.

Palients were gvaluated at 3-month periods, during exacerbations and coinciding with
MR scaning. Each patient underwent cranial prolon density/T.-weiahted (PO/T2) MRI
scans at basefine and every 6 months during the study. A subset of patients und
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Requirement for steroids: The praportion of patienls requiring steroids for MS (exclud-
ing non-MS indications) was higher in the placebo group (more than 50%) than in
elther of the 2 Rebif® groups (argund 40% In each group).

Hospitalization for multiple sclerosis: The chserved mean numbers of hospitalizations
for MS in the Rebif® 65 and 132 ug weekly groups represented reductions of 21% and
48%, respectively, from that in the placebo group,

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

Agditional analyses were conducted in order o shudy the efficacy of RebiP in popula-
liors of patients with adverse predictive outcome tactors, who were likely bo be at higher
risk for progression in disability. The primary predictive faclor examined was basefine
EDSS >35. Patients in this cohort have a more severe degres of disability and are al
ighes risk for progression than thase with lower EDSS: natural history studies have
shown that patients at EDSS levels of 4.0 1o 5.0 spend less time af these EDSS leveis
than &l fower levels of disability. Treatment with Rebit* at both doses significantly
reduced the mean exacerbation count per patient compared o platebo treatment

Progression in fhis group of palients is of particular concer, & il involves development
of difficulty in ambulation. The 132 g weekly dose significantly prolonged time to
confirmed progression wheseas the 65 pg weekly dose did nat. Bath dases of Rebif*
significantly affected percent change from baseling in MBI burden of disease in the
high-EDSS cohot, and the 132 g weekly dose significantly reduced the number of T2
aclive lesions in this population. The eflicacy results in this cahon of palients wilh
established disability confirms that the 132 pg weekly doss has a marked effect on
progression in disability and the undertying pathalogy of the disesse.

Eftect an axacerhalion mwm_mnj
Efficacy parameters | Rabit
| 132 tweek |
Mean # axacerbations 122
#and % of exacarbation-fres patients 10 (3%
-vake " (Rebif™ vs placeba) =} 0067
Log-lingar model

Progression in disability by one point on the EDSS (High-EDSS cohort)

“ecludes patierts lost to follow-up without progression
Progression In disability: statistical comparisons

PO/T2 and T -weighted {T1} Gd-MRI scans one month before the start of tieatment, al
baseline and then manthiy until the end of the first § months of treaiment. OF thase,
anolher subset of 39 continued with the monthly scans throughout the 24 month reat
ment period.

This study demansirated that Rebit® at a total dose of 66 or 132 yg weekly, significantly
improved all 3 major oulcomes, including exacerbation rate, disease activity and
burden of disease as measured by MBI scanning and progression of disabilty. In addi-
tian, the study showed that Rebif® is eMective in delaying the progression in disability
in patients wilh an EDSS of 4.0 or higher who are known fo progress mare rapidly.
Also, the drug reduced the requirements lor steroids 1o treal multiple sclerasis and, at
132 ug weekiy Rebit* reduced the number of hospitalizations for muliple scierosis.
[Erfect an exacerbation

* Mickan time 10 smcond exacetbasnn ot ieached i 112 jg/week dise grup

The resulls atier one year of reatment were also significant
[EMect on time 1o First progression Iu mnn
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CROSS-OVER STUDY

The ciher study was an open cross-over design, with MR evalualions conducted in &
bitinded fashion. Enrofled in this study were 68 patients between the ages of 15 and 45
years, with cfinically definite and/or laboralory supported refapsing-temitting MS for up
1010 years in duration. The main inclusion criteria incheded:
* 3 least 2 retapses in the previous 2 years
* E0SS score between 1-5
1o corticosternid or plasmapheresis treatments or administration

of gamma globulins within the 3 monthes prior 1o study
* g immunomodulating or immunasupgressive therapy for the 6 monthes prior

1o the study
# ahsence of HBsAg and HIV antibodies.
Onoe enrolled, patients remained under clinical observation for 6 months with assess-
ments of Iheir neurological status and other parameters, and extensive moniforing of
exacerbalions. Patients were then randomized to ireatment with either 11 Lig (3MIL)
{n=3%) or 33 g (SMIU) (n=33) of Rebit®, self-administered subcutanegusly thres fimes
pes weeh. The Intal dose was therefore 33 or 99 g weekly

Six-months ohservation vs six-months treatment:

Treatment with Rsbif* al both doses used in this study, achieved a statistically signif-
cant reduction in both the MRI evidence of MS activity in the brain and the clinical
reiapse fale versus the corresponding observation periods. This patiem of improvement
was also refiected in additional MR! measures. In the biannual T2-weighted scans, &
teduction in the mean mumber of new lesions and in the mean number of enlarging
lesions was demonstrated.
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o Validalion of the results of the 2 year ireatrment period is ongoing, howeves,

the results from the continuation of treatment &l both doses demansirate that Rebit*
fraindgined its dose-dependent eftect in reducing Ihe relapse rake and the brain lesion
volume delected by T2 weight MAI scans compased fo the observation period, which
comoborates the findings of the longer, placebo-contralled study.
Condyloma acuminatum: The results from four double-blind, placebo-controlied
studies, including 349 patients (aged 17-62), each reveal (hat Rebil®, when injected
intralesiorally at & dose of 3.67 pg {IMILNlesion 3 times per week for 3 weeks, is effica-
cious in the treatment of condyloma acuminatum in men and women, This efficacy is
evidenced by both the induclion of compiete disappearance of lesions as wall as the
reduction in the area of lesions. The majority of treated palients in these studies had
recurrent waits that had lailed previous ireatments. The number of lesions freated per
Patient was between 3 and 8, a5 stated in the summary table below.

INDICATIONS AND CLINICAL USE

Multiple Sclerosis: Retdt” {interleron beta-1a) Is indicated for the tregtment of relaps-
ing-remitting multiple sclerosis in patients with an EDSS between 0 and 5.0,
10 teduce the number and sevetity of clinical exacerbations, slow the progression of
physical disability, reduce the requitement for steraids, and reduce e number of hasph
lalizations for Ireatment of multiple sclerosis. The efficacy has been confirmed by T1-Gd
enhanced and T2 (buden of disease) MAI evaliations. Evidence of efficacy beyond 2
years i not known since the primary. evidence of efficacy derives om 2-year Iials.
Condyloma acuminatum: Rebif® is bes! suited for the patient who has less than nine
lesions, and wha has failed several prior ireatments. In the case of palients with nine or
mare lesians, il the first Rebit™ treatment is successhul, the remaining lesions could be
Irealed with a second course of Rebif® therapy. Rebit® should alsa be considered for the
freatment of condyloma acuminahem in patients for whom the side-efiects from olher
Irealments, &.g., scaming, are of concamn. While not all palients who wese treated with
Retn™ attained a complete response, patients whose lesions decreased in size and had
a leas! a partial response may have also benefitled from treatment because lesion
shrinkage may facilitate subsequen! management with other therapies, as has been
reporied with IFN-alpha,

CONTRAINDICATIONS: Rebif* (Interteron beta-1a) is contiaindicated in patlents with
 known hypersensifivity to natural or recombinant interferan beta, albumin (humas), or
iy other companent of the formutation

WARNINGS: Rebif* (Interteron beta-1a) should be used under the supervision of 3
physician

Relapsing-Remitting Mulliple Sclerosis: Depression and suicidal ideation are
knawn 0 occur at an increased hrequency in the mulliple sclerosis pogulation, The e
of Rebir* has nof been associaled with an increase in the incidence and/or severily of
depression, or with an increased incidence of suicide attempls of suicide. In the relaps-
ing-remilting mltiple sclerosis sludy, a simila incidence of depression was seen in the
placebo-treated group and in Ihe two Rebil® patient groups. Nevertheless, patients with
depression should be closely monitored for signs of significant warsening of degression
o suicidal ideation. The first injection should be performed Lnder the supervision of an
appropriatety qualified health care prolessional

Condyloma: All injections should be administered by 2 qualified health care prokes-
sional

PRECAUTIONS

General: Patients should be informed of the most common adverse events associated
wilh infeferon beta administration, including symptoms of the flu-Iike syndrome (see
Adverse Reactinns). Thes symploms tend o be most prominent at he initiation of therapy
and decrease in frequency and severity with conlinued reatmenl

Based on the results of clinical trials of Rebif® in MS, in which more than 500 patient
wese randomized fo drug irealment, these is no indication of an increased risk of seizure
disorder with Rebif® therapy. However, since selzures have been reported with ather
interferon thesapies, caution shouli be exercised when administering interferon-beta- 12
to patients with pre-existing selzures disorder For patients withoul a pre-existing
setzure disorder who develop Seizures during thesapy, an lilogic basis should be
established and appropriate anti-convulsant therapy instituted prior to considering
tesuming treatment with Rebit™ The effect of Rebit® administration on the medical
management of patients with seizure disorder is unkgwn,

Serum neutrallsing antibodies agains! Rebif® (interferon beta-1a) may develop.

The precise incidence and clinical Significance of antibodies is as yet uncertain (see
Adverse Reactions). Hypersensitivity reactions, both local and systemic, have developed
during therapy with Rebif®.

Iniralesional injections can be painkyl 1o some patients treated for condyloma acuminata.
In such cases an anagsthetic cream such as lidocaine-prilocaine can be used,
Pregnancy and Lactation: Reti™ should not be administered in case of pregnancy
and factation. There are no studies of interferon bela-1a in pregnant women, AL high
doses in monkeys, abodifacient efects were observed with other interlerons. Fartile
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womesn receiving Rebif should take appropniale conlraceptive measures. Patients plas-
ning for pregnancy and those becoming pregnant should be informed of the potential
hazards of interderans 1o the toetus and Rebif® should be discontinugd. It is not known
whether Rebif® is excreted in buman milk. Because of the potential for serious adverse
reactions in nursing infants, a decision should be made either to discontinue nursing or
o discontinug Rebif® therapy

Pediatric use: There is no experience wilh Rebif® in children under 16 years of age
with multipke scherosis or condyloma and therefore Rebif™ should not be used in this
population.

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

Drug Interaction: No formal drug interaction studies have been conducted with Rebif®
in humans, Interferons have been reported to reduce the activily of hepalic cytochrome
1H50-dependent enzymes in humans and animals. Caution should be exercised when
administering Rebif™® in combination with medicinal products that have a narrow
therapeutic index and are largely dependent on the hepatic cylochrome p4S0 system for
clearance, £.g. antiepileptics and some classes of antidepressants. The interaction of
Rebit* with corticosteroids or ACTH has not been studied systematically. Clinical
shudies indicate that multiple sclerosis patients can receive Rebi and corticosteroids or
ACTH during relapses. Rebif® should not be mixed with other drugs in the same syringe.
Laboratory Tests

Relapsing-Remitting Multiple Sclerosis: Laboratory abnormalities are associated
with the use of interferons. Therefore, in addition to those laboratory fests normally
required for moniloring patients with multiple sclerosis, complete and differential white
blood call counts, pratelet counts and blood chemistries, Including Tives and thyroid
function tests are recommended during Rebit® therapy. These tests should be pestormed
almonths 1, 3 and 6, and every 6 months theseatter,

Condyloma acuminata; Same as relapsing remitting maltiple scierosis bul tend not
10 be as severe because of dose and length of freatment.

Infarmation to be provided to the patient: Flu-lke symptoms (fever, headache,
chills, muscle aches) are not uncomman following initiation of therapy with Rebif®
Acelaminophen may be used for reliel of Nu-ike symploms, Patients should contact
their physician or pharmacist if they experience any undesirable effects. Depression may
0ccur in patients with relapsing-remitting mulliple sclerosis and may occur while
patients are laking Rebif*. Patients should be asked fo contact their physician should
they teel depressed. Patients should be advised not to stop or madily their treatment
undess instructed by their physician. Instruction on self-injection fechnique and proce-
tures; patients eated for relapsing-remitting multiple sclerosis shoukd be instructed in
the use of aseplic technique when administering Rebit®. Appropriate instruction for
reconstitution of Rebif™ and self-injection should be given including careful review of the
Rebit® patient lealed. The first injection should be pertormed under the supervision of an
appropeiately qualified health care peolessional. Injection sites should be miated al each
injection, Injections may be given prior to bedlime as this may lessen the perception of
side effects. Patients should be cautioned against the re-use of needies or syringes and
instructed in safe disposal procedures. A punctuee resistant container for disposal of used
nieedies and syringes should be supplied o the patient along with instructions for safe
disposal of full containers. In the controlled MS trial reported injection site reactions
were commonly reported by patients al one or more times during therapy. In general,
they did not require discontinuation of theragy, but the nature and severity of all reported
reactions should be carefully assessed. Patient understanding and use of aseplic salif-
injection technique and procedures should be periodically re-evaluated.

ADVERSE REACTIONS

Muitiple Sclerosis: As with other interleson preparations, fiu-like symploms are not
uncommon. The use of interferon beta may cause Mu-like syndrome, asthenia, pyrexa,
chills, arthralgia, myalgia, headache, and injection site reactions.

Less frequent adverse reactions include cold sores, stulty nose, light headedness,
mucasal iritation, haematological disorders (leukopenta, lymphopenia, granulocyiope-
nia), and afterations in ver funclion lesls such as elevated SGOT and SGPT. Thesa
effects are usually mild and reversibie. Tachyphytaxs with respect fo most side-effects is
well recognized. Fever and flu-like symptomis can be treated with acetaminophen.
Depending on the severity and persisience of the side-gfiects, the dose may be lowered
of Yemporarily interrupted, at the discretion of the physician, Most injection site reac-
fions are mild o modesate. Rare cases of skin ulceration/necroses at the site of injection
have been reported with long term treatment. The most trequantly reported adverse
events and the most commoan laboratory abnormalities observed during the placebo-con-
trofled study in relapsing-remitting multiple sclerosis {560 patients, 2 years treatment) are
presenfed in the lable bekow for patients on placebo and Rebit® (interferon beta-1a). The
frequencies are patients who reported this evend af leas! once during the study, as a per-
centage of the total number of patients, by study-arm

groups {p<0.04
i
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In addition fo the above lisled adverse events, the following events have heen
experienced less frequently, in one o¢ both of the relapsing remitting multiple sclerasis
studies: asthenia, fluid retention, anorexia, gastroenteritis, heartburn, paradentium
affections, dental abcess or extraction, stomatitis, glossitis, sleepiness, anxiety,
irrtability, confusion, lymphadenopathy, weight gain, ban fracture, dyspnoea, cold
sores, fissure at the angle of the mouth, menstrual disordess, cystitis, vaginitis.

Immunogenicity: Antibodies to IFN-befa were tested in all patients pre-gatry, and
al Months 6, 12, 18 and 24. The results of testing for the presence of neutralizing
antibodies (NAb) are shown befow.

Percentage of patients positive for newlralizing antibodies
" Phacebs |

Due o concem about ihe polential impact of neutralizing aniibody bormation on efficacy,
exacerbation counts (primary endpoint) were analysed according lo palients' neutraliz
ing antibody status. Over the 2 years of the study, there was no rend to a highes exacer-
bation rate in the neutralizing antibody-positive groups compared 1o he neutralizing
antibody-negative groups. These is no clear indication Ihat the development of serum
neutralizing antibodies aflected ither salety or efficacy in sither of the Rebif® groups

e

For the events in bold, obsarved diferences reached statistical significance as compared
10 placebo.

The adverse evens experienced during the study are listed below, by WHOART System
Organ Class. The most common amongst the injaction site reactions was in the form of
mild erytherma. The majority of the other injection site reactions were also mild in the 2
Rebit* groups. Mecrosis was reported in 8 patients trealed with Rsbif®. Two of these
patients were in the 66 g weekly and six in the 132 pg weekly groups. Al patients com-
pleted the planned teatment period, with only 1 requiring temporary dose reductions
and another patient slopping treatment for 2 weeks. Thosa Ihat required treatment,
received antibiolics
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(Other adverse pvents were experienced by less than 5% of the patients, and included eye
pain, skin disorder, thinilis, bronchitis, coughing, diarrhoea, abdominal pain, poshural
hypotension, palpitation, vasodilatation, rectal disorder, lymphocytosis, thromboylope-
nig, delirium, somnolence, joint pain, joint stifiness, lightheadedness, paraesthesia dis-
tal, disorientation, irritability, sleeplessness, lethargy, bruise, purpura, sweating
increased, shortness of breath, upper respiatory tract infection, lachycardia, lhushing,
wetheal pain, infection, chest pain, lymphadenopathy, PBI increased, athralgla, dizzi-
niess, nervousness, tremor, abnormeal vision, vulvovagingl disease, balanitis, penis dis-
ease, lestis disease, urathrilis, infection urinary tract, vagindlis, leukopenia, herpes sim-
plex, pruritis, rash mac pag, skin neoplasia, rash

Immunogenicty: The datermination of the presence of anfibodies fo human IFN-6 was
performed in all 4 studies. A total of four patients had anli beta-interferon
antibodies a pre-gntry, and 6 other patients had at least a positive resultfor lotal binding
antibodies at some point during the study. Antibodies were of low titer, and none of the
antibodies were neutralizing to human IFN-f biotogical activity.

SYMPTOMS AND TREATMENT OF OVERDOSAGE

No case of overdose has thus far been described. However, n case of overdosage,
patients should be hospitalised for observation and appropriate suppartive tneatment
should be given.
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DOSAGE AND ADMINISTRATION:

RELAPSING-REMITTING MULTIPLE SCLERDSIS: The recommended posalogy of
Rebif® (interteron beta-1a) &5 22 g (BMILI) given thees times per week by subcutaneous
injection This dose s effective in the majority of patients fo delay progression of the
disease. Patienls with a higher degree of disabilty (an EDSS of 4.0 o higher) may
require a dosa of 44 g (12 MIL) 3x/wesk.

Treatment should be iniliated under supervision of @ physician experienced in the
treatment of the disease. When first starting treatment with Rebif®, in order lo allow
tachyphylads 1o devedop hus reducing adverse events, il is recommended thal 20% of
the total dose be administered during the inilial 2 weeks of herapy, 50% of lotal dose be
ardministered in week 3 and 4, and the full dose from the fifth week onwards.

Al the present time, it is not known for how long patients should be treated. Safety and
efficacy with Rebit* have been demonsirated following 2 years of treatment, Theredore, it
15 recommended thal patients should be evaluated after 2 years of treatment with Rebif
and a decision for longer-term treatment be made on an individual basis by the treating
physician.

Preparation of Solution: Lyophilized formulation (Relapsing-Remitting
Multiple Sclerosis): Reconstitute he contents of a vial of Rebi®™ with 0.5 mL of the
accompartying stetile diluent (see table below for diluent volume and resulling
concentration). The reconstituted solution should be used immediately.

Reconstilution Table
Nueninal
concenirtion/mi.
11 ug (3MIU) 22 g {6
A4 pg (12 MU B0 g (24 W)

Preparation of the solution: liquid formulation: The liquid formulation in a
pre-filled syringe is ready bor use. These syringes are graduated lo facilitate therapy
initiation. The: pre-filled syringes contain 22 g and 44 g of Rebit® respectively, The
pre-filled syringes are ready for subculaneous use only.

CONDYLOMA ACUMINATUM: The recommendsed posology is 367 pa (1NIU) per
lesion three times per week for 3 weeks, The recommended roule of administration is
intra- or peri-lesional. The pre-filled Syringes are not 1o be used for this indicalion.
Preparation of Solution: Lyophilized formulation (Condyloma acuminatum)
Reconstifute the contents of a vial of Rebif® in sterile diluent in order o obtain & final
congentration of 367 pg per 0.1 mL solution. The reconstituted sotution should be used
immiediatly.

Reconsiiution Table

Strangih

119 (3MIL)
49 (12 MIU)

COMPOSITION

Lyophilized formulation: Each 3 ml vial of sterile lyophilized powder containg
Interteron beta-1a, aibumin (human), mannitol and sodium acetate, as indicated in the
table below. Acetic acid and sodium hydroxide are used to adjust the pH.

Interfiron beta-1a 1 ok | Sofiumacetts |
11149 (3 MILY ] - 02 mg
&4 g (12 MIU) | smy a2mg

Rebif* (Interteron beta-1a) is supplied with & 2 mL ditent ampoule containing 2 mi of
0.9% NaCl in Water for Injection. No preservatives ace presenl

Ligquid formulation

The liguid formulation is supplied in syringes containing 0.5 mL. of solution. Each
syringe containg Intarleron beta-1a, albumin (human), mannitol and 0.01 M sodium
acefate bufler, as indicated in the table below, The solulion does nol contain
presesvatives,

0.0 M acotate bufter
qaodiml

as N AsmL

STABILITY AND STORAGE RECOMMENDATIONS

Lyophilized formulation: Refer to the date indicated on the labels for the expiry date,
Febif* (interleron beta- 1a) lyophilized product should be stored af 2-8°C.

Liguid formulation: Refer (o the date indicated on the labels for the expiry date.
Febir® fiquid in a pre-filled syringe should be stored at 2-8°C. Do not freeze.

RECONSTITUTED SOLUTIONS

Lyophilized formulation: Lyophilized Rebit* should be reconstituted with 0.9 %
MNaCl in Water for Injection (supplied in 2 mi neutral glass ampoules conlaining 2.0
mL). The reconstituted solution should be administered immediately. Although not
recommended, it may be used later during the day of reconstitution If stored Ina
refrigerator (2-8°C). Do not freeze. The recanstituted solution may have a yellow
colouration which is a normal product characteristic. Liquid formulation: The liquid
in the prefilled syringe is ready for use.

PARENTERAL PRODUCTS

See “Preparation of Solution” for table of reconstifution.

AVAILABILITY OF DOSAGE FORM

Rebit* (Interteron beta-1a) is available in two strengths (11 pg (3MIU), and 44 pg
(12MIU) per vial), a5 a lyophilized sterile powder. I is accompanied by dilusnt (0.9%
NaCl in Water for Injection) in 2 ml ampoules, Both lyophilized strengths are supplied
in cartons of 1 vial of daug and 1 x 2 mL ampoule of diluent, 3 vials of drug and 3 x 2
mi ampodes of diluent, and 12 vials o drug and 12 x 2 mL ampoules of diluent.

Rebif* is also available as a liquid formulation, in prefilled syringes ready for use. Two
package strengths are available: 22 g (GMIUND.5 mL and 44 pg (12MILYD.5 mL. The
pre-flled syringes are supplied as single units, 3-packs and 12-packs. The pre-filled
syringes are ready for subcutaneous use only.

The route of administration for Relapsing-Remitting Multiple Scierasis is subcutaneous .
The route of administration for condyloma acuminatum is intra- and peri-lesional.
Reference: 1. Rebif® Product Monograph, 2000, Serono Canada Inc.

Product Monograph available to Healthcare Prolesslonals an request,

=< serono
-— biotech & beyond

‘Pan®

—_—

® Registered trademark Serono Canada Inc., Oakville, Ontario LGM 262

See pages A-16
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Interiéron béta-1a

Rebif

1 g (3 MU 44 pg (12 MUI) de poudre fyophiliste pout injection
22 g (6 MUIVD.5 mL, 44 g {12 MUIO.S mi de formutation liquide pour injection

tion: Rebef® (intestéron bta- Ial esl un pfndurl ﬂe@lmﬂéme stérile purifie,
fabrigué selon des techigues dADN recombinant ef formulé pour Btre injectt. Le principe
actf de Rebit est produil par des cellules ovariennes de hamster chingis ayant fai [objel
fuine recombinaison pénélique. Lirlen!mn{lﬂn [¥a-13 est une glycoprodéine s purifide
(i comprend 166 acides aminés ef donl le poids mobcutaire approximatif est de 22 500
dations. | compte um f L] alwmumarw sembiable & [infer-
e L snwhque e Rebil est denviron 0,27 million dunités

Visg dinlertéron béfa-13, On obient 13 mesure uniaire en comparant
Iactivité annmle nu raduil & un talan NIH |nleme nature| d'FN-0-h obtenu de
fibroblastes humai 1) qui ot éﬂ Da-' comparaison 4 I'étalon diFN-R-h
natured N (GB a@ﬁm une famille de protéines
nalyredles dont Ia fmasse moléculara virie de 15 000 & 21 000 daluns Trois grandes
classes dlinterbirons ont ¢ identiliées: am mma. Les activités biologigues
WM&I irestiéon bita, |intetéron urm%onw 5¢ Chevauchent, mas

men bila-1a apit par Minbermédiaire de divers mécanismes
ation par | ] s de memibranes celiulaires du complere
majeur d‘hlsmmwhm (CMH), ¢34, antigines de CMH de class |, accraissement
en ackivité de celiules tueuses nalurelies et inhibition da [expression oantigénes du CMH
e classe N déclenchés par I1FN-y. ainsi quune réduction soutenue du niviat du facteur
e nécrose des lumeurs.
oEfed antiviral par induction de protéines comme 1z synthétase-2-5"-oligoadénylate

#Eflel antiproliteratit par activité cytostatique directe ef indirecte par |a stimuiation
de |2 réparesa immunitaire anfitumearale.

k%mim d'action de Retil* dans i sciérose en plagues rémitlente st 10ujours
Sclérose en plagues ISEP] rémiltente

(n & mend deisx éhudes essentieties, incluan au tolal 628 palients, alin o'évatuer lianocue
el Fefticacité de Rebit® administié par voie sous-cutanés trais fois par semaine 4 des
‘patients alteinds de sclérnse en plaques rémiltens, Les résultals indiquent que Rebif* est
aple 4 mndma Iévolution Murelle de Ia sciérose en plagues rémintente, |'efficacité du
médicament a &4 démoatsée en fanclion o2 rols aspects principau de cette maladie, soit
Il dinvaliiai (patients cotés de 0 & 5 sur [echelle EDSS), les Evolutives et g
fardeay mosé ¢ la maladie ef son aclivité obsaivée par 1AM (imagerie par résonance

Dans Fétude de plus e Empamlsmrnmmwundwmde
Sciéiose 6n dm?m'u.m ou biologiguement avérée, cotée de 04 5 su
Ichalle atm&smwerdsmlamladmmmumaunanwr

reu enirée dans I'étude. furent recrulés et répartis au (FOUPES receval
ivement un placeba, zzmsuunuemh.rmumueuunmmr dansun
ra;poﬂ de 1:1:1. Environ 90 % Oes patients ont poursuivi feur traitement pendant i durée
m o éfude de deux ans e bort peu de patients 52 sond retirés de Netude en raison
mum
lsspnrmmmmad'nchmnaldummlﬁsum
;mmlm diau moins 2 paussées aigués pendant les 2 années préodant e recrulement

® 3ucun lradtement géntral antériewr par intestérons

* FCung coit ié i Iraitement par ACTH dans les 2 mois précédant te recrutement

dans létude

LF TR Mﬂlmdmlssﬂsmurﬁprmmammmmmm

Les pafients dtaend évalués 4 inlervalles de 3 mois, durant les # de copgert avec
initiaux de la densité des

mme Crﬂwadmnalumm“I
protons créniens/pondérés POIT2), puis & 10U kes six mois durant [éude. Un sous-
groupe de palients a fai Fobjet dxamens 1AM PO/T2 e pondécés en T1 (T1) avec mar-
quage des Jésions au gadolinium (Gd) un mois avant Je débul du traitement, als débud du
traitement, puis mensuedlement jusqu'a concurrence des 9 premiers mois de fraiement
Parmi ces sujets, un autre sous-groupe de 39 patients 3 continud de se préter ai examens
TRM mensuels du d8biA & 1a fin b fa période de trallement d 24 mois
Cefte élude a démoniré que Retit® 3 k2 dose hebdomadaire tolale de 66 ou da 132 g,
a procurd une amélication significative des 1rois aspects pnmfmx de fa maladie, sml
I3 héquence des poussées évolutives, |'actividé pathologique lardeay imposé par
maade tel que mesurd par les examens 1AM e la progression da [éat dinvaliditd. Da
pls, |amamue|mmemramm la wmdellnmpaciaemm
ayant une cote de 4.0 ou phus sur Mchedle En putre, le médi 2 donné

Eftet sur I3 pathologie de Ia sclérase -mwunmmm

Besoin de corticothérapie: La propartion de patients ayant nécessité une coicathérapie
pwle1rmmmdsla en plagues (indications autres que la SEP exchyes) stail
usmmm rmmm&].ﬁm que dans s ou Fautre des 2 groupes

Hnsunallmms dues 3 3 sclérose en plaques: 13 nomhre moyen des hospitafisatians

im 4 Ia sclérose en plaques s traitement recevant
a raison de 66 ou de 1 mé@!d& 1% et de 4B% respestivemant,

par rappodt au hospilalisations foupe

Cohorte de aux valeurs initiales élevées sur I'échelle EDSS

leurs Initiales > 3.5)

2 effectus mmmmmkbmﬂﬂmmmew;m&adewlt
lions manifestant des prédicteurs de résulials adverses ef potentiellement mposées & un
nlmmmdepmgresmndellnva!lmré Le principal prédicteur examing était une
valeur EDSS initiale >3 5, Les patients de cette cohode accusent un degeé plus marqué d'in-
walidité e sont dava vuinérzbles  1a progression 08 leur malahe que ceux dont 2
valeur EDSS est moing giewée. Des études da IMistorique naturelle monlrent que les patients
dont 13 valewr EDSS se situe dans lntervalle g2 4.) 4 5.0 demeyrent mains longlemps & ce
niveau e valeurs EDSS quia lun des niveaur maindres dinvalidité.

Le traiement au deux posologies de Rebif® & eu pour effet de réduire significativement e
nomibve moyen de poussées évalutives par patient compasativement au placebo. La progres-
sion de ka maladie chez ce groupe de patients est particulitrement préoccupants, étant don-
néelapnwunpusemule difficulles de déambulalion. L adminisiration du médscament &

posologes hebdomadaie g2 132 pg a permis de proionger significativement la période
m&mtwmmmmmlumrhmdmml S0l 02 DIOgUession e
La matadie, alors que a dos hebdomadaire de 66 g ra pas eu oel effel. Les deur doses de
Rebif* m! infh significativement sur e pourcentage de variation dapeés les valers inl-
liakes de fardeau mwlamm fors des examens 1AM chez fa cohorte aux
valeurs EDSS tlevées, tandis que ta dose hebdomadaire de 132 pg @ procuré une diminu-
ion significative du nombre de ésions T2 actives dans cette . [lans cefle cohirte
e pmenes o invalidité 2 42 etabli, les résultats en terme deficacié confiment que ta

Mmmmmmmeﬂdmmﬂsummurmdemmhduw
s 13 pattiologie sous-jacente de la maladie

EMet sur aux valours EDSS dlevies)
| Paramétres d'efficacilé : A

arhat: buol »

| 132 igsem
]

Mbre moyen de poussées dvolutives

Nbre gt% de patients n‘mru manibestd

Hocw st do gl 10 %
bt di p* {Robit* vs placebo) e 0121 e 00002
Modele 1og-lingaire

Progression de |'invaliditd d'en paist sur I'dchelle EDSS (cohorte sux valours EDSS dlevées)
Groupe de Iraltement

| o -'s‘ renm|
nﬂuhswmnmmuhmwwmmpmrmlmmum
et A pardus de vue durant ie suivi

Progression de |'invalidité:

ﬂmhlﬂnﬁmdmm A a fin de cefte étude, 62 patients ont poutsuivi
e frailement pendant une plriode suppiémentaire de 18 mois. Chatun de ces patients a
continug de recevolr ta dose qui lui avalt et altribude au hasard. La vakidalion des résultals
e |a période de traitement de 2 ans se poursult 1oujours, mais les résullats oblenus de la
continuité du traitement aux dewr cancentrations a pemmis d'établir qus Rebit® maintient son
effet proportionnel & 1a dose administrée quant & la réduction du faux de récidive et
du volume de Msions déleciies au cerveau par le biais d'eamens 1AM pondérss en T2,
comparativement 4 k période dobsrvation, o2 qui conobore fes résultats de |'éude de plus
langue durée ave: contrile par plaoebo.

Condylome acuminé : Les résulfats de quatre éludes, chacune menée en double insu &t
contriiées contre pracebo, incluant 349 patients (agés de 17 - 62 ans), révilen que Rebif
st efficace dans le traitement du condylome acuming, chir hes hommes aussi béen que chex
les femmes, 1mw||esr|npwmrmm1&mllnladmde35?uuliMUIHﬂamii
fois par semaine pendant 3 semaines. L'induction de 1 disparition complite des Iésions

dinsi que Ia réduction de 13 taille des Msions ont fait ol de eficacité du traltement. La
magarité des patients Iraités dans e cadre de ces éludes présentaient des vermes ricidivantes
i avaient resiste au sulres traitements. Le nombre de lésions fraitées par patient était entre
det 8, comme illustré dans e tablea ci-joint.

INDICATIONS ET USAGE CLINIQUE

Scléaose en pragues: Rebif® (interiéron béta-1a) est indiqué pour e traitement dé la sclérose
en plagues rématents chez des patients donl (3 cote EDSS sa situe entre 0 et 5,0, afin de
reduie i nombre et la gravibé des poussées évolutives cliniques, de ralentir fa progression
des éats dinvalidié physigues, et oe réduire les besoing de corlicothéeagie ef le nombre de
Séjours & Mipital pour ie traitement de la sciérose e plagues. Son eificacisé a 6 contimmés
au mayen devaluations 1AM en T1 merquees au Gd ef d'évatuations IRM en T2 (fardeay
impose par ta makadie). Unmmwdewmﬂafmnmdamnm&m
i 2 ans puisque es deflica mm 2ans
Condylome acurming: Hs;ul‘mmnrﬂerwimﬂupam moins de neul
mammmmmumsmwmm Ie cas des patients
atteints. de neul ésions ou phus, si le premier raitsment 2vec Rebil™ est une réussite, les
Iisions qui resient polsraient faire Fobjet dun deuxiéme traitement avec Rebil® . On deviai
aussi envisager Rebif® pour traiter k2 condylome acuming chiz les patients pour qui les effets
secandaires o autres Iraitements, comme |2 peoduction de cicatrices, sont inquistants. Tandrs
que ks patients traités avac Rebit® mont pas tous présentd une réponse compléte, ceux chez
nui Fétendue des lésions 3 diminu ef gui ond eu foul au mains wne réponse partiells pauvend
aussi avoir béndficié du raitement, car & diminution des Iésions pourrait favoriser {2 prise en

Reirt
132 pgisem
Farbsan e b malaia - % mibdian dé varation 8
Fardeau de a maladle — % moyen de varabon o
Valeur g8 p* (Rebit” vs placebo) | R

*Analyse de la variance - rangs
Hombre de lésions T2 actives (rohorte aux valewrs EDSS éiovées)

Bebit* 65 ugisem

fiew & une diminution des besoins en corticostéroides poul Iraer 12 scléose en plaques e,
4 raison oe 132 pg par semaing, Rebif™ a réduit le nombre de séjours & Migital attribuables
a2 sckérose en plagues.

Effet sur les poussées dvolullves

Mitire iy de
0 s 2 e dn [ itude

Les résulfts aprés un an de traltement éajent également signifiatits

Rebir 132 upisem |
*Analyse de ka variance - rangs

ETUDE SELON LE MODELE CROISE

Lautre éude 2 818 réalisée selon ke modéle owvert el croisé ol les examens IRM élaient
effectués & [insu. Les 68 patients recrutés, agés de 15 3 45 ans, éfaient alleints
de SEP rémittente cliniquement ou binlopiquement avérée depuis 10 ans au maximum
Les principaux critéres dinchision 4 Fétude étaient les suivants ;
* minimum de 2 récidives pendant les 2 dernidres années
. mm&“ﬂmﬁﬁﬁg traitement da Iasrmrése administration
 Jucune aple v p i admini

de gammaglobulines dans ks 3 mais précédant [ éhude
« aucun lraftement immunomodulateur o imaknodégresseur durant

e 6 mois précedant ['éhude
. ahmed'ng HBs et o anticonps anti-VIH

Une foés recrulés, les patients sont demeurés sous obsesvation clinique pendant 6 mats ef
ont kit I'objet dévaluations de Isur étal murulngnque et davires paramétres. ef d'une
siveiliance vigilante des poussées. Ensuite, les patients ont é4é répartis au hasard dans [un
(les deux proupes e traitement pour reuevmrsmt 11 g {3 MUI) {n=35) 0u 33 g (9 MUY
(=33) de Rebil®, auto-administré par voie sous-Cutanée frois fois par semaing. La dose
totale se chittrait donc & 33 ou 9900

Ettot sur [o lomgs de |8 progression initiale de I'éat d"invaliditg

https://doi.org/10.1017/5S0317167100050277 Published online by Cambridge University Press

Comparaison des six mois d'observation aux six mois de traitement
L trailement avec Rebif”, aux dewx posologies administrées dans le cadre de cetle Slude, 3
ocuré: une riduction, srqmlmau paint de vue statistigue, da Tactivité de |a SEP dans
e cerveay obsarvée par IRM, ainsi que tu taux de récidives cliniques par rapport aux
périndes u‘uhsw.lmn comespondantes. Ge modgle damélioration était sgalement refiété
par des mesures additionnelles réalisées par IRM. Dans les examens pondérés en T2
effectués deux fois par année, on a mis en évidence une réduchion du nombre mayen de
nouvetles Ksions et dy nombre moyen de Ksions croissantes

A-19

charpe subséquente de la matadse avec dautres traitements, comme o I3 rappond dans le
a5 de VIFN-alpha.

CONTRE-INDICATIONS

Rebi* (interiéron béta-1a) est conlre-indiqué chez les patients ayant une hypersensibilis
connie & [inberiéron béta naturet ou recombinant, & albuming (humaing) ou & nimpore quel
aulre composant de 13 fomutation

Pich™ {interlétan beéla-1a) devrait étre ulilisé sous ta surveillance d'un médecin,

{=

O sail que fa population ateinte de sclérose en plagues est plus Souvent sujetle 4 la dépres-
si0n et aux idées suicidaires. L'uiilisation de Rebif* n'a pas & assocife 4 une hausse de &
fréquence etiou de 1a gravité de la dépression, ni & une augmentation des tentatives de sui-
cide ou des suicides. Dars [Btude sur fa sciérose en plagues rémitiente, on 3 obsene une
fréquence de dépression semblable dans ke groupe de palients sous placebo et fes detx
groupes de patients sous Rebif®, Néanmaing, fes patients soutrant de dépression deviaien!
Ere surveilles de priés au cas ol its maniestaraient des signes daggravation considérable de
lewr élat odpressif ou des idées suicidalres

La premiése injaction devralt Btre donnée sous 3 surveillance dun pofessionnel de I3 santé
ayant les qualifications requises

Toutes fes iections devtaient dre données par un prolessionnel 0é la santé quaifé
PRECAUTIONS

Généraltés
Les m&?ﬁmlmt&ﬁsﬁw wr&mim méilabls les p&gﬁmﬂ
E Inisd interféron bé4a, y compris fes symplimes pseuto-
qrippal (voir OKNS INDESIRABLES). Ces symptimes ond tendance 4 re plus pronon-
085 al debut du braitement el 3 diminuer en heéquence et en gravits aprés quelques mois de
traitement.
Les risultats des éudes cliniques sur |a sclémse en plagues dans lesquelles Rebif 3 été
utilisé, ces éludes comprenant plus de 500 patients Iraltés avec Rabi, mont indigué aucune
augmentalion des risques davoi une convulsion lors du raitement avec Rebif®. Cependant,
de lelles convuisions ont &4 signalées lors de brailement avec d'autres intestérons: ainsi, de
la peudence est de rigueur si un patient avec des antécédents de convulsion est considéré
pour traitement avec; Rebif®. Pour les patients dont les antécédents médicaus n'indiguent pas
o & qui des pendant le rafement, une gliologie
dewal Eure élabli et le traitement aver des anli-convutsants appropriés devrail 8re instaurd
avant de commencer g raiterment avec Rebit®. L'eMet de Fadministration de Rebif® chez les
mhmdﬁmﬂmdemmlwummu
r&mmsenmmrew (insertéeon béta-Ta) peuvent s déwslop-
La fréquence exacte ef [importance clinigue des anicoms demeurent incaraine (voir
HEﬁ.CTIUNSiNDESIRl\B{ESh
Des réammd’hrpersenslhuiu& autant focales que sy
I traitement avec Rebi

58 sant devel durant
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Les injectinns intrakésionnelles pouvant Savérer douloureuses cher ceraing patients trades
oo le ome, on pet, le cas échéant, avoir recowrs & une créme anesihésique teile l2
lidocaine-prilocaine.

Grossesse et allaitement
Febit™ e deveait pas Bire adminisiré au femmes enceintes ou atx méses qui aliaitent, Il o'y
apaswdemdesus utilisation de Vintertéron béta-1a che les femmes enceintes. A des
mmmm on @ observe des effets aborlifs avec dautres interférons, Les
femmes susceptibles de devenir enceintes qui prennent Rebif® doivent ulifiser une méthode
efficace de contracephion. Lesmmeswlplmllmmmammedeﬂlmqulmlenm
encaintes devraient Bire renseignées sur les dange
fer pour b2 foetus et elles devraient cesser de prendre Rebil esuﬂeml'mmém
dans le kit matemed humain. En raison du risque deffels mﬂsu Iw;ramwlanw
:ﬁm , on doit recommander aux patientes de cesser Ialaitement ou dinterrompre ke braite-

Pédiatrie
Aucune Berience n'a ét acqurse avec Rebil® chez les entants 3gés de molnsdelg;rsmu

Les ditférences observées pour les effils en caracsires gras Baient significatives au point de
Vi statistique, mparaﬁmmrau plambu
Les efiats indésirables éprouvés durant ci-essous daprés 25 classes
de systeme osganigue élablies 10MS lTRIUMS ou, en mlals WHDART). Parmi fes
téactions au puént d'injection, la plus courante prenail fa fome d'en érythéme peu grave: La

groupes recevant Rebit®. On a fad &al de nécrose chez 8 patients brailés avec Rebi®, dant

deun dans le groupe fecevant BBg/semaine e les six autres, dans Ie groupe recevant 132

/seimaine. Tous les patients ont teminé a période prévus de trailement, [un dentre e

uniquement ayant requis une réduction temporaice de la dose el un autre, lnterruplion

ﬁmnl pendant 2 semaines. Ceux qul ont requis un traitement ont regu wme
|

mmm T

pMéulé n=1

Troubles au point

seraient afteints de sclérose en plagues oo de y &, par
devrail pas &lre wfilisé chez cette population.

00 oovad ade e de piucenee et g igiance (0rsqu o adminisie RebiP o atiens
atteints d'une grave insulfisance rénale ou hépatigue, aux patients qui manifestent une
mydlodépression grave el aux patients dépressifs

Interaction médicamenteuse
mluwluﬂs enlre Rebif* et dautres médicaments n'ont pas e1é dvalués chez les

S E] ’
dmuaulmtm naranpmemnmmwmage Cependant, en cas de sudosage.
les patients devraient Bee hospitatises afin quion puisse kes garder sous observation e leur
aministres |e raitement dappoint approprit

POSOLOGIE ET ADMINISTRATION

SCLEROSE EN PLAQUES REMITTENTE : La posologie recommantte de Rebit®
(intertéron béta-1a) esl de 22 pg {6 MUI) adminisirés irois fois par semaing par mjgction
sous-cutanée. Cetle dose est efficace chez la majorité des patients pour mlwnrh%
sinn de la maladie. Les patienls atieints dun nivean plus éieve délat dinvalidité (cote

e 4,0 ou plus) pourraient avair besoin dune dose de 1;0%12 MUI) 3 s s

Le fraitement devrait débuter sous & supervision d'un in romp au trilement de cetie
maladlie. Lorsquan amarce initizlement (e raitement avec Rebif® | il est recommandé de
favoriser fa constitution de 1a Yachyphlasie, pout ainsi réduire es efts indésiables, en
adminisirant 20 % de la dose totale pendant les 2 premibres semaines de railement, 50 %
e la dose ofale pendan |es semaines 3 ot 4, ef 2 dose entibre & parti de 1 cinguibme
semaing

Aciueliement, on n'a pas encore éabil quelie devrait ée fa durée du tratement. On a témaon-
tré Minnocuilé et eficacikd de Rebi pendant un traitement de 2 ans. Par conséguent, on
recommande évaluer bes patients apees 2 ans de ratement avec Rebd®, La décision da

amoneg.:eies interterons réduisaient [achvise des
mmnmmm mmwwﬁmmmalamonmu

faire pregve
repose largement sur hmhwamuedu

lorsqu'on
||nm1mw£nmtmnchrm
cpudnm P4 p X, les amlmpllemluues &t cerlaines cla

les costicostéroides ou MTHnaNsmmhmdmeauﬂe
symm:]m Lss!udes clinigues indiquent que les patients qui onl |3 scifrose en plagues
peuvent recevoir Rebif® et des cotticostéoides ou de I'ACTH pendant les récidives. Rebif®
e devrait pas Ptre mélangé & daubres médicaments dans une méme seringue.

Analyses de |aboraipire
Sclérose en plagues (SEP) rémiltende: Les anomalies observées Jors danalyses de labore-
toire sont assocases & Iutilisation des interifrons. Par canséquent, en plus des analyses de
taboratoire habitueliement demandées pour surveilier les patients atfeints de sclérose en
mm recommanis bgalement de procéder 2 ta numération globulire e 1a formule
irg, ranmmnnmmrmmmmemlammsamne ¥ compis les
Epreuves fonclionnelles hépatiques ef de 13 glaﬂda i , pendant g traitement avec
Rebif*. Ces analyses deviaient Blre faites aprés 1 mois, mois el 6 mas de traifement, e &
Tous Jes 6 mois par la suite.
Condylome acuminé : Comme pour o2 qui conceme la sciérose en plagues (SEP) rémit-
lm.miswammummmmammerahmmmm.

pas fate d‘nhsemr des sym| mmes et gnppaux {fidtwre, céphalée, fssons,
douleurs musculaies) au dmut du Iraﬂunent avec Hebi. On peut prendre de |'acéts-
minophéne pour sculages les pseuto-grippaux. Les paients deviaient commi-
THGUEs 2ve feur i o e ien 5's éprouvent des effels indésirables,
La dépression est susceptible de s produire chez les patients atteints de sciéross en
plaq-.ss rémitiente e pourrail survenir aiors que bes patients prennent Rebif®. Il faut aviser
ents de communiguer aves un médecin 51ls se sentent déprimés.
conseiller aux patients de ne pas intesrompre ni madifier leur traitament & moins
dw 1e0avDir Ia directive oe lsur médecin.
Instruction de fa lechniqu et des méthodes dauto-injection . fes patients qui recoivent
un fraitement pour la sckrose en plagues rémittente devraient recevoir des instruclions sur
Tutilisation d'ane technique aseptique lors de Fadministration de Rebif®, |t est nécessaire
dinstruire les patients sur ka reconstitution de Rebi® et Tauto-injection, et de passer atten-
tivement en revue be levitlel dinsiructions sur Rebi®. La premiére injection devait ftre taite
505 Ta surveiflance d'un professionned de 1a santé ayan! les !millwmns tequises. On
dewrait faire une rotation des points dinjection en changeant de sile & chague |n1echm.Dﬂ

peut faire les injections & I'heue du coucher pour tenker d'amaindrir 1a pesception des efiels
secondaires. I faut avetir les patients de ne pas réuifiser les aiguilles et les ser elles
instruire sur la délimingr oS instruments en toute sécurite. Un contenant resistant a fa

panclion servant 4 la mise au rebut des aiguilles ot des seringues utlises dewrait & foumi
au patient, avec des instructions sur Télimanation sire des contenants pleins.
Dans ['étude contrbiée sur (2 SEP, les patients ont couramement signalé des réactions ay
iM dinjection au moins une fois au cows du traifement. En géndral, ils n'ont pas eu
in abandanner fe Wraitament, mais il importe dévaluer soignevsement i nature e |3
gravilé de loutes les réactions signalées. I faudrail réévaluer péniodiquement le patient sur
53 compréhension et son Liflisation des techniques et méthades aseptiques dauta-injection.

REACTIONS INDESIRABLES

Comme: mgmmmmahmm i1 West pas rare dobsarver des symp-
thmes pseuda-grigpaus. Lulilisation de linertéron béta peut provedquer: syndrome pseuda-
grippal, asthénie, pyrex, frissons, arteaigie, myaigie, céphal elreaumnsaupnlninnr
. On a phus rarement observé : boutons de fievre, cangestion nasale, sensation de
irritaion des muueuses, troubles {lesicopénie, i’@lﬂwﬂw&lle
gﬂdm)ﬁwmﬁ}etamaﬂm des analyses oz la whenatmre! weSGUIet
PT élevés. Ces sont habitueHement [gers et réversi

davantage le trailement devrait Btre prise en fonction de chaque cas individuel par

médecin iraitant
Mpamm de la solution ; farmulation lyophilisée
sclérose en plagues rémittente)

restituer I contenu d'un flacon de Rebif® avec 0.5 ml du diluart sténle inclus (voir fe
tabileau ui-dm_ous pour b volume de diluant el 3 concentration résiltante). La solution

‘ﬂillllﬂmwlﬂ

[Concantration Concenfrafion
nominalsmi

1 g (3 MU 22 g (B MLy

A4 g (12 MU B g {24 MUY

Préparation de la solution : formulation Inulla
La formulation liquide en seringues priéte 4 Fadministration. Ces seringues
sont graduées afin que I traitement soit nlus !acnle 4 entreprendre. Les seringues

55338 555 53055505 5658 | 556 R 5 §

§‘ g -:‘ 5 '@%%1@% §§§§’§§@§ 555 EEeln & Blks

préremplies contiennent 22 g el 44 o de Rebit* respectivement. Les seringues préremplies
sonl peftes 3 par voie sous-culanée uniquement
CDID’I‘I.HIIE ACUMINE:
LA e esl de 3,67 rjgn WUI) par Ksion trois fois par semaing pendant
a0 3 semaings, O tecommande de Iadministrer par vole infrabésionnedle ou périkésionnelte,
Me pas utifises fes seringues préremplies pour celte indication.

188% Préparation de la solution : formulation lyophilisée (condylome acuminé)

A3 Reconstibuer 2 conteny dun flacon de ReblF® dans un diluant signikz de fagon 4 oblenis une

ey concentration finale de 3,7 g par 0.1 mL de soluion. La Solution reconstituée doit Bire

administrée immédiatament

Ta%

Y Cancentration
mmuwnmummmm 37 g (10 Wiy
m-.a,.. ek i it m’..\%mmm\ A7 i (10 MUK

n =

En plus des effels indésirables enumenss ci-tessus, les efels ci-esscus pal 812 signalés

mais réquemment dans [une ou les dews eludes sur 1a sclérase en plaques sémiltense.
Ces effels sont les suivants: asthénie, tétention aqueuse, anovexde, gastro-aniérite, pyrosis.
aftections du paradonte, abcés dentaire ou exraction, stomatite, glossite, somnolence,
andétd, irrikabilie, confusion, Ihie, gain pondésal, fracture osseuse, dyspnde,
boulons de figvre, fissure au coin d& la bouche, troubles menstrugls, cystile, vaginite.
Immunogénicité : Tous les patients ont &1 teslés pour 1a présence d'anticorps &
TIFN-bela avant leur inscription & T'éude et aux mois 6, 12, 18 & 24, Les résultats sur la
esence danticorps neutralisants sond illustrés ci-dessous

Pourcentage de patients ayant des awticorps neulralisants

En raison dinquigiudes quat 3 limpact dventuel de la formation d'anticorps neutralisants
sur Idfmcue, ona analysé i denombrement dﬁ poussées (tésultal primaire) en {enant
. Pendant la durde da Méude
mzans|tnyapaswdemmmwmleurdemumesw'slmrm
qui avaient des ant aLx groupes qui n'avaient pas d'an-
ticorps neutralisants. On n'a pas dindications précises que 13 consitiion danticosps neu-

Iralisants séruques ait pu influer sur Minnocuité ou |'efficacat cher l'un ou T'zutre des groupes
tui recevalent Rebif®

part & Ia plupart des eftets secondaires est bien reconnue, Lalmulwsymgtmes
do-gri peuvent Bire lraités avec de ['acitaminaphéne. Selon la gravilé et

mwdgmwm tigmlet la %n:r:mMr ler?mmgie ";!“‘
meri discrétion in s 2 point ient d'in
légre 3 modérée. On a moﬁé?mmdwm mm:mwpmm
dn'dgcllun lors d'un tranlameﬂt profongé. Ay fableau ci-dessous figurent les réactions
pius fréquemment insi que les anomalies de laboraloire observées
mnlmmmuwmmmnmww (intertéron béta-1a) durant Fétude
contriée conlre placebo suf fa sciérose en pagues rémittente (iraitement de 2 ans comptant
561 pafients), Les réquences représenten Jos patients qui ont fai etat de Ia réaction au
moing ung bois au cours de ['étude, comme pourcentage du nomiie tolal de patients, par

valet o éude
132 som

H
EFFETS amslms

Condyloma acuming
Effets indésirables les chat lns traités pout le condyloma acuming
o ] e | e [
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Les autres effels indésirables éprouvés par moins de 5% des patients incluaient les suivants:
douleur oculaire, trouble culané, rhinite, bronchite, toux, diarrhée, douleur abdominade,

COMPOSITION
Formulation lyophilisée : Chague facen de 3 ml de poudre stérlle hyophilsée conbiont
de linteriéran béta-1a, e I'albumlne (humaing), du mannitol et de lacétat de sodism,

comme indiqué dans e lableau ci-dessous. Lacide acétique el Mydroxyde de sodium
servent & ajuster e pH.
b Mannitol Achtate do sodum
sy 02wy
Bmg 2mg

Febit* (intertéron béta-1a) est presenté avec une ampoule d2 2 miL de dilvant rentermant
2mL d'eau pour injection contenant 0,9% NaCl, Aucun agent de conservation mest présent
Formulation fiquide : La lormulation liquide est fournie dans des seringues condenant
0.5 mL de solution. Chague seringue contien! de lnterféron bita-1a, de |'albumine
(humaing), do mannitol & du tampon d'acétate de sodium 0.01M, comme indiqué dans
|e tableau ci-gessous. La salution ne cantient pas de préservatiur

Infortiron bdta-1a _[AS otate de soduum 0.01TM
2ugEMuy | wamg aa A0S mL
stpgrzmuy | wamg a5 05k

STABILITE ET RECOMMANDATIONS CONCERNANT LA CONSERVATION
Formulation Iyophilisée : Corsuller & date de péremption qui figuee sur Tétiquette du
produit. Conserver Rehit* [mhsﬁ&on béa-1a) sous forme Iyophilisée & une fempérature
fomprise entre 2 et 8°C,
Formulation liquide : Consuller ta date de péremption qul figure sur |'#iquette du
produit. 1. Conserver RetiP® sous fome liquide en seringues p ies 4 une fempdrature
comprise entre 2 et B°C. Ne pag congeler
SOLUTIONS RECONSTITUEES
Formulation Iyophilisée : Rebif* Iyophilise goit Bre reconssitué avec de l'eau pour injec-
tion contenant 0.9% NaCl (présenté dans des amgoules de vene neutre de 2 mL tenlemant
20 mL). La solution reconstituéa doit Btre administrée immédiatement. Bien qu'on ne le
fecommande pas, la solution peut Blre admmlsmzplus faed, I& jour méme de 1a reconstil-
tion, s elte st conservée au réfipirateur (enkre 2 ef 8°C). Ne pas congeler, La solution
reconstilue pourmad prendre une leinle jaune, caractéristique nonmale du produt
fnmr:’f;?t“ liquide : La formulation liguide en sesingues préremplies est prite &
ration
PRODUITS PARENTERAUX !
Voir fe tableau de reconstitition sous - Préparation de (a solion =
PRESENTATION DES FORMES POSOLOGIQUES
Rebif* (interléron béta-1a) est uHenendwmmrratmqmsde 11pg {3 MUI) e de
44 g (12 MUIY), sous forme de paudre slérile lyophilisée, 1 est accompagng dun diluant
(eau pour injection contenant 0.%% NaCl) en ampoules de 2 mL. Chacune das deux conoen-
Irations du produit Iyophilisé est présentte en bolles de 1 flacan de medicament &t de 1
ampoule de 2 ml de diluant, 3 flacons de médicament et de 3 ampoldes de 2 mi de diluant
Aingi gu'en boes de 12 facons de médicament ef de 12 ampoules e 2 ml e diluant.
Rebit* est égatement olfert sous forme fiquide, dans des seringues rreremnlies prites
4 ['administration. Dispondble en deux concentrations : 22 yg (6 MUN/D,S mL et 44 g
[12 MUINO.5 mL, Les seringues nléfempnes sonl conditionnées en formats unitaires
Imdeasamuesatm 2 seringues, Las seringues présemplies ne servent

hypatension orthostatique, palpitation, vasodilatation, trouble rectal,
mrumbocyiupéme delire, somaplence, dovleur articulaie, raideur arliculdire, sensation
Ehrieuss, distale, désorientation, iritabilité, insomnie, Iéthargie,

TOIRE
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purpura, sudorification accrug, essoufllement, infection des vales respiratoires autes,
tachycardie, boultée vasamalrice, douleur urétrale, Infection, douleur theracique,
Imgdénqﬂna augmentation de lode protéique sanquine, arthralie, lourdissement,
nervosité, tremblement, vision anormate, affection vulvo-vaginale, balanite, aection péni-
enng, aflaction 1mmla1re urélrise, infeclion des voies urinaires, vapinite, leucocylopénia
vaginite, herpés, pru maculopapuleuse, néoplasie cutanse, énuption culanés
Immunogénicité: Un a eflectué la détermination de fa présence d'anticorps anti- JFN-G
humain dans chacune des 4 études. En toul, quatre patients avaien! des anticorps
anli-intertéron béta lors de lexamen précédant Ninscription & 6 autres pafients avai éﬂﬁl
au miing un résultat positif quant aux anticors liznts totaux & un certain mament g I
'@fg&mm de falble titre &t aucun des anticorps ne nevtralisait lactivitd biologioue
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La vo d f powr fe de 1 schérose en plagues

r&mm st Ia oie sglnsl -cutanée. La voje dadministiation du médicament dans Je cas
voie
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1. Monographie de Rebil, mal 2000. Serong Canada tne.
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“TMITREX

SUMATRIPTAN SUCCINATE
SUMATRIPTAN NASAL SPRAY

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

THERAPEUTIC CLASSIFICATION
Migraine Therapy

PHARMACOLOGIC CLASSIFICATION
5-HT| Receptor Agonist

INDICATIONS AND CLINICAL USES

IMITREX {sumalriptan succinate/sumatriptan) is indicated for the acute
treatment of migraine attacks with or without aura

IMITREX is not 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.

CONTRAINDICATIONS
IMITREX {sumatriptan succinate/sumatriptan) is contraindicated in
patients with history, symptoms, or signs of ischemic cardiac,
cerebrovascular, or peripheral vascular syndromes, valvular hean
disease or cardiac arrhythmias (especially tachycardias).
addltlon pallenls wnh other significant underlying cardluvascular
(e.9., lerotic disease, congenital heart disease}
should not renelve IMITREX Ischemic cardiac syndromes include,
but are not limited to, angina pectoris of any type (e.g., stable
angina of effort and vasospastic forms of angina such as the
Prinzmetal’s variant), all forms of myocardial infarction, and silent
ial ischemia. Cerebr mclude but are
not limited to, strokes of any type as well as transient ischemic
attacks (TiAs). Peripheral vascular disease includes, but is not
limited to, ischemic bowel disease, or Raynaud's syndrome (see
WARNINGS).
Because IMITREX may increase hlood 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 MAQ inhibitor therapy is contraindicated (see
ACTIONS AND CLINICAL PHARMACOLOGY and PRECAUTIONS:
DRUG INTERACTIONS).
Ergot-containing drugs have been reported to cause prolonged
vasospastic reactions. Because IMITREX may also cause coronary
vasospasm and these eftects may be additive, the use of IMITREX
within 24 hours before or after treatment with other 5-HT, receptor
agonists, or ergotamine-containing drugs or their derivatives {eg.
dihydroergotamine, methysergide) is contraindicated.
IMITREX should not be administered to patients with severe hepatic
impairment.

IMITREX is indicated in p with hemipl basilar, or
ophthalmoplegic mmralne
IMITREX is contr d in pati with hyp itivity to

sumatriptan 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 only be used
where a clear diagnosis of migraine has been estahlished.

Risk of Myocardial Ischemia and/or Infarction and Other Adverse
Lardiac Events: IMITREX has been assaciated with transient chest
and/or neck pain and tightness which may resemble angina
pectoris. In rare cases, the symptoms have been identified as
being the likely result of coronary vasospasm or myocardial
ischemia. Rare cases of serious coronary events or arrhythmia
have occurred following use of IMITREX. IMITREX should not be
given to patients who have documented 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
physiologically 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 to detect cardiovascular disease or predis-
position to coronary artery vasospasm is unknown. If, during the
cardiovascular evaluation, the patient's medical history or eleciro-
cardiographic investigations reveal findings indicative of, or
consistent with, coronary artery vasospasm or myocardial
Es;‘:}l%ra?) IMITREX should not be administered {see CONTRAINDI-

For patients with risk factors predictive of CAD, who are considered
to have a satisfactory cardiovascular evaluahon the first dose of
IMITREX should be administered in the setting of a physician's office
or similar ically staffed and equipped facility. Because cardiac
ischemia can occur in the absence of clinical symptoms, consid-
eration should be given to obtaining electrocardiograms in patients
with risk factors during the interval immediately following IMITREX
administration on the first ion of use. H , an ab 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.
If s&'mptoms consistent with angina occur after the use of !MITREX,
evaluation should be carried out to look for ischemic changes.
Tha s{slemam' approach described above is intended to reduce the
likelihood that patients with unrecognized cardiovascular disease
will be inadveriently 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 adminis-
tration of 5-HT, agonists. Considering the extent of use of 5-HT; agonists in
patients with migraine, the incidence of these events is extremely fow. 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
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wha paticipated in premarketing controlled and uncontrolled clinical trials of
oral IMITREX, two experienced clinical adverse events shortly after receiving oral
IMITREX that may have reflected coronary vasospasm. Neither of these adverse
events was associated with a serious clinical cutcome:

Among the more than 1900 patients with migraine who participated in premar-
keting controlled clinical frials of subcutaneous IMITREX, there were gight
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 envollment.

Among approximatety 4,000 patients with migraine who participated in premar-
keting controlled and uncentrolled clinical trials of IMITREX nasal spray, one
patient experienced an asymptomatic subendocardial infarction possibly
subsequent to a coronary vasospastic event.

Postmarketing 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 postmar-
keting surveillance, however, makes it impossible to determine definitively the
proportion of the reported cases that were actually caused by IMITREX or to
reliably assess causation in individual cases. On clinical grounds, the longer
the fatency 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 to have onset within 1 hour of IMITREX
administration include: coronary artery vasospasm, transient ischemia
myocardial infarction, ventricular tachycardia and ventricular fibrillation
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, almast all of the patients had risk factors predictive
of CAD and the presence of significant underlying CAD was established in most
cases (see GONTRAINDICATIONS).

Cerebrovascular Events and Fatalities with 5-HT, Agonists: Cerebral
hemorrhage, subarachnoid hemorrhage, stroke, and other cerebrovascular
events have been reported 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 conseguence 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 pafients with
migraine may be a! increased risk of certain cerebrovascular events (e.g.,
stroke, hemorrhage, 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
qiven

Special Cardiovascular Pharmacology Studies: In subjects (n=10) with
suspected coronary artery disease undergoing angiography, a 5-HT, agonist at a
subcutaneous dose of 1.5mg produced an 8% increase in aortic blood pressure,
an 18% increase in pulmonary artery blood pressure, and an 8% increase in
systemic vascular resistance. In addition, mild chest pain or tightness was reporied
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 coronary
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 tomagraphy 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
myacardial blood flow {~10%) were noted. The relevance of these finding 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 possibitity 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 fo drugs are more likely to occur in individuals with a history of
sensitivity to multiple allergens (see CONTRAINDICATIONS). Owing to the
possibility 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 reports 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. Extensive 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)
PRECAUTIONS

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 repealed 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 arlery vasospasm, patients who experience
signs or symptoms suggestive of angina following IMITREX should
he evaluated for the presence of CAD or a predisposition to variant
angina before receiving additional doses, and should be monitored
electrocardiographically if dosing is resumed and similar
symptoms recur. Similarly, patients who experience other
symptoms or signs suggestive of decreased arterial flow, such as
ischemic bowel syndrome or Raynaud's syndrome following
IMITREX should be evaluated for atherosclerosis or predisposition
to vasospasm (see CONTRAINDICATIONS AND WARNINGS).
Neurological Conditions: Care should be taken to exclude other potentially
serious neurolagic conditions before treating headache in patients not
previously diagnosed with migraine headache or who experience a headache
that is at yplca\ for them. There have been rare reports whtere patients received 5-HT,
agoms s 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
response 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 convulsion threshold
Psychomotor Impairment: Patients should be cautioned that drowsiness
may occur as a result of treatment with IMITREX. They should be advised not
1o perform skilled asks (e.g. driving or operating machinery) if drowsiness
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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 effect of hepatic impairment on the efficacy and
safety of IMITREX has not been evalualed however, the pharmacokinetic profile
of sumatriptan in patients with moderate ' hepatic impairment shows that these
patients, following an oral dose of 50 mg, have much higher plasma
sumatriptan concentrations than heaithy 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
{MITREX 50 mg to Healthy Volunteers and Moderately Hepatically
Impaired Patients

* Statistically significant
The pharmacokinetic parameters of 6 mg subcutaneous sumatriptan do not

Parameter Mean Ratio 90% CI p-value
(hepatic imp%ired/healthy)
n=t
AUG== 181% 130 t0 252% 0.009"
Cmax 176% 129 10 240% 0.007"

differ statistically between normal volunteers and moderately hepatically
impaired subjects. However, sumatriptan should not be administered to patients
with severe hepatic 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
pharmacckinetics of sumatriptan nasal spray were unaltered when preceded by
a single clinical dose of the nasal decongestant xylometazoline {Otrivin™?)
Ergot-Containing Drugs: Ergot-containing drugs have been reported to 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 adminisiration (see CONTRAINDICATIONS)

MAO Inhibitors: In studies conducted in a limited number of patients, MAQ
inhibitors reduce sumatriptan clearance, significantly increasing Systemic
exposure. Therefore, the use of IMITREX in patients receiving MAQ inhibitors
is contraindicated (see CONTRAINDICATIONS, and ACTIONS AND CLINICAL
PHARMACOLOGY).

Oifier 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. 1f concomitant
treatment with IMITREX and an SSRI (e.9., fluoxeting, fluvoxamine, paroxeting,
sertraling), 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, agonists: The administration of IMITREX with other 5-HT, agonists
has not been evaluated in migraine patients. As an increased risk of coronary
vasospasm s d 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 are not known to interfere
with commonly employed clinical laboratory tests

Use in Elderly (>65 years%: Experience of the use of IMITREX in patienis
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 safely 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, or post-natal
development due fo IMITREX. Reproduction studies, performed in rabbiis by
the oral route, have shown increased incidence of variations in cervico-thoracic
blood vessel configuration 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.
A direct association with IMITREX treatment is considered unlikely but cannot
be excluded. Therefore, the use of IMITREX is not recommended in pregnancy.
In & ral fertiiity study, oral doses of IMITREX resulting in plasma levels approxi-
mately 150 times fhose 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 guring a subcutaneous study where maximurm plasma levels achieved
approximately 100 times those in humans by the subcutaneous route and approx-
imately 150 times thase 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 to register patients by calling 1-800-722-9292, ext 39441
Lactation: Sumatriptan is excreted in human breast milk. Therefore, caution is
advised when administering IMITREX to nursing women. Infant expasure can
be minimized by avaiding 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 elimination half life of radioactivity from the eye was 15 and 23
days. respectively, suggesting that sumatriptan and/or its melabalites bind to
the melanin of the eye. Because there could be an accumulation in melanin rich
tissues over time, this raises the possibility thal sumatriptan could cause
toxicity in these fissues after extended use. However, no effects on the retina
refated to freatment with surmatriptan were noted in any of the oral or
subcutaneous toxicity studies. Afthough no systematic monitoring of ophthal-
mologic function was undertaken in clinical trials, and no specific recommen-
dations for ophthalmologic monitaring are offered, prescribers should be aware
of the possibility of long term ophthalmologic effects

Laboratory Tests: No specific laboratory tests are recommended for
monitoring patients prior fo 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 events are
extremely rare and most have been reported in patients with risk
factors predictive of CAD. Events reported have included coronary
artery vasospasm, transient myocardial ischemia, myocardial
infarction, ventricular tachycardia, and ventricular fibrillation (see
CONTRAINDICATIONS, WARNINGS, and PRECAUTIONS).
Experience n,CuntruIIed 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 oceur in any part of the body including the chest, throat, neck, jaw
and upper limb

Acute Safety: In placebo-contralled migraine trials, 7,668 patients received at
feast one dose of IMITREX (3095 oral, 1432 subcutangous. 3141 infranasal)
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 lest (.0.2-0
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Table 3: Treatment-Emergent Adverse Events in Oral
Placebo-Controlled Clinical Trials Reported by at
Least 1% of Patients with Migraine

Tahle 5: Treatment-Emergent Adverse Events in Intranasal
Placeho-Controlled Clinical Trials Reported by at Least
1% of Patients with Migraine

Placebo IMITREX IMITREX IMITREX

Placebo IMITREX IMITREX IMITREX

* Nasal Signs & Symptoms 07% 14% 08% 1.0%
o Throat & Tonsil Symptoms 0.6% NR  04% 2.3%

Respiratory

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

*  Limb Sensations* 04% 11% 04% 15%

e Sensations”

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

*The term “sensations’ encompasses adverse events described as pain &
discomfort, pressure, heaviness, consltriction, tightness, heat/burning
sensation, paresthesia, numbness, tingfing, and strange sensations
**Ingludes patients receiving up to 3 doses of 100mg

NR = Not Reported

Table 4: Treatment-Emergent Adverse Events in Subcutansous
Placebo-Controlled Clinical Trials Reported by at
Least 1% of Patients with Migraine

Placebo  IMITREX 6mg
Number of Patients 615 1432
Number of Migrane Attacks Treated 742 2540
Symptoms of Potentially Cardiac Origin
*  Chest Sensations* 1.6% 57%
®  Neck/Throat/Jaw Sensations” 1.3% 12.0%
s Upper Limb Sensations” 2.0% 6.8%
Neurological
*  Head/Face Sensalions” 3.7% 16.6%
e Diziness 3.7% 7.9%
*  Headache 0.7% 3.4%
* __ Drowsiness 1.8% 2.9%
Gastrointestinal
¢ Nausea 5.9% 9.4%
* _ Hyposalivation 2.8% 3.3%
Musculoskeletal
®  Muscle Atrophy Weakness & Tiredness NR 1.7%
Ear / Nose and Throat
®  Throat & Tonsil Symptoms 0.3% 1.0%
Respiratory
*  Breathing Disorders 0.8% 1.3%
Non-Site Specific
®  Sensations* (body region unspecified) 15.9% 39.0%
*  Injection Site Reactions 10.4% 24.7%
¢ Limb Sensations* 1.5% 6.0%
*  Malaise/Fatigue 2.3% 47%
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, heal/burning
sensation, paresthesia, numbness, tingling, and strange sensations.
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number increases to 82% by 2 hours.

If the migraine headache returns, or if a patient has a partial response to the
initial dose, the dose may be repeated after 1 hour. Not more than 12mg (two
6myg injections) should be taken in any 24 hour period.

f a patient does not respond to the first dose of IMITREX injection, a second

hours of oral of intranasal agministration

0f the 3630 patients treated with IMITREX Nasal Spray in clinical trials, there
was one report of a coronary vasospasm related to IMITREX administration.
Minor disturbances of liver function tests have occasionally been observed with
sumatriptan treatment. There is no evidence that clinically significant
abnormatities occurred more frequently with sumatriptan than with placebo.
Patients treated with {MITREX 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 alsa 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 heen established.

In selecting the appropriate formulation for individual patients, consideration
should be given to the pafient'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, phonophobia, photophobia). Sumatriptan is equalty
effective when administered at any stage of a migraine attack. Long term {12-24
months) clinical studies with maximum recommended doses of sumariptan
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 25mg. The
maximum recommended single dose is 100 mg.

The optimal dose is a single 50mg tablet. However, depending on indivicual
patient's needs and response to treatment, some patients may require 100mg

Clinical trials have shown that approximately 50 - 75% of patients have
headache relief within two hours after oral dosing with 100mg, and that a further
15 - 25% have headache relief by 4 hours. Comparator studies have shown
similar efficacy rates with the 50mg and 100mg tablets. There is evidence that
doses of 50 and 100mg may provide greater effect than 25mg.

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 200mg
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) 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 subcutaneous injection. This

A-22

mg_50mg 100mg"" smg__ 10mg_ 20ma™" | qose should not b taken for the same attack, as i s uniikely o be'of clnical
Number of Pzi_tienjs 690 351 723 2021 Number of Pqtients 741 496 1007 1638 benefit. IMITREX may be taken for subsequeni anacksu ey
Number of Migraine Number of Migraine Administration during migraine aura prior to other symptoms occurring may
Altacks Treated 187 945 1889 14750 Attacks Treated 1047 933 1434 2070 not prevent the development of a headache.
Symptoms of Potentially Symptams of Potentially Patients should be advised to read the patient instruction leaflet regarding the
Cardiac Origin Cardiag Origin ilafe dllsgosal of syringes and needles.
- . asal Spray:
¢ Chest Sensations* 06% 23% 26% 32%  Chest Sensations* 03% 10% 07% 06% The minir?]al gﬂecﬂve single adult dose of sumatriptan nasal spray is 5mg. The
o Neck/Throat/Jaw Sensations” 14%  23% 35% 52% ® Neck/Throat/Jaw Sensations™ 12%  06%  16%  23% maximum recommended single dose is 20mg.
»  Upper Limb Sensations* 12%  14%  25%  36% Neurological If the migraine headache returns, or if a patient has a partial response to the
* _Palpitations 06% 03%  10%  11% « Head/Face Sensations* 08%  14%  24%  24% "pt'a: ddgs%k‘he.dose my be feDeaéed after 2 hours. Not more {han 40mg
- -~ should be taken in any 24 hour period.

Neurological o . . . © Dizziness 1 -2?’ 1‘5?‘ 1 52" 1 '22/“ If a patient does not respond to the first dose of IMITREX Nasal Spray, a second
* Head/Face Sensations 13%  23%  25%  47% * Headache 0.7%  14%  08%  08% | gose should not be taken for the same attack, as it is unlikely 1o be of clinical
*  Dizziness 25% 31% 33% 62% * Migraine 26% 32% 24% 18% benefit. IMITREX may be taken for subsequent attacks
* Headache 33%  40% 22%  33% Gastrointestinal Placebo-controlled clinical trials revealed the following incidence of headache
o Vertigo 06% 11%  11%  1.0% o Nausea 104% 143%  96%  8.3% relief, defined as a decrease in migraine severity from severe or moderate to
« Drowsiness 16% 1% 12% 21% | |*Yomiing TH% 1% Q% 6B | e e e e ament Wi Itanasal sunairptan a
o Tremor 04%  09%  04% 11% Ear, Nose & Throat
Gastrointestinal  Sensitivity to Noise 31%  44%  25% 15% TABLE 6. Percentage of patients with headache relief at 2 hours
- by T e e tow| |omeon T ghe dew g oon | |t [Pebo @[ Smg WT0ng WE0Rg
®  Hyposalivation b b 1% 2% * Infections 9% 8% o 5% N " N ;
« Vomiting 29% 43% 1% 4% | | Uoper Rospilory fammation 05% 1%  06% 0re | [ouyTe| 3% U0) 67 () § 67 (39 | 78%: (40
*  Gastrointestinal Discomfort * Throat & Tonsil Symptoms 08%  02% 10% 07% Study 2¢) 42% (31) | 46% (33) [ 66% (35) | 4% (39)

& Pain 14%  11% 08% 20% Non-Site Specific Study 3 | 25%  (63) [49% (122) | 46%¥ (115) | 64% 1 (119)
. gbgolminat Discomfort 039 Vo - . (Sbendsat»on_s* o) 18%  24% 27% 24% Studyd | 25% (151) ~ 14% (288) | 55%Y 1 (292)

ain 3% 4% . ody region unspecifie - - - -

*Diarrhez 09%  03% 06% 11%| |eMalaise/Fatgue 13%  18% 133  08% | |[oudyD|92% (198) 4% (27) | 5%+ (253) ] 60%Y T (266)
Musculoskeletal » Descriptions of odor or taste 18% 153% 202% 208% Study 6e] 35% (100} - 54%- (106) | 63%¥  (202)
* Musculoskeletel Pin 07% 23% 04% 14% |  ~Tog e ‘sensalions’ encompasses adverse evenls descibed as pain &  [SWOYT+| 8% (112} | - 43% (109) | 62% (215
*  Muscle Pain 03% 09% 01% 10% discomfort, pressure, heaviness, constriction, tightness, heat/burning . ' .
o Muscle Atrophy Weakness sensation, paresthesia, numbness, tingling, and strange sensations. Headache relief was defined as a decrease in headache severity from severe or

& Tiredness NR 06% 04% 14% “*Includes patients receiving up to 3 doses of 20mg moderate {o mild or none.
Far. Nose & Throat - IMITREX is generally well tolerated. Most of the events were transient in nature T:cg?tnaga?\usngggrb%{vegélr?rgusr:aqﬁprleacneg/ggelsre:gtncegé ducted
* |afections 06% 06% 11% 14% and resolved il 45 minutes of subcutanous administation and within 2 v p<0.05 versus placebo t p<0.05 versus lower sumafriptan doses

4p<0.05 vs 5mg - not evaluated

As shown in the table above, optimal rates of headache relief were seen with the
20mg dose. Single doses above 20mg should not be used due to limited safety
data and lack of increased efficacy relative to the 20mg 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
faste disturbance {See ADVERSE REACTIONS)

The nasal spray should be administered into one nostril anly. The device is a
ready to use single dose unit and must not 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 100 mg are pink film-coated tablets available in blister packs
containing 6 tablets. Four blister packs are placed in a cardboard carton.
IMITREX Tablets 50 mg are white film-coated tablets available in blister packs
containing 6 tablets. Four blister packs are placed in a carton

IMITREX Tablets 25 mg are white film-coated tablets available in blister packs
containing 6 tablets. Four blister packs are placed in a carton.

Each tablet contains 100 mg, 50 mg, or 25 mg sumalriptan (base} as the
succinate salt.

IMITREX Injection is available in pre-filled syringes containing 6 mg of
sumatriptan base, as the succinate salt, in an isotonic solution (totat volume =
0.5 mL}). Syringes are placed in a tamper-gvident carrying/disposal case. Two
pre-fitled syringes plus an autoinjector are packed in a patient starter kit. A refill
pack is avatlable containing 2 X 2 pre-filled syringes in a carton

IMITREX Injection is also available to physicians or hospitals in & single dose
vial (total volume = 0.5 mL) containing 6 mg of sumatriptan base. as the
succinate salt. There are 5 vials per carton

IMITREX Nasal 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, of sumatriptan (base} as the hemisulphate salt.

Product Monograph available o physicians and pharmacists upon
request.

Please contact Glaxo Wellcome Inc., 7333 Mississauga Road N, Mississauga,
Ontario, L5N 6L4.

Imitrex* (sumatriptan succinate/sumatriptan nasal spray) is a registered
trademark of Glaxo Group Limited, Glaxo Wellcome Inc. licensed use. The
appearance, namely colour, shape and size of the IMITREX Nasal Spray device
is a trademark of Glaxo Group Limited, Glaxo Wellcome Inc., licensed use.
References:
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BRIEF PRESCRIBING INFORMATION
CONSULT FULL PRGDUCT MONOGRAPH 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 (topiramate) is indicated as adiunctive therapy for the management of patients (odults and chldren two years and older) with epilepsy who are not
safisocorty contolled with conventional therapy. There s limited information on the use of topiramate in monotherapy ot this fime.

CONTRAINDICATIONS
TOPAMAX (topiramate) is conhraindicated in patiants with a history of hypersensitvity to any components of this product.

WARNINGS
Anfispileptic drugs, including TOPAMAX. (topiramote), should be withdrawn gradually to minimize the potenial of increased seizure frequency. In adult cinical
Hrals, dosages were decreased by 100 mg/day of weskly infervals.

Adversa avents most often assacinted with the use of TOPAMAX were central nervous systemvielated. In aduls, the
most significant of these can be classified into two general cateqories: i) psychomotor slowing: diffculty with concentration and speech or longuage problems,
in porticuler, wordinding diffculfies and &) somnolence or fetigue.

Additional nonspecific NS effects occusionally observed with topiramate os addvon therapy include dizziness or imbalance, confusion, memory problems, and
exacerbation of mood dishwbonces (a.g. initability ond depression).
These events ware generally mild to moderats, and generally occurred arly in therapy. While the incidence of psychomotor slowing does not appear to be dose
reldted, both longuage problems and diffculy with concentration or attention increased in frequency with increasing dosage in the six double-lind ik,
sugesing thot shese events ore doss reloted. (See ADVERSE REACTIONS.)
Acute Myopia and Secondary Angle Closure Glavcoma A syndrome consisting of acute myopia associated with secondary ongle closure glaucoma
has been reported in patients recsiving TOPAMAY, Symptoms include acute anset of decreased visual acuity and/or eculor pain. Ophthalmolagic findings can
inclede myopio, anterior chamber shallowing, oculor hyperemio {redness) and increased intraocular pressure. Mydricsis may or may not be present. This
syndroma may be associated with supraciary sffusion resuling in anterior displacement of the lens and i, with secondary angle closure gloucoma. Symptoms
typicall accur within o few days to 1 month ofiniiating TOPAMAX therapy. In contrast to primary narrow angle glaucorua, which is rare under 40 years of age,
secondary angls closure gloucoma associated with topiramate hes been reported in pediatric patients as well as odulfs. The primary treohment to reverse
symptoms is discontinuation of TOPAMAX. us rapidly os possible, according fo the judgement of the treafing physician, Other measues, in conjunction with
discontinuation of TOPAMAX may be helpful (see PRECAUTIONS und Post-Marketing Adverse Reactions).
In ol casas of acute visual bluring and /or painful,/red eya(s), immediate consultation with an ophthalmologist is recommended.
Flgvoted inwaoculor pressure of any efialogy, f left untreated, can lead to serious sequalae including permanent vision loss.
PRECAUTIONS
Etfocts Related to Carbonic Anhydrase abibition Kidney Stones A totalof 321,715 (1,5%) of patients exposed fo TOPAMAX (rpiromate) during
its development reported the occurrence of kidnay stones, on incidence obout 10 fimes that expected in a similar, untreated population (M/F ratio: 27,/1,092
male; 5/623 fomals). In the genaral population, risk factors for kidney stone formation include gender (male), ages between 20-50 years, prier stone
formation, fomily history of nephwolithiasis, and hypercolciurio. Based on logistic regression analysis of the clinicaf rial dotu, no comelafion between mean
topiromate dosage, duration of topiramate theragy, or age and the occurrence of kidney stones was estoblished:; of the risk facters evaluated, only gender (male)
showed a correlation with the occurrence of kidney stones. In the pediatric patients studied, there were no kidney sones observed.
Carbonic anhydrase inhibitors, 6.9. acetazolamide, promote stons formation by reducing urinary citvete excretion and by increasing urinary pH. Concomitant use
of TOPAMAX, a weak carbonic anhydrasa inhibitor, with other carbonic anhydrase infibitors may create @ physiological emvirorment that increases the risk of
kidney stone formation, and should therefore be avoided.
Patients, especiall those with o preisposition to nephiolithinsis, may hove on ncredsed sk of rsnol stone formation. Incresed flid intoke increases the vinary
output, lowering the concentrafion of substances involved in stone formation. Therefore, adequate hydration is recommended o reduce this risk. None of the
jisk factors for nephvolithiosis can relibly predict stone formation during TOPAMAX heatment,
Pargsthesiy Poresthesio, on effect associated with the use of other carbonic anhydrose inhibitors, appears fo be o common effect of TOPAMAX therapy. These
events were usually intermittent and mild, and not necessarly related to the dosage of topiromate.
Mutritlowal Supplomentation A dietary supplement or incracsad food infake may be considered if the patient s lasing weight while on this medication.
Topiramate administrtion is ossaciated with weight loss in some chidren thot generally occurs aorly in heropy. O those pediatric
subjects roated in clinical frnls for of st o year who experianced weight loss, 96% showed o resumption of weight gain within the period tested. In 24 year
olds, the mean change in weight from baseline at 12 months (n=25) was +0.7 kg (rangs -1.1 1 3.2); ot 24 months (n=14), the mean change was +2.2
(range -1.1 to 6.1). In 510 year olds, the mean change in weight from baseline at 12 months (=88} wos +0.7 kg (ronge 6.7 to 11.8); at 24 months
(n=67), the maan changs was +3.3 (range 8.6 to 20.0). Weight deceases, usually associated with anorexia or appefite changes, were reparted os adverse
avents for 9% of topiromate-freated pediomic patients. The long term effacts of reduced waight gain in pediatic patiants is not known.

f lure The maijor route of efiminotion of unchanged topiromate ond its metabolites is via the kidney. Rendl elimination
is dependant on renaf function and i independent of age. Pafients with impoired renal funcion (CLcg < 70 ml,/min/1.73m) or with end-tage renal disease
receiving hemodialysis reatments may fake 10 t0 15 days fo reach steady-state plasma concentrations as compared o 4 1o 8 days in patients with normal
renal function. As with all patient, the firation schedule should be guided by dlinicol outcame (1. seizure contro, avoidance of side effects) with the knowledge
thot pafients with known rena) impoiment may require o longsr me 1o teach steady-state of each dose. {See DOSAGE AND ADMINISTRATION.)

In hepatically impaired pafiants, fopiramate should be adminitered with coufion os the clearance of topiramate was decreased
compared with normol subjects.

ydration Patients, especially those with predisposing foctors, should be instructed to maintain an adequate flid infoke
in order fo mmlmlze the risk of renal stane formation.

Machines Patients should be warned about the potentiol for somnolence, dizziness, confusion, and difficulty concentrafing
and advised not to drive o operate machinery until they have pained sufficient experience on fopiramte fo gauge whether it adversely ffects their mentel
and/or motnr performance.

o Clos 0 Patients taking TOPAMAX should be told to immedictely contact their doctor ond/or go te the
Emergency Room if they/ther child sxpensnce(s) sudden worsening of vision, blurred vision or painful/red eye(s).
Drug interactions Antopisptic Drugs

Eifedts of TOPAMAX on Othesr Antiepileptic Drugs Potential interactions between topiromate and standord AEDs were measured in controlled clinical
phammacokinetic studies in patients with epilapsy. The addition of TOPAMAX to other antiepileptic drugs (phenytain, corbamazepine, volproic acid, phenobarbita,
pimidone) has no effsct on their steady-state plosma concentrations, except in the occasional patient, where the addition of TOPAMAX to phenytoin may result
n on increuse of plasmo concantrations of phenytoin.

The effect of topiramate on steady-stofe phamacokinefics of phenytoin may be related to the frequency of phenytoin dosing. A slight increase in steady-stute
phenytoin plosma concentrations was olserved, pamorly in patients seceiving phenytoin in two divided duses. The slight increase may be de to the suiurble
nature of phenytoin phormacokinatics and infibition of phemytoin metabolisr (CYP2Cquph}.

The addition of TOPAMAX therapy to phenytoin should be guided by dinical outcome. In general, as evidenced in cinical tials, patients do not require dose
adjustments. Howaver, ony pafient on phenylain showing clinical signs or symptoms of foxicity should have phenytoin levels monitored.

Effocts of Other Anfiapieptic Brugs on TOPAMAY, Phenytoin and corbomazepine decsease the plasma concentration of TOPAMAX. The ddition or withdrowal of
phenytoin and /o curbamozepine during adjunctive therapy with TOPAMAX may require adjustment of the dase of TOPAMAX, This should be done by itrating
to linical effect. The oddition or withdrawal of volproic acid does not produce clinically significant changes in plosma concentrafions of TOPAMAY, and therefore,
doss not warrant dosage odjustment of TOPAMAX.

The affect of thesa interactions on plasma concenrations ore summarized in Table 1:

Table 1
Drug Interactions with TOPAMAX Therapy

AED AED TOPAMAX
Co-odministered Concentration Concentration
Phenytoin o 159%
Corbamazepine (CBZ) o L40%
(B2 epoxide™ “ NS
Valproic ucid 1% J14%
Phenabarbitel © NS
Primidone L NS

* s not administered but is an active metubolite of corbamazepine

& Noeffact on plasma concentration (< 15% change)
** Plasma concentrations increased 25% in some patients, generally those on @ b.i.d. dosing regimen of phenytoin

d Plasma concentrations decrecss in individual patients
NS Not studied
Antiepileptic drug

Other Ooug Unteractions :Bigoxin In o single-dose study, serum digoxin AUC decrensed 12% dus to concomitent TOPAMAX. administration. Milipledose shudies
have not bean performed. When TOPAMAX is added of withdrawn in pationts on digoxin therapy, coreful otention should be given o the routine monitoring of
serum digoxin.
CHS Depressants: Concomitunt administration of TOPAMAX topiramata and olcohol or other CNS depressunt drugs hcs not bean evaluated in dinical studies. ft
is recommended that TOPAMAX topiramate not be: used concomitantly with olcoel or other CNS depressant drugs.
Qral Contraceptives; In o ghormacokinefic interaction study wih oral controceptives using a combination product containing norethindrons plus efhinyl esfradiol,
TOPAMAX topiramate did not significanty affect the ool cearance of norethindrone. The serum levels of the estrogenic component dacreased by 18%, 21%,
ond 30% at dail doses of 200, 400 and 800 my, respectively. Consequently, the efficacy of low-dosa (8.g. 20 yg) oral confraceptives may be reduced in this
situation. Patients toking oral contracapfives should receive a preparation contuining ot less than 50 pg of estrogen. Patients taking oral contracepives should
be osked to raport any change in their bleading poterns.
Others: Concomitant use of TOPAMAX opiramate, o weak carbonic onhydrass inhibitor, with other corbonic anhydrase inhibitors, 8.g. acetozolomide, may create
a physiological environment that incraases the risk of ranat stone fomation, and should therefore be avoided if possible.
Laboratory Tests There are no known inferactions of TOPAMAX topiramate with commonly used loborotory fests.
Use in Preguancy and Loctation Like other anfiepileptic drugs, topiramate was teratogenic in mice, rats, and robbifs. In rafs, topiramate crosses the
placental barier
There are no shudies using TOPAMAX tapiramate in pregnant women. However, TOPAMAX therapy should be used during pregnancy enly if the potential benefit
outweighs the potentiol sk o the fetus.
Topiramats is excreted in the milk of lactafing rats. It is not known if topiramat is excreted in buman mik. Sinca many drugs ave excreted in human milk, and
because the potentiolfor serious advarse reactions in nursing infants to TOPAMAX topiramata exist, the prescriber should decide whether fo disconfinue nursing
or discontinue the drug, taking into occount the risk / benefit rafio of the importance of the drug to the mother and the risks to the infont.
In postmarkefing experience, cases of hypospadies have been reported in male infants exposed inutero to topiramate, with or without other anficonvulsants,
howave, g cousal relationchip with topiromate hies not been established.
The effect of TOPAMAX topiramote on lobour and delivery in humans s unknown.
Pediatric Use Safety and effactiveness in chikdren undar 2 yaors of age have not been established.
Geriutric Use Thers s imitad infomation in pafients over 65 yaars of age. The possibiiy of oge-associatad renal function obnormalites should be considered
when using TOPAMAX topiramote.
Race Although direct cormparison studis of pharmacakinetics have nat baen conducted, analysis of plasma concenration data fram
linical efficacy tials have shown tha race and gender appear to hava no effect on the plasma cloaronce of topitamate. In aditon, based on pooled analyses,
1uce ond gender appear to have no effect on the efficacy of fopiramate.
ADVERSE REACTIONS
Adults The mest commonly observed adverse events cssocioted with the adinctive use of TOPAMAX topiremate at dasoges of 200 to 400 mg/day in
controlld frials in adulfs thot were seen at greatar frequency in fopiramate-freated patients and did not appear fo be dose related within this dosage range were:
somnolence, dizziness, atuxia, speech disorders and related speach problems, psychomtor slowing, nystagmus, and paresthesia (se Table 2).
The most common dose-elated adversa avents at dosages of 200 to 1,000 mg/day were: nervousness, dificuty with concentration or attention, confusion,
depression, anorexia, languoge problems, and mood problems (se Table 3).
Table 2
Incidence of Treatment-Emerent Adverse Events in Placebo-Controlled, Add-On Trigls in ADULTS =*
{Events that occurred in 2 2% of Yopiramete-treated pafients and occurred more frequently in opiromate-treated than placeba-treated patients)

TOPAMAX Dosaga (mg,/day)
Body System/ Placebo 200400 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
influenzerdike Symptoms 32 35 34
Leg Pain 23 35 36
Hot Flushes 19 27 0.7
Nervous System
Dizziness 153 283 321
oo 69 212 145
Spoech Disorders,/Reloted Speech Problems 2.3 168 14
Nystogrus 9.3 150 Ha
Paresthesia 46 15.0 ;A
Tremor 8.0 106 89
Languoge Problems 05 6.2 104
Coordination Abnosmal 19 53 34
Hypoaesthesia 09 27 12
Abnormol Gait 14 18 22
Gustrointestinal System
Nausea 74 115 121
Dyspepsia 6.5 8.0 6.3
Abdominal Poin 37 53 10
Constipation 23 53 © 34
Dry Hauth 09 27 39
Metabolic and Nutritional
Weight Decrease 28 11 128
Neuropsychiatric
Somnolence 97 30.1 278
Psychamatar Slowing 23 168 08
Nervousness 74 159 193
Difficulty with Memory 32 124 145
Confusion 42 97 138
Depression 56 8.0 13.0
Difficulty with Concentration/Attention 1.4 8.0 145
Anorexin 37 53 123
Agitation 14 44 34
Mood Problems 19 35 92
Aggressive Reaction 05 27 29
Apathy 0 18 31
Depersonalization 09 18 22
Emofional Labiity 09 18 27
Reproductive, Female (n=59) (n=24) (n=128)
Breast Pain, Female 17 83 0
Dysmenorthea 68 83 31
Menstrual Disorder 0 42 08
Reproductive, Male (n=157) (n=89) (n=286)
Prostofic Disorder 04 22 0
Respiratory System
Pharyngitis 23 71 31
Rhinifis 6.9 71 6.3
Sinusifis 42 44 5.6
Dysphea a9 18 24
Skin and Appendages
Pruritus 14 18 3
Vision
Diplopia 56 142 104
Vision Abnormal 28 142 101
White Cell and RES
Leukopenia 0.5 27 12

* Patients in these add-on tricls were receiving 1 to 2 concomitont antiepilaptic drugs in oddition to TOPAMAX topiramate or plocebo.
* Values represent he percantage of patients reporfing a given adverse event. Pofients may have reported more than ene adverse event dusing the study
and con be included in more than one adverse event category.
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Table 3 Autonomic Nervous System: vomifing
Incidence (%) of Dose-Related Adverse Events From Plocebo-Contrlled, AddtOn Tals in ADULTS Vislon: vision abnormal (includes vision decreased, vision blurred, visual disturbance, visual impoirment, amblyopia); rarel reported: diplopia, loucomo,
myopid, eye pain.
TOPANAX Dusoge (mg/top Gastrointestinal: nausea, diarhea, abdominal pain, constipation
Adverse Evnt ocebo 20 400 so-jp  Medymse w""" i 'T"T’:"S Disarders: fuige
=218 n-45) n=68) r=glgy  Urimry System: ol
Skin and Appendages: rash
Fatigue 134 ni 18 97 YMPTOMS AND TREATMENT OF AGE
Nervousness 74 133 174 193 In acute TOPAMAX toiramate overdoss, if the ingestion is recent, the stomach should be empried immediately by lovage or by induction of emesis.
Diffcalty with Adivated charconl has not been shown fo odsorb topiramate in vitre. Therefore, ifs use in overdosage is not recommended. Trsotment should be
Concentrotion/Attention 14 67 88 145 appropriately supportive.
Corfusion 42 89 103 138 Hemodialysis is an ffective means of removing topiramate from the body. However, in the fow coses of acute overdosage reported, indluding doses of
Depression 56 89 74 130 over 20 g in one individual, hemodialysis has not been necessary.
Anorexia 37 44 5.9 123 TRATION
Language problems 05 22 88 101 Gengrol TOPAMAX Toblets or Sprinkle Capsules can be token without regard to mels. Tablets should not be broken. TOPAMAX Sprinkle Capsules may be
Aniety 60 22 29 104 swallowed whole or moy be odministered by carefully opening the capsule and sprinkling the enfie contents on a small amount {teaspoon) of soft food. This
Mood problems 19 00 59 92 drug/Food mixture should be swallowed immediately and not chewed. It should not be stored for future use. The sprinke formulation s provided for those

In'six doublerbind ciical il 10.6% of subjacs {n=113) assigned o a fopiramate dosage of 200 to 400 mg,/day in addtion to their stondard AED therapy
disconfinued due to odverse events, compared to 5.8% of subjects (n=69) receiving placabo. The percentage of subjects disconfinuing due to odverse events
appegred to increase of dosages above 400 mg,/day. Overal, approximately 17% of oll subjects (n=527) who recaived topiramate in the double-blind frials
discontinued due to odverse events, compared 1o 4% of the subjects (1=216) recaiving placebo.
Pediatrics Adversa events assotiated with the use of topiramate ot dosages of 5 0 9 mg/kq,/day in wordwide pediatric dinical ials thet were seen at
gredter frequency in fopiramate-reated pafients were: fatigus, somnolence, anorexia, nervousness, diffculty with concentration/atrention, dificulty with
memory, aggressive reacion, and weight decrease.
Table 4 lists reqtment-emergent adverse events that occuned in o least 2% of children reated with 5 o 9 mg,/kg/doy topiramate in controled fricls that
were numerically more common than in patients treated with placebo.
Table 4
Incidence (%) of Treatment-£mergent Adverse Events in Workdwide PedioNic Clnical Trals Experiance (2-16 years of Age)*

(bvents that Occured in >2% of Topiramate-Treated Potients and Occurred More Frequently i Topiramate-Treated Than Plocebo-Teated Pafieats)

Body System/ Placebo Topiramate
Adverse Event (N=101) (N=98)
Body as a Whole - General Disorders
Fatigue 5 16.3
Injory 129 143
Alergic Reoction 1 2
Central & Poriphoral Nervous System Disorders
Goit Abnormal 5 8.2
Hwxio 2 6.
Hyperkinesia 4 51
Dizziness 2 41
Speach Disorders/Refated Speech Problems 2 41
Convulsions Aggravated 3 31
Hyporeflexia 0 2
Gastrointestinal System Disorders
Nousea 5 6.1
Saliva Incrensed 4 61
Constipation L] 51
Gastroenteritis 2 31
Metabolic and Nutritional Disorders
Weight Decrease 1 9.2
Thiest 1 2
Platelet, Bleeding, & Clotting Disorders
Purpura 4 82
Eistaxis 1 4]
Nervous Disorders
Somnolence 158 255
Anorexio 149 215
Nervousness 89 143
Personality Disorder (Behovior Problems) 89 12
Difficuty with Concentration,/Attention 2 10.2
Aggressive Reaction 4 9.2
Insomaia 89 82
Hood Problems [ 71
Difficulty with Memory NOS< 0 51
Emofionat Lability 5 51
Confusion 3 41
Psychomotor Slowing 2 31
Reproductive Disorders, Female
Levkorrhea 0.0 2.3
Resistance Mechamism Disorders
Infection Viral 30 71
Infection 30 31
Respiratory System Disorders
Upper Respiratory Tract Infection 366 36.7
Preumonia 1.0 51
Skin and Appenduges Disorders
Skin Disorder 20 31
Hlopecia 10 20
Dermotitis 00 20
Hypertrichasis 10 20
Rash Erythematous 0.0 20
Urinary System Disorders
Urinary Incontinence 20 41
Vision Disorders
Eye Abnormality 10 20
Vision Abnormal 1.0 20
White Cell and RES Disorders
Leukopenia 0.0 2.0

* Pafiens in these add-on friols were receiving 1 to 2 concomitont antiepiletic drugs in oddifion to TOPAMAX topiramate or placebo.
> Values represent the percentage of patients reporting a given adverse event. Pofients may hive reported more than ane odverse event during the study
and can be included in more than one adverse event category.
¢ Not Otherwise Specified
Nong of the pediatric patients who received topiramate adjunctive therapy at 5 to 9 mg/kg/day in controlled dinical ridls discontinued
dus to adverse events. In open extansions of the controlled clinical trials, approximately 9% of the 303 pediatric patients who received
topiromate of dosages up to 30 mg,/kg/day discontinued due to advarse events. Adverse events associated with disconfinuing therapy
included aggravated convulsions (2.3%), language problems (1.3%), and difficulty with concentration/attention (1.3%).
In adult and pediatric patients, nephrolithiasis was reported rarely. Isolated cases of thromboembolic events have also been reported; o
causal association with the drug has not been established.
VWhen the safety experience of patients raceiving TOPAMAX topiramate as odjuncive therapy in both double-blind and opendabel rials
(1,446 adufts and 303 children) was analyzed, o similar patter of adverss events emerged.
- The most frequently reported advarse avants in spontaneous postmarketing reports on
topitamate include:
Psychiatric: somnolence or sedation, hallucination(s), depression, anorexia, aggressive reaction, psychosis, thinking abnormal,

patients who cannot swallow tablets, e.q. pediatic and the elderly.

Adults (Age 17 years and older) Itis recommended that TOPAMAX topiramate os adjunctive therapy be initiated at 50 mg,/day, followed by firation as needed
and folerated o an effective dose. At weekly intervals, the dose may be increased by 50 mg,/day and token in two divided doses. Some patiants may beneft
from lowe inital doses, e.9. 25 mg and /or a slower fifration schedule. Some patients may achieve efficacy with onceo-day dosing.

The recommended total daily maintenonce dose is 200 mg-400 mg,/day in two divided doses. Doses ubove 400 mg,/day have not been shown o improve
responses and have besn associated with a greater incidence of adverse events. The maximum recommended dose is 800 mg/day. Daily doses obove
1,600 mg have not been studied.

Children (Ages 2-16 vears) it is recommended that TOPAMAX topiramate as odjunctive therapy be iifiated at 25 my (or less, based on g range of 1 0
3 my/kg/day) nighty for the first week followed by tiration os needed and tolerated to an effective dose. The dosoge should then be increosed of 1- or
Zweek infervals by increments of 1 to 3 mg,/kq//day (administered in twa divided doses). Some patients may benefitfrom lower nitcl doses and /or a slower
firation sthedule.

The racommended totol dely maintenance dose is approximately 5 to 9 mg,/kg,/day in two divided doses. Doily doses up to 30 mg,/kg /day hove been shudied
ond were generalty well folerated.

Geriatrics Ses PRECAUTIONS section.

Patients with Renal mpairment In renally impaired subfects {creatiine clearance less than 70 mL/min/1.73m?), onerhalf of ihe usuel adul dos is
recommended. Such patients will requite a longer time to seach steady-state ot each dose.

Patients Undergoing Hemodialysis Topiramate is cleared by hemodialysis ot o rate that is 4 to 6 times greoter than a normol individual. Accordingly,
a prolonged period of dalysis may couse topiramate concentration to fallbelow th required Yo maintain on antissizure effect. To avoid rupid drops in topiromate
plosma concentration during hemdialysis  supplementl dose of topiramate may be required. The achual adjustment should take info account 1) the duration
of dinlysi, 2) the clearance rate of the dialysis system being used, and 3) the effecive rnal dlearance of topiramate in the patient being diolyzed.
Patients with Hepatic Disease In hepaticolly impaired patients, topiramate plasma concentraions are increassd opproximately 30%. This moderate
incrense i not cansidered to warrant adjusiment of the topiramate dosing regimen. [niiate tapiramate therapy with the same dose and ragimen s for patients
with normol hegatic function. The dose fifration in these patients should be guided by dlinical outcome, i.e. seizure control, and avoidance of advarse effects.
Such pafients will require a longer fime to reach steady-stute o each dose.

AVAILABSLITY OF DOSAGE FOR

TOPAMAX topiramate is ovailable as embossed tablets in the following shengths as described below:

25mg;  white, round, coated tablets containing 25 my topiremate.

100 mg: yellow, round, couted tablets containing 100 mg fopiromate.

200 mg; - salmon-coloured, round, coated tablets containing 200 mg topiramote.

TOPAMAX topiramate Sprinkle Capsules contain small white o offwhite spheres. The gelofin capsules are white and clear. They are marked as follows:
15mg.  "TOP" and “15 mg” on the side.
25mg  "TOP" and "25 mg” on the side.

Supplied: Bottes of 60 tublers with desiccant.
Bottls of 60 capsules without desiccant.

TOPAMAX is a Schedule F Drug.

Product Monograph available o physicions ond pharmaists upon request.
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paranoid reaction, insomnia, emotional lability, suicide attempt, delusion Member
Central ond Peripheral Nervous System: confusion, convulsions aggravated, paresthesia, agitation, speach disorder, atoxio, (~ E&;D ,)
dizziness, convulsions, amnesio, headache, hyperkinesia o
Metabolic and Nutrivional: weight decrease PAAB
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B ropinirot ew
Rethinking Parkinson’s.
ropinirole (as ropinirole hydrochloride)

Tablets: 0.25 mg, 1.0 mg, 2.0 mg, 5.0 mg

THERAPEUTIC CLASSIFICATION
AntiParkinsonian Agent / Dopamine Agonist
INDICATIONS AND CLINICAL USE
REQUIP (ropinirole hydrochloride) is indicated in the treatment of the
signs and symptoms of idiopathic Parkinson’s disease. REQUIP can be
used both as early therapy, without concomitant levodopa and as an
adjunct to levodopa.
CONTRAINDICATIONS
REQUIP (ropinirole hydrochloride) is contraindicated in patients with a
known hypersensitivity to ropinirole hydrochloride or the excipients of the
drug product.
WARNINGS
Orthostatic Symptoms - Dopamine agonists appear to impair the
systemic regulation of blood pressure with resulting orthostatic
symptoms of dizziness or lightheadedness, with or without documented
hypotension. These symptoms appear to occur especially during dose
escalation. Therefare, patients treated with dopamine agonists shoutd be
carefully monitored for signs and symptoms of orthostatic hypotension,
especially during dose escalation and should be informed of this risk.
Hallucinations - In controlled trials, REQUIP (ropinirole hydrochloride)
caused hallucination in 5.1% of patients during early therapy (1.4% in the
placebo group) and in 10.1% of patients receiving REQUIP and levodopa
(4.2% receiving placebo and levodopa). Hallucination was of sufficient
severity that it led to discontinuation in 1.3% and 1.8% of patients during
early and adjunct therapy, respectively. The incidence of hallucination was
dose-dependent both in early and adjunct therapy studies.
PRECAUTIONS
Cardiovascutar — Since REQUIP (ropinirole hydrochloride) has not been
studied in patients with a history or evi of significant cardi ular
disease including myocardial infarction, unstable angina, cardiac
decompensation, cardiac arrhythmias, vaso-occlusive disease (including
cerebral) or cardiomyopathy, it should be used with caution in such
patients. There is limited experience with REQUIP in patients treated with
antihypertensive and antiarrhythmic agents. Consequently, in such
patients, the dose of REQUIP should be titrated with caution. Neuroleptic
Malignant Syndrome — A symptom complex resembling the neuroleptic
malignant syndrome (characterized by elevated temperaturs, muscular
rigidity, altered consciousness, and autonomic instabifity), with no other
obvious etiology, has been reported in association with rapid dose
reduction, withdrawal of, or changes in anti-Parkinsonian therapy. A
single spontaneous report of a symptom complex resembling the
neuroleptic malignant syndrome has been observed in a 66 year old
diabetic male patient with Parkinson’s disease, who developed fever,
muscle stiffness, and drowsiness 8 days after beginning REQUIP
treatment. The patient also experienced acute bronchitis, which did not
respond to antibiotic treatment. REQUIP was discontinued three days
before the patient died. The reporting physician considered these events
to be possibly related to REQUIP treatment. A single spontaneous report
of severe muscle pain has been reported in a 66 year old male patient
around his thigh. The reporting physician considered the event to be
probably related to REQUIP treatment. Retinal Pathology in Rats — In a
two year carcinogenicity study in albino Sprague-Dawley rats, retinal
atrophy was observed at incidences of 0%, 1.4%, 1.4% and 10% of male
rats and 0%, 4.4%, 2.9% and 12.9% of female rats dosed at 0, 1.5, 15
and 50 mg/kg/day respectively. The incidence was significantly higher in
both male and femaie animals dosed at 50 mg/kg/day. The 50 mg/kg/day
dose represents a 2.8 fold greater exposure (AUC) and a 13.1 fold greater
exposure (Cpay) to ropinirole in rats than the exposure would be in
humans at the maximum recommended dose of 24 mg/day. The
relevance of this finding to humans is not known. Pregnancy — The use
of REQUIP during pregnancy is not recommended. REQUIP given to
pregnant rats during organogenesis (gestation days 8 through 15)
resulted in decreased fetal body weight at 60 mg/kg/day (approximately 3
- 4 times the AUC at the maximal human dose of 8 mg t.i.d), increased
fetal death at 90 mg/kg/day (approximately 5 times the AUC at the
maximal human dose of 8 mg tid ) and digitat malformations at
150 mg/kg/day (approximately 8- times the AUC at the maximal human
dose of 8 mg tid). These eftects occurred at maternally toxic doses.
There was no indication of an effect on development of the conceptus at
a maternally toxic dose of 20 mg/kg/day in the rabbit. In a perinatal-
postnatal study in rats, 10 mg/kg/day of REQUIP (approximately 0.5- 0.6
times the AUC at the maximal human dose of 8 mg t.i.d) impaired growth
and development of nursing offspring and altered neurological
development of female offspring. Nursing Mothers — Since REQUIP
suppresses lactation, it should not be administered to mothers who wish
to breast-feed infants. Studies in rats have shown that REQUIP and/or its
metabolites cross the and are d in breast milk.
Consequently, the human fetus and/or neonate may be exposed to
dopamine agonist activity. Use in Women receiving Estrogen
Replacement Therapy - In female patients on long-term treatment with
conjugated estrogens, oral clearance was reduced and elimination haif-
lite prolonged compared to patients not receiving estrogens (see
Pharmacokinetics). In patients, already receiving estrogen replacement
therapy, REQUIP may be titrated in the recommended manner according
to clinical response. However, if estrogen replacement therapy is stopped
or introduced during treatment with REQUIP, adjustment of the REQUIP
dosage may be required. Pediatric Use - Safety and effectiveness in the
pedlatnc populanon have not been established. Renal and Hepatic
- No dosage adj is needed in patients with mild to
moderate renal impairment (creatinine clearance of 30 to 50 mL/min).
Because the use of REQUIP in patients with severe renal impairment or
hepatic impairment has not been studied, administration of REQUIP to
such patients is not rece ded. Drug | i
Drugs: Neuroleptics and other centrally active dopamine antagonists may

Based on population pharmacokinetic assessment, there were no
interactions between REQUIP and drugs commonly used to treat
Parkinson’s disease, i.e., selegiline, amantadine, and anticholinergics.
Levodopa: The potential pharmacokinetic interaction of
levodopa/carbidopa {100 mg/10 mg b.i.d.) and REQUIP (2 mg ti.d.) was
assessed in levodopa naive (de novo) male and female patients with
Parkinson’s disease (n=30, mean age 64 years). The rate and extent of
availability of REQUIP at steady state were essentially the same with or
without levodopa. Similarly, the rate and extent of availability of levodopa,
as well as its elimination half-life, were essentially the same in the
presence and absence of REQUIP. /nhibitors of CYP1A2: Ciprofloxacin:
The effect of ciprofloxacin (500 mg b.i.d.) on the pharmacokinetics of
REQUIP (2 mg tid.)} was studied in male and female patients with
Parkinson’s disease (n=12, mean age 55 years). The extent of systemic
availability of REQUIP was significantly increased when coadministered
with ciprofloxacin (AUC increased by 1.84 fold). Thus, in patients already
receiving CYP1A2 inhibitors such as ciprofloxacin, REQUIP therapy may
be instituted in the recommended manner and the dose titrated according
to clinical response. However, if therapy with a drug known to be an
inhibitor of CYP1A2 is stopped or introduced during treatment with
REQUIP, adjustment of the REQUIP dosage will be required. Substrates of
CYP1A2: Theophyhine: The effect of oral theophylline (300 mg b.id.) on
the pharmacokinetics of REQUIP (2 mg t.i.d.) was studied in male and
female patients with Parkinson’s disease (n=12, mean age 59 years).
There was no marked change in the rate or extent of availability of
REQUIP when coadministered with theophylline. Similarly,
coadministration of REQUIP with intravenous theophylline (5 mg/kg) did
not result in any marked change in the pharmacokinetics of theophylline.
It is therefore unlikely that substrates of CYP1A2 would significantly alter
the pharmacokinetics of REQUIP, and vice-versa. Digoxin: The effect of
REQUIP (2 mg t.i.d.) on the pharmacokinetics of digoxin (0.125-0.25 mg
o0.d.} was studied in male and female patients with Parkinson’s disease
(n=10, mean age 72 years). Coadministration at steady state with REQUIP
resulted in 2 10% decrease in digoxin AUC although mean trough digoxin
plasma concentrations were unaltered. However, the effect of higher
recommended doses of REQUIP on the pharmacokinetics of digoxin is
not known. Alcohol: No information is available on the potential for
interaction between REQUIP and alcohol. As with other centrally active
medications, patients should be cautioned against taking REQUIP with
alcohol. Psycho-Motor Performante - As orthostatic symptoms of
dizziness or lightheadedness as well as somnolence may occur during
REQUIP therapy patients should be cautioned not to drive a motor vehicle
or operate potentially hazardous machinery until they are reasonably
certain that REQUIP therapy does not affect their ability to engage in such
activities.

ADVERSE REACTIONS

Adverse Reactions Associated with Discontinuation of Treatment - Of
1599 patients who received REQUIP (ropinirole hydrochloride) during the
premarketing clinical trials, 17.1% in early-therapy studies and 17.3% in
adjunct-therapy studies discontinued treatment due to adverse reactions.
The events resulting in discontinuation of REQUIP in 1% or more of
patients were as follows: Early therapy: nausea (6.4%), dizziness (3.8%),
aggravated Parkinson’s disease (1.3%), hallucination (1.3%), headache
(1.3%), somnolence (1.3%) and vomiting (1.3%). Adjunct therapy:
dizziness (2.9%), dyskinesia (2.4%), confusion {2.4%), vomiting (2.4%),
hallucination (1.9%), nausea (1.9%), anxiety (1.9%), and increased
sweating (1.4%). Patients over 75 years of age (n=130) showed slightly
higher incidences of withdrawal due to hallucination, confusion and
dizziness than patients less than 75 years of age. Most Frequent Adverse
Events — Adverse events occurring with an incidence of greater than, or
equal to, 10% were as follows: Early therapy: nausea, dizziness,
somnolence, headache, peripheral edema, vomiting, syncope, fatigue and
viral infection. Adjunct therapy: dyskinesia, nausea, dizziness,
somnolence and headache. Dopamine agonists, with an ergoline chemical
structure have been associated with adverse experiences such as
retroperitoneal fibrosis, erythromelalgia and pulmonary reactions.
REQUIP has a novel, non-grgoling chemical structure and no reports of
such events have been observed in clinical trials. Incidence of Adverse
Events in Placebo Controlled Trials ~ The incidence of postural
hypotension, an event commonly associated with initiation of dopamine
agonist therapy, was not notably different from placebo in clinical trials.
However, decreases in systolic blood pressure to < 90 mmHg have been
observed in 13% (<65 years), 16% (65-75 years) and 7.6% (>75 years}
of patients treated with REQUIP. Table 1 lists adverse events that occurred
at an incidence of 2% or more among REQUIP-treated patients who
participated in placebo-controlted trials for up to one vear. Patients were
dosed in a range of 0.75 mg to 24 mg/day. Reported adverse events were
classified using a standard World Health Organization (WHO)-based
dictionary terminology. The prescriber should be aware that these figures
can not be used to predict the incidence of adverse events in the course
of usual medical practice where patient characteristics and other factors
differ from those which prevailed in the clinicat trials. Simifarly, the cited
frequencies can not be compared with figures obtained from other clinical
investigations involving different treatments, uses and investigators. The
cited figures, however, do provide the prescribing physician with some
basis for estimating the relative contribution of drug and non-drug factors
to the adverse events incidence rate in the population studied. The
Adverse Reactions section has been condensed. See full Product
Monograph for the complete information.

DOSAGE AND ADMINISTRATION

REQUIP (ropinirole hydrochloride) should be taken three times daily.
While administration of REQUIP with meals may improve gastrointestinal
tolerance, REQUIP may be taken with or without food. The recommended
starting dasage is 0.25 mg three times daily. Based on individual patient
response, dosage should then be titrated by weekly increments of 0.25
mg per dose as described in the table below. After week 4, daily dosage
may be increased by 0.5 to 1.0 mg per dose on a weekly basis up to 24
mg per day. Doses greater than 24 mg/day have not been tested in clinical
trials. Smaller dose increments are recommended for patients who may
be at risk for orthostatic symptoms. In clinical trials, initial benefits were

diminish the effectiveness of REQUIP. Therefore, ct
these products is not recommended. Based on population
pharmacokinetic assessment, no interaction was seen between REQUIP
and tricyclic antidep or benzodiazepi
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TABLE 1
Adverse events with incidence 2% from all placabo-controlled early
and adjunct therapy studies

Early Theragy Adjunct Therapy
REQUIP Placebo REQUIP Placsbo
N=157 N =147 Na=208 N=120
% occurrenca | % occurrence | % octurrence | % octurrence

Autonomlc Nervous System
Sweating Increased b4 4.1 72 17
Mouth Dry 5.1 34 53 08
Flushing 32 07 14 08
Body 83 a Whols General
Peripheral Edema 134 4.1 38 25
Fatigue 108 41 a =
Injury - - 10.6 92
Pain 76 41 53 33
Asthenia 64 14 - -
Drug Leve! Increased 45 27 6.7 33
Chest Pain 38 20 - -
Malaisa 32 07 14 0.8
Cardiovascular General
Syncape 115 14 29 17
Hypmensmn Postural 6.4 48 - -
Hypertans 45 34 34 33
Hypmensmn 19 00 24 0.8
Central and Peripheral
Nervous System
Dizziness 401 218 26.0 158
Dyskinesia - 337 12.5
Headache 17.2 170 16.8 "7
Ataxa {Falls) - - 96 67
Tremor - - 8.3 25
Parasthesia - - 53 25
Hyperesthesia 38 20 - -

stonia - - 43 4.2
Hypakinesia - - 5.3 42

is - - 2% 0.0

Gastraintestinal System
Nausea 599 218 28.8 183
Vomiting 121 68 72 42
Dyspepsia 96 48 - -
Gonstipation 83 75 58 33
Abdominal Pain 64 2.7 87 756
Diarrhea - - 48 25
Anorexia 38 14 - -
Flatulence 25 14 19 08
Saliva Increased - - 24 08
Dysphagia 13 00 24 08
Heerl Rate and RAhythm
Paipitation 32 20 29 25
Matabolic and Nutritional
Alkatine Phosphate Increased 25 14 1.0 0.0
Weight Decrease - - 24 0.8
Musculoskeletal System
Arthralgia - - 6.7 5.0
Anthritis - - 29 08
Paychintsic
Somnalence 401 6.1 202 83
Anxiety - - 63 33
Confusion 5.1 14 8.7 17
Hallucination 51 14 101 42
Nervousness - - 48 25
Yawning 32 00 - -
Amnesia 25 14 48 08
Dreaming Abnormal - - 29 1.7
Red Biood Cell
Anemia - - 24 00
Reproductive Maie
Impotence 25 14 - -
Resistance Mechanism
Upper Respiratory Tract Infection - - 87 83
Infection Viral 108 34 72 6.7
Respiratory System
Pharyngitis 64 41 - -
Rhinitis 38 27 - -
Sinusitis 38 27 - -
Dyspnea 32 0.0 29 17
Bronchitis 25 14 -
Urinary System
Urinary Tract Infection 5.1 41 63 25
Vasculsr Extracardisc
Peripheral Ischemia 25 0.0 - -
Vision
Vision Abnormal 57 34 - -
Eye Abnormality 3.2 14 - -

# Incidence of advarse event <1%.

When REQUIP is administered as adjunct therapy to levodopa, the dose
of levodopa may be decreased gradually as tolerated once a therapeutic
effect with REQUIP has been observed. REQUIP should be discontinued
gradually over a 7-day period. The frequency of administration should be
reduced from three times daily to twice daily for 4 days. For the remaining
3 days, the frequency should be reduced to once daily prior to complete
withdrawal of REQUIP. Renal and Hepatic Impairment: In patients with
mild to moderate renal impairment, REQUIP may be titrated in the
recommended manner according to clinical response. Patients with
severe renal impairment or on hemodialysis have not been studied and
administration of REQUIP to such patients is not recommended. Patients
with hepatic impairment have not been studied and administration of
REQUIP to such patients is not recommended. Estrogen Replacement
Therapy: In patients already receiving estrogen replacement therapy,
REQUIP may be titrated in the recommended manner according to clinical
response. However, if estrogen replacement therapy is stopped or started
during treatment with REQUIP, adjustment of the REQUIP dosage may be
required.

AVAILABILITY OF DOSAGE FORM

REQUIP is supplied as a pentagonal film-coated Tiltab® tablet with beveled
edges containing ropinirole {as ropinirole hydrochloride) as follows:
0.25 mg — white imprinted with SB and 4890; 1.0 mg - green imprinted
with SB and 4892; 2.0 mg - pale pink imprinted with SB and 4893; 5.0
mg — biue tablets imprinted with SB and 4894. REQUIP is available in
bottles in the pack size of 100 tablets. It is also available in 0.25 mg as a
single unit blister pack of 21 tablets.

Full Product Monograph available to practitioners upon request.
REFERENCES:

1. Rascol O, et a/ Ropinirole in the Treatment of Early Parkinson’s
Disease: A 6-Month Interim Report of a 5-Year Levodopa-controlied
Study. Mov Disord 1998;13:39-45.

4. Schrag AE, ef al. The Safety of Ropinirole, a selective non-grgoline
dopamine agonist in patients with Parkinson's disease. Clin
Neuropharmaco! 1998;21:169-175.
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p observed with 3 mg/day and higher doses. R i
- Psychotropic 9/0ay 0 GlaxoSmithKline .
Woak enbes
1t use of ] 2 iz 3 7 Mississauga, Ontario, Canada L5N 6L4 &eb) FRasY
Unit Dose {mg) 0.25 0.5 0.75 1.0 ® ReQuip is a registered trademark, used under license by
Anti-Parkinson Drugs: Total Daily Dose (mg) 0.75 15 2.25 3.0 GlaxoSmithKline Inc.
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Once-a-day

@ )
ricept
donepezil HCl 5 & 10 mg tablels p

PHARMACOLOGIC CLASSIFICATION Cholinesterase Inhibitor ACTION AND CLINICAL PHARMACOLOGY ARICEPT dcnepezil hydrochlonde) is a piperiing-base, reversiple
inhibitor of the enzyme acetylcholinesterase. A consistent pathoiogical change in Alzheimer s diseass is the degenration of cholinergic neuronal paftways that project from
the basal forebrain to the cerebraj cartex and hippocamps. The resuting hypofunction of these pathuays is thought to account for same of the clinical manifestations of
dementiz. Donepeziis postulated to exertits herapeutic effect by enhancing cholinergic funceian. This is accarnpfished by increasing the concentration of acetyieholine {AC}
through reversible mhitution of its nydrolysis by acetylchainesterase {AchE:. i this praposed mechanism of action is correct. donepezifs effect may lessen as the disease
process advances and fewer chalinergic neurons remain functionally intact. Theee 15 no evwdence that donepezi aiters the course of the underlying dementing process
INDICATIONS AND CLINICAL USE ARICEPT {dongpszil hydrochlonide) is indicated for the Symptomatc treatment of patients with mild-to-modrate dementia of the Alzhemer's
type. ARICEPT tabiets should only be prescribed by for following consutiation withy cliniians who are expenenced in the diagnosis and management of Alzheimer's disease
CONTRAINDICATIONS ARIGEPT {donepezt hydrachloride] is contraindrcated in patients with known hypersensiivity to donepezi hydrochloride or t piperidine derivatives.
'WARNINGS Anagsthesia: ARICEPT {donepezil hydrochioride). as a chorinesterase inhibitor, is ikely to 2xaggesate succinyicholine-type musole relaxation dusing anaesthesia
Neurolagical Conditions: Seizures: Some cases of seizures have been reported wath the use of ARICET in clinical trials and from spontangus Adverse Reaction reporting
Cholinomimetics can ause a redugtion of seizure threshold. mcreasing the risk of seizures. Howeser. seizure actaty may also b2 a manifestation of Alzheimer's disease. The
riskibeneit of ARICEPT treatment for patients with a histary of seizure disorder must therefore be carefully evaiuated. ARICEPT has not been studied in patients with moderately
Seugre Or stvere Alzneimers disease. non-Alzeimer dementias or indwiduais with Parkingonian features. Th efficacy and safety of ARICEPT in these patient popelations is
urinoun. Putmenary Conditions: Because of their chalinomimatic actior, cholinesterase inhibitors should be prescrbed with care to patients with a history of asthma or
abstractive pumonary disease. ARICERT has not been studied in patients under treatment for these canditions and should therefare be used with partisular caution in such
patients. Cardiovaseular: Because of thew pharmacological action, cholinesterase inhibrors may have vagotonic efiects on heart ate (2.9, bradycardiaj. The potential for tis action
may e particularly important to patients with “sick sinus Syndrome” or other supraventniculas cardiac condugtion condifions. I clinical trils, most patients with Serous cardiouascaar
conditions were exctuded. Patients such as those with contralled hypertension {DBP<35 mmHyj. rght bundle branch blockage, and pacemakers were included. Therefore, caution
should be taken n treating patients wih actve coronary artery chsease and congestive heart faiure. Syncopal episodes have been reported in association wath the use of ARICEPT. tis
recommended that ARICEPT should nat be used in pafients wih cardiac conduction abnormaities (2xcept for right bundle branch blocki inclading “sick sinus syndrome” and those
with unewplained syncopalepisodes. Gastraintestinat:Through their primacy action, chalinesterase inhibitors may be expected to increase gastrc acid secretion due o incraased
cholinergic activity. Therefore. patients at increased risk for developing uicers. 2.g.. those with a history of ulcer disease or those receiving concument nonsteraidal
antiinflammatory drugs (NSAIDs] inclucing high doses of acetylsaliyic acid ASA]. should be menitored for symptoms of actve or occut gastaintesting! ieeding. Chinical
stugies of ARICEPT have shown o increase. relative to placebo i the incidence of eiter peptic uicer distase or gastraintestinal bleeding. {See ADVERSE REACTIONS Section)
ARICEPT. asa predictable consequence ofits pharmacological prapertes. has been shown to produce. in controlled clinicaltils in patients vath Alzheimer' disease. darthe
nausea and vomiting. These effects. when they occur. appear mor fequently vith the *0 mg dose than =ith the 5 mg dose. n mos cases. these effects have usually bezn
mild and transient, sometimes lasting one -1o- three weeks and have resabved during continued use of ARICEPT. {See ADVERSE REACTIONS Section] Treaiment with the
5 maitay dose for 4-6 weeks priar to increasing the dose to 10 maiday i associated with a lower incidence of gastrointestinal intolerance. Geitearinary: Althaugh not
observed inclinicaltrials of ARICEPT, cholinamimeties may cause bladder outflow onstrustion. PRECAUTIONS Concomitant Use with other Drups: Use with Anticholinergics:
Because of their mechanism of action. cholinesterase infibitors have the potential o interfere with the actiity of anfichotinergic medications. Use with Chafinomimetics and
offer Chalinesterase fhibitars: A synergistc effect may be expected when cholinesterase inhibitors are given concunently with Succinylcholing, similar neuromuscular blacking
agents or cholinergic agonists such as bethanechol. Use with ather Psychaaciive Drugs: Few patients in controfled clinica trials received nevroleptics, antidepressants or
anticenvulsants; there is thus limited information cancerming the interaction of ARICEPT with thes drugs. Use in Patienls 265 Years 04d: In controlled elinical studies with
5 and 10 mg of ARICEPT, 536 patients were between the ages of 65 to 84. ana 37 patients were aged 85 years or older. In Alzheimer's disease patients, nausea, diarrhea,
yomiling. insomia. atigue and anorexia ncreased with dose and age and the incidence appeared to be greater in female paents. Since cholinesterase inhilitors as well as
Alzheimes diszase can be associated with signficant weight oss. caution is acwsed regarding the use of ARICERT in low body weight ederly patients, espacially in those
> 86 years 0ld. Use in Eiderly Patients wilh Comorbid Disease: There is limded safety information for ARICEPT in patients with mild-to-moderate Alzheimer's disease and
significart comorbidty. The use of ARICEPY in Alzheimer's disease patients with chronic sinesses common among the geritric population, should be considered only after
careful nsksbeneft assessment and include close monitoring for adverse events. Caution s advised regarding the use of ARICEPT doses above 5 mg n this patient population
Renally and Hepatically fmpaired: There is imited wnformaton regarding the pharmacckinetics of ARICEPT :n renally and hepatically impaned Alzheimer's disease patients
Close monitoring for adverse effects in Alzheimer's isease patients with renal o hepati disease being trsated vath ARICEPT is therefore recommended. Brug-Drug Inferactions:
Pharmacokinefic studies.limited to short-term. single-tose studies in young subjects evaluated the potential of ARICEPT for interaction with theaphyline. cimeidine, warfarin
and digon aoministrtion. No signiicant effects on the pharmacokinetics of these drugs were abserved. Similar studlies n elderly patients were aot done. Drugs Highly Bound
to Plasma Proteins: Drug displacement studies have been perfarmed in vitro between conepezi. a highly bound drug 196%; and other drugs sich aS furosemide, digaxin, and
warfarin. Dongpezi at concentratians of 8.3 - 10 pgimL did not affect the binding of furosemide (5 pg/mL . digodin {2 ng/mLj and warfarin i3 ugimLj to human atbemin
Similarly, the binding of donepezitto haman atbumin was not afected by furosemide. digoxin and warfarin. Effect of ARICEPT on the Metabalism of Other Drugs: in vitro
studies show a 0w rate of donepezil tanding to CYP 344 and CYP 206 isaenzymes mean Kiabout 50 - 130 M. which, given the therapeutic plasma concentrations of donepezi
1164 M, Indicates it Tikelinod of interferences. In a pharmacakingtic study involiang 48 nealty volunteers, the administration of ARICEPT at a dose of Smgiday for 7 days
fad no slinically signficant effect on the pharmacalanetics of ketoconazole N other ctimcal triais havs been conducted to investigate the effect o ARICEPT on the clearance of
drugs metabalized by CYP 38 ie.g., cisaprice, trfenading] or by CYP 2D6 fe.q., mipramine). it is not known whether ARICEPT fas amy aotential for enzyme induction.
Fifect of Other Drugs on the Metabolism of ARICEPT: Ketoconazale and quiniding. inhibitors of CYP 450. 344 and 206. respectivey, inhibit dongpezil metabolism in viér. In 3
pharmacokinetic study, 18 healthy valunteers recewed 5 moiday ARICEPT together with 200 moiday ketoconazole for 7 days. In these volunteers, mean donepezil plasma
conentrations were increased by about 30-36%. Inducers of CYP 206 and CYP 344 ie.g.. phenytoin. carhamazeping. dexamethasone, rifampin and phenoharbital could increase
the ate of elimination of ARICEPT. Pharmacokinefc studiies demanstrated that the metabalism of ARIGEPT is not significanty affected by concurrent administration of digaxin
or cimetidine. Use in Pregnaney and Mursing Mofbers: The safety of ARICEPT during pregnancy and lactation has not been established and therefore, it should nat be used
inwomen of childbearing potentiafor in nursing mathers unless. in the aginion of the physician. the potential banefits to the patient outweigh the possible hazards to the fetus
orthe infant. Teratology studies conducted in pregnant rats at doses of up to 16 mrkeiday and in pregnant radtts at doses of up 1o 10 meekgiday did not disclose any evidence
for a teratogenic potential of ARICEPT. Pedialric Use: There are no adequate and well-controlled trials to document the safety and efficacy of ARICEPT in any llness accurring
nchidren. Therefore, ARICEPT i not recommended for use in chidren. AYERSE REACTIONS A totalof 747 patients with milc-to-moderate Alzheimer's disease were treated
in controlled clinical studis with ARICEPT {donepazi hydrochloride]. Of these paitents, 613 (82%] completed the studies. The mean duration of treatment for al ARICEPT
graups was 132 days |range 1-336 days). Adverse Events Leading to Discontinuation: The rates of discontinuation from contraled clinical trials of ARICEPT due to adverse
events for the ARICEPT 5 mgiday treatment grougs were comparable to thase of placebo-{reatment groups at approximately 5%. The rate of discontinuation of patients who
eceived the 10 mpiday dose after oniy a 1-week niial veatment with 5 mgéday ARICEPT was higner at 13%. The most common adverse events leading to discontinuation,
defined as those occurring in atleast 2% of pafients and at twice the ingience seen in placebo patients, are shown in Table 1

Table 1. Most Frequent Adverse Events Leading to Withdrawal from Controlled Clinical Trials by Dose Group

Dost Group Placebo S my/day ARICEPT 10 mgfay ARICEPT
Number of Patients Randomize 3% 30 35
Events Discontinuing
Neusea 1 B ki
Oiarhea 0% <I% b
Yomiting <d% % 2%

Mast Frequent Adverse Ciinical Events Seen in Association with the Use of ARICEPT: The most comman adverse events. defined as those occurring at a requency of atleast
5% in patients receiving 10 miday and twice the placebo rate, are largely predicted by ARICEPT'S choiinomimetc effects. These include nausea. diarrhea, insomnia. vamiting,
muscle cramps, fatigue and anorexia. These adverse events were often of mild intensity and transient. resobving during continued ARICEPT treatment writhout the need for dose
modification. There is evidence to suggest that the frequency of these common adverse events may be affected by the duration of treatment with an initial 5 mg dally dose prior

Table 2. Comparison of Rates of Adverse Events in Patients Treated with 10 my/day after 1.and 6 Weeks of Initial Treatment with 3 mg/oay
Ho Inital Treatment

One-Week Intial Treatment Six-Week Inital Treatment

with 5 myiday with 5 my/day
Adverse Event Placeho n=343) & moiday (n=311) 10 myfday (n= 315) 11 mgjday (n = 269)
Nagsea % ) 9% %
Diarrhea 5% & 15% ¥
Insomnia 8% 6% % 8%
Fatigue 3 & % %
Yomding 3 ¥ 8% 5%
Muscle Cramps 2% 8% % ki3
fnaresia 24 ki ™ ki

Adverse Events Regorted in Controffedt Tials: The events cited reflect expedence gained under closely monitored condtions of chinical tials 1  highty slected patient
population. In actual linical practice or in other clinical trals. these frequency estimates may not apply. as the conditions of use, reporting befavior, and the kinds of patients
Hreated may difier Table 3 s treatment-emergent signs and symptoms {TESS) that were reported in atleast 2% of patients from placebo-controlled clinical triafs who received
ARICEPT and for which the rate of occurrence was greater for ARICEPT than placebio-assigned patients. In general. adverse events occurred more frequently i female
patients and with advancing age.

Table 3. Adverse Events Reporled in Controlled Clinical Trials in at Least 2% of Patients Receiving ARICEPT and at a Higher Frequency than Placeho-Treated Patients

Body System/ Placgbo ARICEPT Boty System/ Placebo ARICEPT
Adverse Events =35 n=747 Adverse Events =3 n=747
Percent of Patients with any Adverse Event n 7 Metabolic and Hutritional

Boy as a Whole Weight Decrease 1 3
Headache 9 10 Musculoskeletal System

Pai, various locatians 8 $ Muscle Cramps 2 6
Acticent b i Arthrits 1 i
Fatique 3 5 Nervous System

Cardiovastular System Insomnig b g
Syncape 1 2 Dizzingss § ]
Digestive System Depression < 3
Nausea § i Aonarmal Dreams 0 3
Dearthea 5 il Somnolence d 2
Yomiting 3 ] Urogenital

Anorexia 2 4 Frequent Urination 1 2
Hemic and Lymphatic Systems

Ecchymosis 3 4

Otter Adverse Events Observed Duing Clinical Tiafs: During the pre-marketing phase. ARICEPT has been administered to aver 1700 maividuals for various lengths oftime
during clinical trials warldvwide. Approximately 1.200 pafients have been treated for at keast 3 manths. and more than 1,000 patients have been treated for at east § months,
Gontrolled and uncontrofle trials in the United States included approximately 900 patients. In regards to the highest dose of 10 myday, this population includes 850 patients
treated for 3 months, 475 patients treated for 6 manths and 115 patients treated for over 1 year. The range of patient exposure is from 1 to 1,214 days. Treatment-emergent
signs and symptoms that occurred during thve piacebo-controlied efinical triais and two open-label trials were recorded as adverse events by the clinical investigators using
terminology of their own chaosing. To provide an overall estimats of the propartion of individuals having simiar fypes of events, the Studies were infegrated and the events
swere grouped into & smaller number of standardized eateqories sing a madified COSTART dictionary ang event hrequencies were calcalated across &l studies. These categories
are used n the isting below. The frequencies represent the proportion of 900 patients from these trials who experienced that event while receiving ARICEPT. AVl adverse events
occurring at least teice are included. Adverse events alveady listed in Tables 2 and 3 are not repeated here ... events occurring at an incidence >2%]. Also xcluded are
COSTART terms too general to be informative, or events less likely ta be drug caused. Events are classfied by body system and Hsted as occurring in 21% and 2% of patients
{i2.In 11100 to 21100 patients: frequent) orin < 1% of patients (.2, in 1100 141,000 patients: infrequen, These adverse events are not necessaniy related to ARICEPT treatment
and m most cases were observed at a similar frequency in placebo-{reated patients in the controled studies. Adverse Events Oceurring in 1% and <2% or <1% of Patienis
Receiving ARICEPT: Body as a Whafe: {21% and <2%) influenza. chest pain, toothache; {<1°%] fever, edema face, periorbital edema. hernia hiata, abscess, cellits chills,
generalzed coldmess. head fuliness, head pressure, Yistiessness. Cardiovaseatar System: 2% and %) hypertension. vasoditation, abvial foriation. hot fashes.
hypotension; (<1%) angina pectoris, postural hypotension. myocardial infarction. premature ventricular contragtion. arrhythia, AV Block (frst degree). congestive heart
failure, artrifs, bradycardia, peripheral vascular disease, supraventricular tachycardia, deep vein thromboses. Digestive System: (21% and <2%) faecal incontinence.
gastraintestinal bleecing, loating, epigastric pain; i<1%} eructation, gingivits, increased appette, flatulence, periodontal abscess, cholelithiasis, diverticults. drooling, dry
mouth. ever sore, gastrits, irtahle colon. tongue edema, epigastric distress, gastroenterits. increased transaminases, haemorrhoids. fleus. increased thirs, jaundice. melena,
polydipsia, duodenal ulcer, stomach ulcer. Endocrine System: <1%] diabetes melltus, goiter. Hemie & Lymphatic System: |<1%) anaemia, thrombocythemia,
thrombocytopenia, eosinophilia, erythvacytapenia. Melabolic and Nutritional Disorders: (1% and <2%) dehydration; (<1%) gout, hypokalemia, increased creatine kinase,
hyperglyeemia, waight increase, increased actate dehydrogenase. Musciutoskeletal System: (1% and <2%) bone fracture: 1<1%) musele weakness. muscl fascieulation
Nervous System: (>1% and <2%) delusions. remor, irrtability. paresthesia, aggression. vertio, ataia, ibido increased, restlessness, abnormal cryimg, mervousness. aphasia;
{<1%) cerebrovascular accident, intracranial hemorrhage, transient sschemic attack. emational labity. neuralgia, coldness {localized), muscle spasm, dyspharia. gait
abmaimality. hypertonia, hypokinesta. neuradermatits. numbness {localized), paranofa. dysarthria, dvsphasia, hostlty. decreased iiido. melancholi. emotional withdrawal,
nystagmus. pacing. Seizures. Respiratory System: (>1% and <2%] dyspnea. sore thraat. branchitis [<1%] epistaxis. pastnasal drp, pneumonia. hyperventiltion. pulmanary
congestion, whegzing. hypoxia, pharyngits, pleurisy, pulmonary coliapse. Sleep apneg. snoring. Skin and " [21% and «2%) arasion. pruritus, diaphoress, urticaria;
1<1%] dermatitis. erythema, skin discoforation, hyperkeratosis. alopecia. fungal dermatitis, herpes zoster. hirsutism, skin stria, night sweats, skin ulcer.
Spevial Semses; (>1% and <2%) cataract eye ircitation, blurced vsion; (1% dry eyes, glaucoma, easache, tinnitus, blepfarits, dereased hearing, retinal hemorrhage, oftis
externa, ofts media. bad taste, conjunstival hemorrhage, ear buzzing. mation sickness, spots before eyes. Urogenital Systam: (1% and <2%) urinary ificontinence. nocturia:
[<1%) dysuria, hematura, urinary urgency, metrorhagla, cystis. enuresis, prostats hypertrophy. pyelonephiits. inabilty to empty bladder, breast fitvoadenass, fisrocystic
breast, masits. pyuria.renal failure, vaginiis. Lang-Term Safely: Patients were exposed to ARICEPT i two open-fabel extension studies {n=885 of over two years. In one of
the studies, 763 patients who previously compteted ane of to placeho-controlied Stucies of 15 or 30 weeks duratian continued to receive ARICEPT and were evaluated for
safety and newropsychological evaluations for up to 152 weeks; the safety profile of ARICEPT n this extension study remained consistent with that abserved in placebo-
controlled trials. Following on and twa years of treatment, 76% [1=580) and 4% {n=374) of these patients. respectivel. were stil recening therapy icumulative weeks 48
an 108). Postmanketing Reporls: Yoluntary reports of adverse events temporally assocfated with ARIGEPT that have been received since market introduction that are not
Iitedt abave, and that there is inadequate data to determine the causal refationship with the drug include ihé following: abdominal pain, agitation, cholecystiis. confusion,
convulsions, hallucinations, heart hlack (all types). hemalytic anemia. hepatis. hyponatremia, pancreatitis, and rash. DOSAGE AND ADMIKISTRATION ARICEPT (danepezil
fydrochlride tablets sfiauld anly be preseribed by {or following consultaion with] cinicians who are experienced in the diagnasis and management of Alzheimer’ disease.
The recommended inital dose of ARICEPT s 5 mg taken ance dafly. Therapy with the 5 mg dose should be maintained for 4-6 waeks hefore considering a dose increase. in
order to avaid or decrease the incidence of the mast comman agverse reactions to the drug (ses ADVERSE REACTIONS Section) and to allow plasme levels to reach steady
state. For those patients wha do not respond adequately o the & m daly dose after  -o- 6 weeks of treatment,the 10 mg daily dase may then be considered. The maximum
recommended dose s 10 mg taken ance daiy. Fellowing mitiation of therapy o any dosage increase, patients should be closely monitored for adverse effects. Adverse events
are more comman in individuals of low body weight, in patients > 85 years old and in females. t is recommended that ARICEPT be used with caution in elgerly women of
lowv body weight and that the dose should not exceed 5 my/day. ARICEPT should be taken once daily nthe evening. before refiring. For patients experiencing insomnia, ARICEPT
may be taken in the morning. It may be taken vith or without food. In & papulation of cognitively-impaired indhiduals. safe use of his and al other medications may require
supervision. AVAILABILITY OF DOSAGE FORMS ARICEPT s supplied as fim-coated tabefs containing 5 mg hite tablets) ar 10 me {yelow ttets) o donepezi hydrochloride
The name ARICEPT and the strength are embossed on each tablet. ARICEPT is available in high density polyethytene (HOPE) battes of 30 tablets and in blister strips boxed as
28 tablets (combination of 2 strps of 14 tablets}. REFERENCES: 1. Aricept" Product Monagraph. Pfizer Canada Inc.. May 2000. 2. Burns A et al. Donepezll provides long-term
clnical benefis for paients with Alzheimer s disease. / Neurol 2000,247(suppl 31135, 539. 3. Petersan G et al. Therecognition. assessment fd disord
Conclustons from the Canadian Consensus Conference on Dementia, CHA/ 1999:160isuppt 121:51-515,

Praduct Monograph available wpon reguest

Y

o intrzasing the dase to 10 myday. An open-abel study was conducted with 269 patients who reveived placebo in the 15- and 30-week stuties. These patients rezeived a Wemher
5 moiday dose for 6 weeks prior to initiaing treatment with 10 moiday. The rates of common adverse events were lower than thoss seen in contvoled cinical trial patients Gm © 2001 ( ?&D)
who recéwed 10 my/day after only a one-week inifial reatment penind weth a 5 mg daly dose. and were Comparabis 1 the rates noteg n patients trsated anly with b . Pfizer Canada Inc.
) ) i - c NICT TM Eisai Co. Ltd., Tokyo, Japan Kirkland, Quebec fm‘.
5 maiday. See Table 2 for a comparison of the most common adverse events fallowing one- and Six-wesk initial treatment periods with 5 mg/day ARICEPT NEUROSCIENCE Pfizer Canada Inc.. licensee Had 2M5 ;
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‘COPAXONE
glatiramer acetate injection

20 myg, 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 maturally occurring amino acids: L-glutamic acid, L-alanine, L-tyrosine and L-lysine with an
average mofar fraction of 0.141,0.427, 0.095 and 0.338, respectively.

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 hypothesis™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, concerns exist about its potential to alter
naturally occurring immune responses (see PRECAUTIONS).

Pharmacokinetics: Results obtained in Fharmacokinetic studies performed in humans (healthy volunteers) and animals
support the assumption that a substantiat fraction of the therapeutic dose delivered to patients subcutaneously is hydrolyzed
locally. Nevertheless, larger fragments of glatiramer acetate can be recognized by glatiramer acetate reactive antibodies. Some
fraction of the injected material, either infact or partiallg hydrolyzed, is presumed 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® (glatiramer acetate for injection) was evaluated in two placebo-controlled
trials in patients with Relapsieng-Remitting MS (RR-?\AS). 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 other dose or dosing regimen has been
studied in placebo-controlled trials of RR-MS.

The first trial was a rilot study Trial 1 (Trial BR-[) which was conducted at a single-center and was a double-blind, randomized,
matched-pair, paraliel group placebo-controlled trial.” Fifty Ipatients 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 change 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

S e

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 recommended 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 Qrigin: 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 (see ADVERSE REACTIONS: Chest Pain). While some of these episodes occurred in the context of the Immediate
Post-Injection Reaction {see ADVERSE REACTIONS: Immediate Post-Injection 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 Il) 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 immediatety 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 pulmonary
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 seff-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 self-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 detrimental 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
glomerufi. Furthermore, in a controlled clinical trial of 125 RR-MS patients given glatiramer acetate 20 mg for 2 years, serum
1gG 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 (gG levels at least 3 times baseline values, and 90% had levels above
baseline by 12 months. The antibodies are exclusively of the IgG subtype - and predominantly of the IgG-1 subtype. No IgE

* 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 1 (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 placebo (n=126) subcutaneously.* Patients

were diagnosed with RR-MS by standard criteria, and had 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 stilt

ambulatory but for whom full 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 welt as within several days of a presumed exacerbation. In order for an

exacerbation to be confirmed, a blinded neurologist had to document abjective neurologic signs, as well as document the

existence of other criteria (e.g., the persistence o?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

Outcome Trial I'

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 Free: 98/125 (78%) 95/126 (75%) 0.48
Mean Change in EDSS -0.05 +0.21 0.023

* The primary efficacy measure for Trial I 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

glatiramer acetate and 120 on placebo) were randomized. Inclusion criteria were similar to those in Trial I (Study 01-9001) with

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

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

endpoint for the double-blind phase was the total cumulative number of T1 Gd-enhancing lesions over nine months. Other MRI

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

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

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

TABLE 3 - Nine-Month Double-Blind Phase: MRI Endpoints — Resuits
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Glatiramer acetate Placebo
n=25 n=25 p-Value Dy 1
% Relapse Free Patients 14/25 (56%) 7/25 (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

ty) 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.

Preclinical studies to assess the carcinogenic potential of glatiramer acetate in mice and rats do not suggest any 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 M$ 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 animat 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 delivered 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 montths after initiation of treatment, although they may occur earfier in the course of treatment. A given patient may
experience one or several episodes of these symptoms during treatment with COPAXONE®, Whether these episodes are
mediated by an immunologic or non-immunologic mechanism, and whether several similar episodes seen in a given patient
have identical mechanisms is unknown. tn 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 Paln: Approximately 26% of glatiramer acetate patients in the multicenter pre-marketin% controlled trial (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 T 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 1I); therefore, the risks associated with glatiramer acetate
treatment for Multiple Sclerosis patients with comorbid cardiovascular disease are unknown (see WARNINGS: Symptoms of

P ally Cardiac Origin).

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 pre-marketing multicenter placebo-controlled study
(Trial 11) 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
regardiess 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
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 refative contribution

Outcome Glatiramer Placebo
acetate n=113 n=115 p-Value
Primary Endpolnt
1. | Medians of the Cumulative Number of T1 12 17 0.0037
Gd-Enhancing Lesions
Secondary Endpoints
2, | Medians of the Cumulative Number of New T1 9 14 0.0347
Gd-Enhancing 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 Basefine 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% 32.2% 0.0653
The mean number of relapses in this 9-month study was 0.0 for the COPAXONE" group and 0.77 for the placebo group {p=0.0077).

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 Patlents with Multiple Sclerosis
Adverse Experlences > 2% Incidence and > 2% Above Placebo

COPAXONE
n=125

Placebo
n=126

Adverse Experience

Bodry as a Whole
Injection Site Pain
Asthenia
Injection Site Erythema 73 584 17 135
Injection Site Pruritus 48 384 5 4.0
Flu syndrome 38 304 34 27.0
Injection Site Inflammation 35 28.0 9 7.1
Back pain 33 26,4 28 2.2
Chest pain 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 n 8.8 2 1.6
Injection Site Urticaria 9 7.2 0 0
Inﬂ']ection Site Hemorrhage 8 64 4 3.2
Chitls 5 4.0 1 0.8
Cyst 5 40 1 08
Injection Site Reaction 4 3.2 1 08
Injection Site Atrophy 3 2.4 ] ¢
Abscess 3 2.4 0 0
Cardiovascular
Vasodilatation 34 272 14 1.1
Paipitation 14 11.2 6 48
Migraine 9 7.2 5 4.0
Syncope 8 64 4 31
Digestive
Nausea 29 232 2 17.5
Vomiting 13 10.4 7 56
Anorexia 6 48 3 24
Gastroenteritis [ 48 2 16
Oral Moniliasis 3 24 0 0
TJooth Caries 3 24 0 0
Hemic and Lymphatic
Lymphadenopathy 23 18.4 12 9.5
Ecchymosis 15 120 12 9.5
Metabolic and Nutritional
Peripheral Edema 14 1.2 7 5.6
Weight gain 7 5.6 0 0
Edema S 4.0 1 0.8
Musculo-Skeletal
Arthralgia 31 248 2 17.5
Nervous System
Hypertonia 44 352 37 29.4
Tremor 14 1.2 7 5.6
Agitation 7 5.6 4 32
Confusion 5 40 1 0.8
Nystagmus 5 4.0 2 16
Resgiratory
hinitis 29 23.2 26 20.6
Dyspnea 23 184 8 6.4
Bronchitis 18 144 12 9.5
Skin and Appendages
Sweating 15 120 10 7.9
Erythema 8 6.4 4 32
Skin Disorder 5 40 2 1.6
Skin Nodule 4 3.2 1 0.8
Wart 3 24 0 0
Special Senses
Ear Pain 15 120 12 9.5
Eye Disorder 8 6.4 1 0.8
Urogenital System
Urinary Urgency 20 16.0 17 13.5
Vaginal Meniliasis 16 12.8 9 7.1
Dysmenorrhea 12 9.6 9 7.1
Unintended Pregnancy 4 32 ¢ ¢
Impotence 3 24 0 0

Other events which occurred in at least 2% of Eatients 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, dysphagia, fecal incontinence, flatulence, nausea and vomiting, gastritis, gingivitis,
periodontal abscess, and dry mouth. Musculo-Skeletal: Myasthenia and myalgia. Nervous System: Dizziness, hypesthesia,
paresthesia, insomnia, depression, dysesthesia, incoordination, somnolence, abnormal gait, amnesia, emotional lability,
Lhermitte’s sign, abnormal thinking, twitching, euphoria, and sleep disorder. Respimtogy System: Pharyngitis, sinusitis,
increased coth 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: Urinagl 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
dlinically significant differences were identified. In these clinical trials 92% of patients were Caucasian, which is representative
of the population of ?atients 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 ANl 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 dlinical investigators using terminology of their own
choosing. 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. Afl reported events that
occurred at least twice and potentially important events occurring once, are included except those already listed 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 hypersensitivity. Infrequent: Injection site hematoma, injection site fibrosis, moon face, celluli-
tis, generafized edema, hernia, Injection site abscess, serum sickness, suicide attempt, injection site hypertrophy, injection
site melanosis, lipoma and ph reaction. Cardlovascular: Frequent: Hypertension. Infrequent: H i

and voice

Respiratory: frequent; Hyperventilation, hag/-fever. Infreg Asthma, pr epistaxis, hyp
alteration. Skin and Appendages: Frequent: Eezema, herpes zoster, pustular rash, skin atroghy and warts, Infrequent: Dry skin,
skin h(pemophy, dermatitis, furunculosis, psoriasis, angioedema, contact dermatitis, erythema nodosurm, fungal dermatitis,
maculopapular rash, pi%/mentation, benign skin neoplasm, skin carcinoma, skin striae, and vesiculobullous rash.

Special Senses: Frequent: Visual field defect. Infrequent: Dry eyes, ofitis externa, ptosis, cataract, corneal ulcer, mydriasis, optic

neuritis, Fho\ophobia, and taste loss. Uro(?enkal'. Frequent: Amenorthea, hematuria, impotence, menorthagia, suspicious

Papanicolaou smear, urinary frequency and vaginal hemorrhage. Infrequent: Vaginitis, flank Jaain (kidney), abortion, breast

engorgement, breast enlargement, breast pain, carcinoma cervix in situ, fibrocystic breast, kidney calculus, nocturia, ovarian

cyst, priapism, pyetonephritis, abnormal sexual function, and urethritis.
dverse Events Reported Post-Marketing and Not Previously Noted in Clinical Trlals

Post-marketing experience has shown an adverse event profile similar to that presented above. Reports of adverse reactions

occurring under treatment with COPAXONE® (glatiramer acetate for injection) not mentioned above, that have been

received since market introduction and that mayghave or not have causal relationship to the drug include the following:

Body as a whole: Sepsis, LE syndrome, hydrocephalus, enlarged abdomen, injection site hypersensitivity, allergic reaction,

anaphylactoid reaction, bacterial infection, fever, infection. C ular: Thrombosis, peripheral vascular disease, pericardial

effusion, myocardial infarct, deep thrombophlebitis, coronary occlusion, congestive heart failure, cardiom{opathy
cardiomegaly, arrhythmia, angina pectoris, tachycardia. Digestive: Tongue edema, stomach ulcer hemorthage, fiver function
abnormality, liver damage, hepatitis, eructation, cirrhosis of the liver, cholelithiasis, diarrhea, gastrointestinal disorder.

Hemic and Lymphatic: Thrombocytopenia, lymphoma-like reaction, acute leukemia. Metabollc and Nutritional:

Hypercholesterernia, Musculoskeletal: Rheumatold arthritis, generalized spasm. Nervous: Myelitis, meningitis, CNS neoplasm,

cerebrovascular accident, brain edema, abnormal dreams, aphasia, convulsion, neuraIFia, anxiety, foot drop, nervousness,

speech disorder, vertigo. Respiratory: Pulmonary embolus, pleural effusion, carcinoma of fung, hay fever, laryngismus, Skin and

Appendages: Herpes simplex, pruritis, rash, urticaria. Special Senses: Claucoma, blindness, visual field defect. Urogenital:

Urogenital neoplasm, urine abnormality, ovarian carcinoma, nephrosis, kidney failure, breast carcinoma,

bladder carcinoma, urinary frequency.

SYMPTOMS AND TREATMENT OF OVERDOSAGE

Overdose 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 several 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-

aﬁement of Multiple Sclerosis.

The recommended dose of COPAXONE® (glatiramer acetate for injection or glatiramer acetate injection) for the treatment of

relapsing-remitting MS is  daily injection of 20 mg given subcutaneously.

Instructions for Use: To reconstitute lyophilized COPAXONE® for injection, use a sterile syringe and adapter 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. lns?ect 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

only; unused portions should be discarded (see INFORMATION FOR THE PATIENT: Reconstituted groduct).

For the pre-filled 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:

Proper Name:  Glatiramer acetate

Chernical Name: ~ Glatiramer acetate is the acetate salt of synthetic polypeptides.

Description: Clatiramer 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-(IJysine (L-Lys) in a specified ratio. The
molar fraction of each amino acid residue ranges as follows: L-Glu 0.129-0.153, L-Ala 0.392-0.462,

L-T(r 0.086-0.100 and L-Lys 0.300-0374

Structural Formuta: Poly[L-Glu™, L-Ala™*, L-Tyr**", L-Lys**"}enCH,CO.H (n=15-24)

Molecular Weight: The average molecular weight of the polypeptide is between 4,700 and 11,000 daltons, with at least 68
percent of the material within the range of 2,500 to 22,500 daltons.

Physical Form:  White to slightly yellowish lyophilized material.
Solubility: Sﬁarinﬂly soluble in water, insoluble in acetone.
pH: The pH of a 0.5% w/v 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
glatiramer acetate, plus a 2 mg overage to allow for losses in reconstitution and transfer, and 40 mg mannitol. Each vial of Sterile
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-filed syringe containinP a sterile solution equivalent
with the COPAXONE® reconstituted solution (ie., 30 mg/mL glatiramer acetate and 40 mg mannitol in sterile water for injection).
Stability and Storage Rec dations: Vials of yophilized COPAXONE® should be stored under refrigeration (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-filfed 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 inLectln . Each pre-filled syringe is for sin%Ie use only.
Reconstituted Solutions: To reconstitute lyophilized COPAXONE®, prior to injection, use a sterile syrin e and adapter to
transfer the diluent supplied, Sterile Water for Injection, into the COPAXONE® vial. Gently swil 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 groduct to the pharmacist if t 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
solution should not be left K)nger 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 1.1mL 1.0mL 20 mg

AVAILABILITY OF DOSAGE FORMS
COPAXONE® (glatiramer acetate for injection) is supplied as a 20 mg dose of sterile | orhilized 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 Seff injection Administration Package for each vial of drug, COPAXONE*
%%Iatiramer acetate for injection) is available in packs of 32 amber vials of sterile lyophilized material for subcutaneous injection.
e 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® {glatiramer acetate injection) is a single-use 20 mg/1.0 mL pre-filled syringe containing a sterile selution equivalent
with the COPAXONE® reconstituted solution (i.e., 20 mg/mL glatiramer acetate and 40 mg mannitol in sterile water for
injection). COPAXONE® (glatiramer acetate injection) is avaﬁable in packs of 30 singfe-use 20 mg/1,0 mL pre-filled glass syringes
with 33 alcohol preps (swabs).
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Typ 1
midsystolic click, systolic murmur, atrial fibri[{ation, bradycardia, fourth heart sound, postural hypotension and varicose veins.
Digestive: Infrequent: Dry mouth, stomatitis, burning sensation on tongue, cholecystitis, colitis, esophageal ulcer, esophagitis,
gastrointestinal carcinoma, gum hemorrhage, hepatomegaly, increased appetite, melena, mouth ulceration, pancreas disorder,
pancreatitis, rectal hemorrhage, tenesmus, ton‘gue discolouration and duodenal ulcer. Endocrine: Infrequent: Goiter, hyper-
thyroidism, and hypothyroidism. Gastrointestinal: Frequent: Bowel urgency, oral moniliasis, salivary gland enfargement, tooth
caries, and ulcerative stomatitis. Hemic and Lymphatic: Infrequent: Leukopenia, anemia, cyanosis, eosinorhilia, hemateme-
sis, lymphedema, pancytopenia, and splenomegaly. Metabeolic and Nutritional: Infrequent: Wei%ht loss, alcohol intolerance,
Cushing's syndrome, gout, abnormal healing, and xanthoma. Musculoskeletal: infrequent: Arthritis, muscle atrophy, bone
pain, bursitis, kidney pain, muscle disorder, myopathy, osteomﬁelitis, 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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-EXELON

(Rivastigmine as the Hydrogen Tartrate Salt) (r|Va Stlg mi ne)
Capsules - 1.5 mg, 3 mg, 4.5 mg, 6 mg
PHARMACOLOGICAL CLASSIFICATION
Cholinesterase Inhibitor
ACTIONS AND CLINICAL PHARMACOLOGY
Pathological changes in Dementia of the Alzheimer type invoive cholinergic neuronal pathways that project
from the basal forebrain to the cerebral cortex and hippocampus. A decrease in the function of these
cholmergnc pathways has been proposed to account for some of the clinical manifestations of dementia.

ine, a reversible choli inhibitar of the carbamate-type, is thought to enhance cholinergic
neurotransmission by slowing the degradation of acetylcholine released by cholinergic neurons through the
inhibition of acetylcholinesterase. If this proposed mechanism of action is correct, rivastigmine’s effect may
lessen as the disease process advances and fewer cholinergic neurons remain functionally intact.There is no
evidence that rivastigmine alters the course of the underlying dementing process.
Clinical Pharmacokinetics
Absorption: Rivastigmine is well absorbed and peak plasma concentrations {Cn.) are reached in
approxi y 1 hour. A doubling of the dose within the recommended dose range yields an increase in
bioavailability by approximatety 3 times the expected increase indicating non-linear pharmacokinetics. The
estimated absolute bioavailability for a 3 mg dose in healthy young patients is low (<35%). The elimination
half-life t. ) of rivastigmine is about 1 to 2 hours in both the young and elderly. Plasma clearance is
dose dependent and is approximately 1 I/h/kg at 3 mg in healthy young subjects. In healthy elderly male
patients, plasma rivastigmine levels are approxi y 30% higher than that noted in young subjects
(see CLINICAL PHARMACOKINETICS: Age). When administered with food to healthy young subjects the
absorption (Tr) of rivastigmine was delayed by 90 min, and Cy,. was lowered while the AUC,... was
increased by approximately 25%.
Distribution: Rivastigmine is approximately 40% bound to plasma proteins over a concentration range of
1-400 ng/mL. Rivastigmine distributes equally between blood and plasma with a blood-to-plasma
partition ratio of 0.9 at concentrations wmch cover the therapeutic range (1-400 ng/mL) The apparent
volume of distribution is 5 + 3 L/kg. F g can be detected in the CSF, reaching peak concentrations
in 1-4 hours. Mean AUC.z ratio of CSF/plasma averaged 40 + 0.5% following 1-6 mg bid doses.
Metabolism: Rivastigmine is subject to first pass clearance and is rapidly and extensively metabolised,
primarily via esterase-, including acetylcholinesterase-, mediated hydrolysis to a decarbamylated phenolic
metabolite. /n vitro preclinical studies suggest that the decarbamylated phenolic metabolite has
approximately 10% the activity of the parent compound. The plasma half-life of the decarbamylated
phenolic metabolite ranges from 2.5 to 4 hours. Additional metabolites include a sulphate conjugate a
demethylated sulfate conjugate and several unidentified minor metabolites. The pharmacoki of
rivastigmine in patients with butyrylcholinesterase enzyme deficiency are unknown (see PRECAUTIONS:
Genetic Polymorphism). Ewdence from in vitro studies suggest that the major cytochrome P450 isozymes
are minimally involved in rivasti tabolism (see PRECAUTIONS: Drug-Drug Interactions).
Rivastigmine inhibits acetylcholinesterase (AChE) and butyrylcholinesterase (BChE) activity. In patients with
Alzheimer Disease significant dose-dependent inhibition of AChE and BChE activity were noted in cere-
brospinal fluid, with comparable maximum mean inhibition (62%). In plasma, significant inhibition of BChE
activity is generally observed from 1.5 hours post-dose up to 8 hours post-dose, with @ maximum observed
inhibition of 51% at 5 mg b.i.d. Rivastigmine may therefore inhibit the butyrylcholinesterase mediated
metabolism of other drugs (see PRECAUTIONS: Drug-Drug Interactions).
E ion: Unchanged rivastigmine is not found in the urine; renal excretion is the major route of elimination
of the metabolites. Following administration of a single 1 mg or 2.5 mg dose of 14C-labelled rivastigmine,
excretion of radioactivity in the urine (expressed as a percent of the administered dose) is over 90% within
24 hours. Approximately 7% of the decarbamylated phenolic metabolite is found in the urine. The sulfate
conjugates account for about 40% of the dose. Less than 1% of the administered dose is excreted in the
faeces. The lation p | of i ine and its decar i phenolic metabolite in patients
with Alzheimer Disease has not been systematically studied however, popuiation pharmacokinetic analyses
suggest that no accumulation is expected.
Renal: In a single-dose study of 8 subjects with moderate renal impairment (GFR = 10-50 mL/min) mean
peak plasma concentrations of rivastigmine were increased by almast 2.5 fold and overall plasma levels
(AUC} of the d ylated phenolic holite were increased by approximately 50% compared to
levels in age, weight, and gender matched control subjects. In this same study, patients with severe renal
impairment {GFR <10 mL/min, n = 8) showed no difference in rivastigmine blood levels compared to
controls. The reason for this discrepancy is unclear. The safety and efficacy of rivastigmine in Alzheimer
Disease patients with renal impairment have not been studied (see PRECAUTIONS: Renal Impairment).
Hepatic: In a single dose study of 10 subjects with biopsy proven liver impairment (Child-Pugh score of
5-12), plasma concentrations of rivastigmine were increased, while that of the decarbamylated phenolic
metabolite were decreased by about 60% compared to an age, weight and gender matched control group.
The safety and efficacy of rivastigmine in Alzheimer Disease patients with hepatic impairment have not
been studied (see PRECAUTIONS: Hepatic Impairment).
Age: In a study in which the effect of age on the pharmacokinetics of rivastigmine was assessed, 24 healthy
male elderly {age range: 61-71 years) and 24 healthy young patients (age range: 19-40 years) received
1.0 mg or 2.5 mg single oral doses of rivastigmine under fasted conditions. Plasma concentrations of
rivastigmine exhibited a wider range of values and tended to be higher in the elderly as compared to young
subjects after the 1 mg dose. This difference was more pronounced with the higher dose (2.5 mg) at which
rivastigmine plasma concentrations were 30% greater in the elderly than in young subjects. Plasma levels
of the decarbamylated phenolic metabolite were not substantially affected by age.
Gender and Race: No specific pharmacokinetic study was conducted to investigate the effect of gender
and race on the disposition of rivastigmine. However, retrospective pharmacokinetic analyses suggest that
gender and race (Blacks, Oriental, and Caucasians) will not affect the clearance of rivastigmine.
Nicotine Use: Population PK analysis showed that nicotine use increases the oral clearance of ri

Study | (B352, USA, 26 week trial)

This trial was of 26 weeks duration and was conducted in the USA. The study was subdivided into two
phases, a forced titration phase, which could last up to 12 weeks, followed by a 14 week maintenance
flexible-dose phase. A total of 699 patients were randomized to a 1-4 mg daily dose (n= 233) or a 6-12 mg
daily dose (n = 231) of rivastigmine or placebo (n = 235} to be taken with food in two divided doses.
Patients in the active treatment groups must have been able to tolerate the minimum dose in their assigned
group {i.e. 0.5 mg bid or 3 mg bid) by titration Week 7 or they were discontinued. The dose escalation rate
for the 1-4 mg/day group was: Starting dose 0.5 mg bid with 0.5 mg bid increases every one or two weeks
according to tolerability. The dose escalation rate for the 6-12 mg/day group was: Starting dose 1 mg bid
increased to 1.5 mg bid after 3 days. Subsequent dose increases were at 0.5 mg bid or 0.75 mg bid every
one or two weeks according to patient tolerability. The baseline mean Mini Mental State Exam (MMSE} score
of patients was 19.7 and the mean score on the Global Deterioration Scale (GDS) was 4.0.

Effects on ADAS-cog: At baseline, mean ADAS-cog scores (mean = SE) were for the pfacebo group:

21.74 + 0.74 units; for the 1-4 mg/day group: 22.38 =+ 0.75 units and for the 6-12 mg/day group:

22.31 = 0.75 units. At the first measurement of efficacy (Week 12) mean ADAS-cog change scores from
placebo (mean + standard error) were: 0.82 + 0.52 units for the 1-4 mg/day group and 3.24 + 0.54 units
for the 6-12 mg/day dose groups. Differences from placebo were statistically significantly different onty

for the 6-12 mg/day group. At Week 18, mean change scares from placebo were significant for bath
rivastigmine dose groups (1-4 mg/day: 1.67 + 0.54 units; 6-12 mg/day: 3.83 + 0.57 units). Both
rivastigmine treated groups also showed significant differences from placebo in ADAS-cog mean change
scores at Week 26: (1-4 mg/day: 1.66 = 0.57 units; 6-12 mg/day: 4.32 = 0.60 units). A greater treatment
effect size is noted for the 6-12 mg/day treatment. At the end of the 26-week treatment period, gither no
evidence of deterioration or an improvement was observed in 27% of the placebo group, 35% (1-4 mg/day)
and 51% (6-12 mg/day) in the rivastigmine groups. The difference between the 6-12 mg/day group and the
placebo group was statistically significant. A 4-point improvement in ADAS-cog score from baseline was
observed in 6% of placebo patients, 12% (1-4 mg/day) and 23% (6-12 mg/day) of rivastigmine treated
patients at the end of the 26 week period. Statistical significance frem placebo for this categorical measure
was noted for both the 1-4 mg/day and 6-12 mg/day group.

Effects on CIBIC-Plus: At Week 26 the mean drug-placebo differences were 0.22 = 0.11 units for the

1-4 mg/day group and 0.36 = 0.12 units for the 6-12 mg/day group. Differences from placebo were
statistically significant, however, there was no statistically significant difference between the two active
treatments. A histogram of the frequency distribution of CIBIC-Plus scores achieved at Week 26 by patients
assigned to each of the three treatment groups is shown in Figure 1.

Figure 1: Frequency distribution of CIBIC-Plus scores at week 26

Effects on PDS: The progressive deterioration scale was used as a secondary efficacy measure. At baseline,
mean PDS scores {mean + SE) were for the placebo group: 53.7 + 1.2 units; for the 1-4 mg/day group:
54.7 + 1.2 units; for the 6-12 mg/day group: 52.0 + 1.2 units. At Week 26, the placebo group declined an
average of 5.2 +0.7 units, the 1-4 mg/day group declined 5.3 = 0.7 units and the 6-12 mg/day group
deteriorated minimally (1.0 = 0.8 units). The difference between the 6-12 mg/day group and the placebo
group was statistically significant.

Study Il (B303, Multinational, 26 week trial)

This trial of 26 weeks duration was a multinational study (Austria, Canada, France, Germany, Switzerland
and USA). A total of 725 patients were randomized into three different treatment arms: Placebo: n = 239,
1-4 mg/day rivastigmine: n = 243; 6-12 mg/day rivastigmine: n = 243. As in Study |, this trial was
comprised of two phases, a forced titration phase, which could last up to 12 weeks, followed by a
maintenance flexible-dose phase. Patients in the active treatment groups must have been able to tolerate
the minimum dose in their assigned group (i.e. 0.5 mg bid or 3 mg bid) by titration Week 7 or they were
discontinued. The baseline mean Mini Mental State Exam (MMSE} score was 20 and the mean score on
the Global Deterioration Scale (GDS) was 4.0.

Etfects on ADAS-cog: At baseline, mean ADAS-cog scores {mean + SE) were for the placebe group:
23.29 = 0.75 units; for the 1-4 mg/day group: 23.87 + 0.76 units and for the 6-12 mg/day group:

23.57 + 0.77 units. At the first measurement of efficacy (Week 12) the difference in mean ADAS-cog change
scores ( mean = standard error) for rivastigmine treated patients compared to placebo treated patients
for the intent-to-treat (ITT) population were for the 1-4 mg/day group: 0.19 + 0.55 units and for the

6-12 mg/day group: 1.71 «+ 0.57 units. Only the difference between the 6-12 mg/day group and placebo
was significant at this time point. At Weeks 18 and 26 mean ADAS-cog change scores from placebo were
for the 1-4 mg/day group: 0.57 = 0.59 (Week 18); 0.22 = 0.67 units (Week 26) and for the 6-12 mg/day
group: 1.77 + 0.60 units (Week 18); 2.29 + 0.69 units (Week 26). As for Week 12, only the difference
between the 6-12 mg/day group and placebo was statistically significant. At the end of the 26-week
treatment period, either no evidence of deterioration or an improvement was observed in 40% of the
piacebo group, 45% (1-4 mg/day) and 52% (6-12 mg/day) in the rivastigmine groups. A 4-point
improvement in ADAS-cog score from baseline was observed in 18% of patients who received placebo,
16% (1-4 mg/day) and 27% (6-12 mg/day) of rivastigmine treated patients at Week 26. Differences between
rivastigmine {6-12 mg/day) and placebo treated groups were significant for both categorical measures.
Effects on CIBIC-Plus: At Week 26 the mean drug-placebo differences were 0.15 = 0.14 units for the
1-4 mg/day group and 0.44 = 0.15 units for the 6-12 mg/day group. Differences from placebo were
ificant only for the 6-12 mg/day dose group. A histogram of the frequency distribution of

by 23% (Smokers: n = 75; Nonsmokers: n = 549).

Clinical Trial Data: Efficacy data for rivastigmine in the symptomatic treatment of patients with mild to
moderate dementia of the Alzheimer type (diagnosed by DSM-V and NINCDS criteria, Mini-Mental State
Examination >10 and <26 ) were derived from four clinical frials. These studies were randomized, double-
blind, and placebo controlied. The mean age of patients was 73 years {range: 41 to 95). Approximately 53%
of the patients were women and 41% were men, while the racial dlstrlbutlon was: 87% CaucaS|an 4%
Black and 9% Other. In these clinical studies, the effecti of rivasti was evaluated using the
following criteria: for primary efficacy two measures were used, (1) the cognitive subscale of the Alzheimer
Disease Assessment Scale (ADAS-Cog), a widely used and well validated multi-item instrument which
samples cognitive domains affected by the disease and (2) the CIBIC-Plus (Clinician Interview Based
impression of Change that required caregiver information). The CIBIC-Plus evaluates four major areas of
functioning: general, cognition, behaviour and activities of daily living. As a secondary efficacy measure, the
Progressive Deterioration Scale (PDS) was used. The PDS is a caregiver-rated evaluation which yields a
compound score derived from a visual analogue scale of 29 items concerning participation in activities of
daily living. Results for two of these studies, in which a fiexible maintenance-dose regimen was used, are
presented here. The data shown below were obtained from the intent-to-Treat population (ITT analysis, i.e.,
All patients who were randomized to treatment, regardless 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).
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CIBIC- Plus scores achieved at Week 26 by patients assigned to each of the three treatment groups is shown
in Figure 2.
Figure 2: Frequency distribution of CIBIC-Plus scores at week 26
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Eftects on PDS: The progressive deterioration scale was used as a secondary efficacy measure. At baseline,
mean PDS scores {mean =+ SE) were for the placebo group: 54.8 + 1.3 units; for the 1-4 mg/day group:
53.8 = 1.3 units; for the 6-12 mg/day group: 55.2 = 1.2 units. At Week 26, while the placebo group declined
an average of 2.2 + 0.9 units and the 1-4 mg/day group deteriorated by 3.3 + 0.9 units, the 6-12 mg/day
group improved by 0.5 + 1.0 units, which was a statistically significant difference. The 6-12 mg/day group
was statistically significantly superior to placebo as well as the lower dose range.

Data from these controlled clinical trials suggest that rivastigmine doses hetween 6-12 mg/day are more
likely to result in beneficial symptomatic effects.

INDICATIONS AND CLINICAL USE

EXELON (rivastigmine as the hydrogen tartrate salt} is indicated for the symptomatic treatment of patients
with mild to moderate dementia of the Alzheimer type. EXELON has not been studied in controlted

clinical trials for longer than 6 months. EXELON capsules shouid only be prescribed by (or following
consuitation with) clinicians who are experienced in the diagnosis and management of Aizheimer Disease.
CONTRAINDICATIONS

EXELON (rivastigmine as the hydrogen tartrate salt} is contraindicated in patients with known hypersensiti-
vity to rivastigmine, other carbamate derivatives or other components of the formulation.

WARNINGS

Anesthesia: EXELON (rivastigmine as the hydrogen tartrate salt) 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.

Pulmonary 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.

Cardiovascular Conditions: Because of their pharmacological action, cholinomimetics may 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 supraventricular cardiac conduction 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 syndrome”

and those with unexpiained syncopal episodes.

Gastrointestinal Conditions: Through their primary action, cholinesterase inhibitors may be expected to
increase gastric acid secretion due to mcreased cholinergic actmty Therefore, patients should be monitored
for symptoms of active or occult g inal bleeding, i
ulcers, e.g., those with a history of ulcer disease or those receiving concurrent nonsteroidal anti-inflamma-
tory drugs (NSAIDS). In controlled cI|n|caI studies with EXELON patients with a past history (last 2 years)
of peptic uiceration and chronic df of the g inal tract were

Population-phar yses 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: anilides (e.g. acetominophen) (10%), antacids (12%), antianginais
(6%), antihistamines (2%), antihypertensives (12%), benzodiazepines (<1%), B-blockers (7%}, calcium
channel blockers (12%), digitalis glycosides (5%}, non-steroidal anti-inflammatory drugs (13%), oral
hypoglycemics (3%}, and salicylic acid and derivatives (28%).

Pregnancy

The safety of EXELON in pregnant women has not been established. EXELON should not be used in women
of childbearing potential unless, in the opinion of the physician, the potential benefit to the patient justifies
the potential risk 1o the 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

Atotal 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 Ili controlled clinical
trials due to adverse events compared to 9% (75/868) in the placebo group. During the titration phases of
controlled 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 patients
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™

Titration phase (weeks 1-12) Maintenance phase (weeks 13-26)

who received EXELON there was no significant i mcrease, refative to placebo, in the incidence of pepﬂc 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 to 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 the cholinergic adverse effects associated with cholinesterase inhibitors and
in general are more likely to experience nausea and vomiting than are males. In most cases these effects
were of mild to moderate intensity and transient, and they resolved during continued EXELON treatment or
upon treatment discontinuation.
Weight Loss: Cholinesterase inhibitors as well as Alzheimer Disease can be associated with significant
weight loss. In controlled clinical trials the use of EXELON was associated with weight loss. Women exposed
to doses of EXELON at the higher end of the therapeutic range (6-12 mg/day) were at greater risk for weight
loss. Approximately 24% of women on 6-12 mg/day doses of EXELON had weight loss of equal to or greater
than 7% of their baseline weight compared to 6% on placebo. For males, 16% (6-12 mg/day) experienced
a similar degree of weight loss compared to 4% on placebo. Where weight loss may be of clinical concern,
body weight should be monitored.
Genitourinary: Although not reported in clinical trials of EXELON, cholinomimetics may cause bladder
spasm.
PRECAUTIONS
Concomitant use with other drugs:
Use with Anticholinergics: Because of their mechanism of action, cholinesterase inhibitors have the
potential to interfere with the activity of anticholinergic medications. Use with Cholinomimetics and Other
Cholinesterase Inhibitors: A synergistic effect may be expected when cholinesterase inhibitors are given
concurrently with ine, similar neurc 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 antict , there is thus limited information concerning the
interaction of EXELON with these drugs.
Use in patients > 85 years old: In controlled ciinical studies, the number of patients over 85 years old who
received EXELON in the therapeutic dose range of 6-12 mg/day was 68. Of 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 controiled clinical trials, nausea, diarrhea, vomiting, dizzi-
ness, anorexia, fatigue, dyspepsia and 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 treatment in patients with mild to moderate Alzheimer Disease and serious comorbidity. The use
of EXELON in Alzheimer Disease patients with chronic illnesses common among the geriatric population,
should be considered only after careful risk/benefit assessment and include close menitoring for adverse
events. Dose escalation in this patient population should proceed with caution (see DOSAGE AND
ADMINISTRATION: Special Populations).
Renally and Hepatically Impaired Patients: There is limited information on the pharmacokinetics of
EXELON in renally and hepatically impaired patients (see Clinical Pharmacokinetics and Metabolism section).
It is therefore recommended that dose escalation with rivastigmine in renally or hepatically impaired patients
with Alzheimer Disease be undertaken with caution and under conditions of close monitoring for adverse
effects (see DOSAGE AND ADMINISTRATION: Special Poputations).
Genetic Polymorphism: The effect of genetic polymorphism of butyryicholinesterase enzyme on
rivastigmine metabolism is unknown.
Drug-Drug Interactions
Studies to assess the potential of EXELON for interaction with digoxin, warfarin, diazepam or fiuoxetine
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.
Etfect of EXELON on the Metabolism of Other Drugs: Rivastigmine is mainly 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
bolised by the following ystems are CYP1A2, CYP2D6, CYP3A4/5, CYP2E1,
CYP2C9, CYP2C8, or CYP2C19. R|vast|gm|ne may inhibit the butyrylcholmesterase medlated metabolism
of other drugs (see ACTIONS AND CLINICAL PHARMACOLOGY: Clinical Ph Metaboli

Placebe  1-4 mg/day  6-12 mg/day Placebo  1-4 mg/day  6-12 mg/day
y those at increased risk for developing n=646 n=644 n=_824 n=588 n=587 n=601
All events 5% 5% 21% 3% 3% 6%
In the trial p n Nausea 1% 1% 10% 0% <1% 1%
Vomiting 0% <% 5% 0% <1% 2%
Anorexia 0% <1% 3% <1% <1% <1%
Dizziness  <1% <1% 3% <1% 0% 1%
Abdominal <1%  <1% 2% <1% <1% <1%
pain
Astheni 0% 0% 2% 0% 0% <1%
Fatigue <t% <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 (25% 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 higher
doses, of short duration, and attenuated with continued dosing or discontinuation of drug.

Table 2. Common adverse events (>5% and twice the rate in the placebo group) in randomized
placebo controlied clinical trials B351, B352, and B303 during titration and maintenance phases*

Titration phase (weeks 1-12) Main phase (weeks 13-26)

Adverse Placebo  1-4 mg/day  6-12 mg/day Placebo  1-4 mg/day  6-12 mg/day
event n=646 n=644 n=824 n=588 n=587 n=60t
Nausea 9% 15% 40% 4% 8% 15%
Vomiting 3% 5% 23% 3% 5% 14%
Dizziness  10% 10% 19% 4% 6% 10%
Diarrhea 9% 8% 16% 4% 5% 9%
Anorexia 2% 5% 13% 1% 2% 4%
Abdominal 4% 5% 10% 3% 3% 4%
pain
Fatigue 4% 4% 8% 1% 2% 3%
Asthenia 2% 1% 6% 1% 2% 3%

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 flexible and be adjusted according to individual needs.

In an 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 interval 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 common adverse events reported did not appear to differ substantially from those
noted in placebo-controlled studies.

Adverse Events Reported in Controlled Trials

The events cited reflect experience gained under closely monitored condition of clinical trials in a highly
selected patient population. In actual clinical practice or in other clinical trials, these frequency estimates
may not apply, as the conditions of use, reporting behavior, and the kinds of patients treated may differ.
Table 3 lists treatment emergent signs and symptoms that were reported in at least 2% of patients in Phase
3 placebo-controlled trials for which the rate of occurrence was greater for EXELON assigned than placebo
assigned patients. There were too few non Caucasian patients enrolled to assess the effect of race on

Effect of Other Drugs on the Metabolism of EXELON: Drugs which induce or inhibit CYP450 metabolism
are not expected to alter the metabolism of rivastigmine. Formal pharmacokinetic studies to assess the
ial for drug i with other ication: taken by the elderly were not done.
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the incid of adverse events in the Phase Il controlled studies. Similarly, there were too few patients
aged more than 85 years to systematically assess the effect of advanced age. Female patients were more
susceptible to nausea, vomiting, loss of appetite and weight loss.
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Table 3. Adverse events reported in controlled clinical trials in at least 2% of patients receiving
EXELON and at a higher frequency than placebo-treated patients

Heart Rate and Rhythm Disorders:
Frequent: Bradycardia, fibrillation atrial, palpitation.

Infreq Arrhythm|a AV bIock bundle branch block, cardiac arrest, extrasystoles, sick sinus syndrome,

Infrequent: Abnormal hepatic function, cholecystitis, cholelithiasis, increased gamma-glutamy! transferase,

olemia, hypergly hyperlipemia,

Frequent: Arthralgia, arthritis, back pain, bone fracture, leg cramps, leg pain, myalgia, pain.
Infrequent: Arthropathy, arthrosis, bone disorder, bone pain, bursitis, cramps, hernia, joint malformation,
muscle weakness, osteoporosis, spine malformation, stiffness, tendinitis, tendon disorder, vertebral disc

Infrequent: Coronary artery disorder, heart sounds abnormal, myocardial ischemia.

igh breast | (female),

d hemorrhage.

Frequent Agitation, behavnoral disturbance, confusion, delusion, paranoid reaction, paroniria.
g, ia, apathy, d d libido, delirium, dementia, depersonalization,
emational {ability, impaired concentration, increased libido, neurasis, psychosis, sleep disorder, stress

Infrequent: Atrophic vaginitis, breast pain {female), impotence, intermenstrual bleeding, unspecified uterine

urinary tract infection, viral inf

cellulitis, cystitis, fungal infection, herpes simplex, herpes zoster, moniliasis,

Infrequent: Abnormal chest sounds, apnea, bronchospasm, emphysema, hyperventilation, increased
sputum, laryngitis, pleural effusion, pulmonary disorder, pulmonary edema, respiratory disorder, respiratory

Body system/Adverse event Placebo (n=868) EXELON (n=1923) icular
Percent of patients with any adverse event 79 87 leer and Biliary System Dlsorders
Autonomic Nervous System Frequent: None.
Sweating increased 1 3 ; . "
ir hepatic enzymes.
Body as a Whole Metabolic and Nutritional Disorders:
Fatigue 5 7 Frequent: Dehydration, hypokalemia.
Asthenia 2 5 Infrequent: Cachexia, diabetes mellitus, gout, hyp
Malaise 2 4 hypoglycemia, hyponatremia, thirst.
Weight decrease <1 2 Musculoskeletal Disorders:
Cardiovascular Disorders, General
Hypertension 2 3
Central and Peripheral Nervous System "
Dizziness 11 19 disorder.
Headache 12 15 Myo-, Endo-, Pericardial and Valve Disorders:
Somnolence 3 5 Frequent: Angina pectoris, myocardial infarction.
Tremor 1 3 Neoplasms:
Gastrointestinal System Frequent: Basal cell carcinoma.
Nausea 12 37 Infrequent: Bladder carcinoma, carcinoma, colon carcinoma,
ngltlng 6 23 skin neoplasm, unspecifi cinoma,
Diarrhea n 16 Platelet, Bleeding, and Clotting Disorders:
Anorexia 3 13 Frequent: Epistaxis.
Ssgg(‘;‘;’s‘;' Pain 46 1; Infrequent: t purpura, thrombocytop
Psychiatric Disord
Constipation 4 5 sychiaiic Disorders:
Flatulence 2 4 rmal d
Eructation 1 2 - Abnarina
Psychiatric Disorders reaction, suicidal ideation.
Insomnia 7 8 Red Blood Cell Disorders:
Depression 4 5 Frequent: Anemia.
Anxiety 3 4 Infrequent: Anemia By, deficiency, hypochromic anemia.
Hallucination 3 4 Reproductive Disorders (Female & Male):
Nervousness 3 4 Frequent: Prostatic disorder.
Aggressive Reaction 2 3
Respiratory System disorder, vaginal hemorrhage, vaginitis.
Rhinitis 3 4 Mechanism Di
Dyspnea 1 2 Frequent: Infection, pneumonia, upper respiratory tract inf
- quent: Bacterial
SI’;ln gnd Appendages onychomycosis, ofitis media, parasitic infection, sepsis.
Turitus 1 2 Respiratory System:
Urinary System Frequent: Bronchitis, coughing, pharyngitis, sinusitis.
Urinary Incontinence 2 3
Micturition Frequency 1 2
Vision Disorders insufficiency.
Vision Abnormal 1 2 Skin and Appendages:

Other Adverse Events Observed During Clinicai Trials

EXELON has been administered to over 5297 individuals during clinical trials worldwide. Of these,

4326 patients have been treated for at Jeast 3 months, 3407 patients have been treated for at least

6 months, 2150 patients have been treated for 1 year, 1250 have been treated for 2 years, and 168 have
been treated for over 3 years. With regard to exposure to the highest dose, 1679 patients were exposed to
mean daily doses of 10-12 mg, 1659 patients treated for 3 months, 1504 patients treated for 6 months,
885 patients treated for 1 year, 629 patients treated for 2 years, and 86 treated for over 3 years. Treatment
emergent signs and symptoms that occurred during 8 controlled clinical trials and 9 open-label trials in
North America, Western Europe, Australia, South Africa and Japan were recorded as adverse events by
the clinical investigators using terminology of their own choosing. To provide an overall estimate of the
proportion of individuals having similar types of events, the events were grouped into a smaller number of
standardized categories using a modified WHO dictionary, and event frequencies were calculated across
all studies. These categories are used in the listing below. The frequencies represent the proportion of
5297 patients from these trials who experienced that event while receiving EXELON. Al adverse events
occurring at least 6 times are included, except for those already listed in Table 3, WHO terms too general to
be informative, or events less likely to be drug caused. 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 occurring in 1/100 to 1/1000 patients. These adverse events are not necessarily
related to EXELON treatment and in most cases were observed at a similar frequency in placebo-treated
patients in the controlled studies.

Autonomic Nervous System:

Frequent: Syncope.

Infrequent: Cold clammy skin, dry mouth, flushing, increased saliva.

Body as a Whole:

Frequent: Accidental trauma, allergy, chest pain, edema, fever, hot flushes, influenza-like symptoms,
overdose, rigors.

Infrequent: Allergic reaction, chest pain substernal, edema periorbital, facial edema, feeling cold, halitosis,
hypothermia, inflammatory reaction unspecified, pain, pallor, tumor unspecified, unspecified eyelid disorder,
weight increase.

Cardiovascular System:

Frequent: Cardiac failure, hypotension, peripheral edema, postural hypotension.

Infrequent: Chest pain, ECG abnormal, edema, generalized edema.

Central and Peripheral Nervous System:

Frequent: Abnormal gait, ataxia, convulsions, extrapyramidal disorder, paresthesia, vertigo.

Infrequent: Abnormal coordinati aphaSIa apraxia, coma, dysphonia, hyperkinesia, hyperreflexia,
hypertonia, hypc ia, h ia, involuntary muscle contractions, migraine, neuraigia,
neuropathy, nystagmus pareS|s perlpheral neuropathy, speech disorder.

Collagen Disorders:

Frequent: None.

Infrequent: Rheumatoid arthritis

Endocrine System:

Frequent: None.

Infrequent: Goitre, hypothyroidism.

Gastrointestinal System:

Frequent: Fecal incontinence, gastritis, tooth disorder.

Infrequent: Colitis, colorectal polyp, diverticulitis, duodenal ulcer, dysphagia, esophagitis, gastric ulcer,
gastroenteritis, gastroesophageal reflux, GI hemorrhage, gingivitis, glossitis, hematemesis, hernia, hiccup,
increased appetite, intestinal obstruction, melena, pancreatitis, peptic ulcer, rectal disorder, rectal
hemorrhage, tenesmus, tooth caries, ulcerative stomatitis.

Hearing and Vestibular Disorders:

Frequent: Tinnitus.

Infrequent: Deafness, earache, ear disorder unspecified, vestibular disorder.
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Frequent: Rash, skin disorder, skin ulceration.
Infrequent: Abscess, acne, alopecia, bullous eruption, contact dermatitis, dermatitis, dry skin, eczema,
eryth us rash, fur genital pruritus, hyperkeratosis, maculo-papular rash, nail disorder, ofitis
externa, psoriaform rash, seborrhea, skin cyst, skin discoloration, skin exfoliation, skin hypertrophy, sunburn,
urticaria, verruca.
Special Senses:
Frequent: None.
Infrequent: Loss of taste, perversion of taste.
Urinary System Disorders:
Frequent: Hematuria.
Infrequent: Acute renal failure, albuminuria, dysuria, micturition disorder, micturition urgency, nocturia,
polyuria, pyuria, renal calculus, renal cyst, renal function abnormal, unspecified bladder disorder, urethral
dlsorder unnary retention.

diac) Di
Frequent: Cerebrovascular disorder.
Infrequent: Aneurysm, circulatory disorder, hemorrhoids, intracranial hemorrhage, penpheral ischemia,
phlebitis, pulmonary embolism, thrombophlebitis deep, thrombosis, varicose vein, vascular disorder.
Vision Disorders:
Frequent: Cataract, conjunctivitis.
Infrequent: Abnormal lacrimation, blepharitis, conjunctivat hemarrhage, diplopia, eye abnormality, eye pain,
glaucoma.
White Cell and Resistance Disorders:
Frequent: None.
Infrequent: Leukocytosis, lymphadenopathy.
SYMPTOMS AND TREATMENT OF OVERDOSAGE
Symptoms: Overdosage with cholmesterase inhibitors can result in chollnerglc crisis characterised by
severe nausea, vomiting, salivati dycardia, ion, 1 y , collapse and
convulsions. Increasing muscle weakness is a possibility and may result in death i resplratory muscles are
involved.
Treatment: EXELON (rivastigmine as the hydrogen tanrate salt) has a short plasma half-life (about 1-
2 hours) and a mod duration of choli ion 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 utilised.
Tertiary anticholinergics such as atropine may be used as an antidote for EXELON overdosage. Intravenous
atropine sulfate titrated to effect is recommended: an initial dose of 1.0 to 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 hemofiltration) would not be
clinically indicated in the event of an overdose. In overdoses accompanied by severe nausea and vomiting,
the use of anti ics should be considered. In a d d case of a 46 mg overdose with EXELON, a
69 year old female patient experienced vomiting, incc hypertension, psychomotor retardation and
loss of consciousness. The patient was managed conservatively with only supportive measures and fully
recovered within 24 hours. Dose-related signs of toxicity in animals included lacrimation, excessive
salivation, vomiting, decreased locomotor activity, ataxia, twitches/flutters, tremors and clonic convulsions.
DOSAGE AND ADMINISTRATION
EXELON (rivastigmine as the hydrogen tartrate salf) capsules should only be prescnbed by (or following
consultation with) clinicians who are expi in the di is and of Alzheimer Disease.
Adults: The usual maintenance dose range for EXELON is 6-12 mg/day. The following dosage escalation
recommendations, derived from clinical trial data, are provided as a guide only, as individual tolerance to
dose increases will vary. The incidence of cholinergic adverse events associated with EXELON increase with
dose and are more prevalent in females (see ADVERSE REACTIONS section). The usual starting dose of
EXELON is 1.5 mg bid (3 mg/day). If this initial dose is well tolerated, after a minimum of 2 weeks the dose
may be increased to 3 mg bid (6 mg/day). Dose increases above 6 mg/day should proceed cautiously.

Continued on page A-33
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PRESCRIBING INFORMATION
THERAPEUTIC CLASSIFICATION
Immunomodulator

INDECATIONS 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 votume
of active brain lesions identified on Magnetic Resanance Imaging (MRI)
scans. Safety and efficacy have not been evaiuated 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 af 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 placebo-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® {interieron
beta-1a) to patients with pre-existing seizure disorder. 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 related
to the effects of MS alone, to AVONEX®, or to 3 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 arrhythmia, shoutd 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 stresstul to patients
with severe cardiac conditions.

Laboratory Tests

In addition to those taboratory tests normally required for monitoring
patients with MS, complete blood cell counts and white biood cell
differential, platelet counts, and blood chemistries, including liver and
thyroid function tests, are recommended during AVONEX® therapy. During
the placebo-centrolled study, complete bloed cell counts and white btoed
cell differential, platelet 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 interferons).
Patients with myelosuppression may require more intensive monitoring 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, costicosteroids 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 isolated 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 2 woman becomes pregnant or pians 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 humars.
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

recommended weekly human dose (based upon a body surface area com-
parison). 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

It is not known whethes 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®.

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

Information o Patients

Patients should be informed of the mast common adverse events associated
with AVONEX® administration, including symptoms associated with flu
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 (see Warnings).

When a physician determines that AVONEX® can be used outside of the
physician’s office, persons who wilt be administering AVONEX® should
receive instruction in reconstitution and injection, including the review of
the injection procedures (see information for the Patient). If a patient
is to setf-administer, the physical ability of that patient to self-inject

it ilarly should be assessed. If home use is chosen, the first
injection should be perfarmed 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 cauticned
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 interferon 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 related 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 s0 general as to be uninformative or more common
in the placebo-treated patients have been excluded.

AVONEX® has afso 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 subcutaneously (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 meg 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-Controlled Study

Adverse Event Placebo AVONEX®
(N=143) (N=158)
Body as a Whole
Headache 57% 67%
Flu-like symptoms {otherwise unspecified)*  40% 81%
Pain 20% 24%
Fever* 13% 23%
Asthenia 13% 21%
Chills* 7% 21%
Intection 6% H%
Abdominal pain 6% 9%
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Table 2
Adverse Events and Selected Laboratory Abnormalities
in the Placebo-Controlled Study

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%
Qvarian cyst 0% 3%
Ecchymosis injection site 1% 2%
Cardiovascular System
Syncope 2% 4%
Vasodilation 1% 4%
Digestive System
Nausea 23% 33%
Diarrhea 10% 16%
Dyspepsia 7% 1%
Anorexia 6% 7%
Hemic and Lymphatic System
Anemia* 3% 8%
Eosinophils = 10% 4% 5%
HCT (%) < 32 (females)

or < 37 (males) 1% 3%
Metabolic and Nutritional Disorders
SGOT =23 x ULN 1% 3%
Muscvloskeletal System
Muscle ache* 15% 34%
Arthralgia 5% 9%
Nervous System
Sleep difficult 16% 19%
Dizziness 13% 15%
Muscle spasm 6% %
Suicidal tendency 1% 4%
Seizure 0% 3%
Speech disorder 0% 3%
Afaxia 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 relapsing forms of muttiple sclerosis is 30 mcg injected
intramuscularly once a week.

AVONEX® is intended for use under the guidance and supervision of a
physician. Patients may self-inject only if their physician determines 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, one Micro Pin®,
one needle, and one adhesive bandage).
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Increases ta 4.5 mg bid (9 mg/day) and then 6 mg bid (12 mg/day) should also be based on good tolerability
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 (e.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.

Special Populations: For elderly patients (85 years old) with low body weight (especially females) or
serious comorbid diseases (see WARNINGS and PREGAUTIONS), it is recommended to start treatment with
less frequent dosing (1.5 mg once a day) and to escalate dosage at a slower rate than for adults.

Renally or hepatically impaired: For patients with renal or hepatic impairment (see PRECAUTIONS) it is
recommended that treatment be started with less frequent dosing (1.5 mg once a day} and that dose
escalation be slower than that recommended for adults. 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.

PHARMACEUTICAL INFORMATION

Trade Name: EXELON

Common Name: (S)-N-Ethyl-N-methyl-3-[1-(dimethylamino)ethyf]-phenylcarbamate hydrogen-(2R,3R)-
tartrate, also referred to as (+)(S)-N-Ethyl-3[(1-dimethyl-aminoethyl] - N-methyl-phenylcarbamate hydrogen
tarirate. The optical rotation of the base is (-); the optical rotation of the (+) hydrogen tartrate salt is (+).
Structural Formula:

0
CH,
CH,
0 N CH,

o, _CyHs0,

Molecular Fermula: Cy.H:.N.0, hydrogen tartrate

Molecular Weight: 400.43

Description: White 1o off-white, fine crystalline powder

Melting Point: 123.0-127.0C

Solubilities: Very soluble in water, soluble in ethanol and acetonitrile, slightly soluble in n-octanol and very
slightly soluble in ethyl acetate.

pK, in n-octanoi/p buffer atpH 7: 8.85

Composition of EXELON: Each hard gelatin capsule contains 1.5, 3.0, 4.5, or 6.0 mg of rivastigmine base.
Inactive ingredients are: hydroxypropyl methylcellulose; magnesium stearate; microcrystalline cellulose;
silicon dioxide; hard gelatin capsules contain: gelatin, titanium dioxide and red and/or yellow iron oxides.
Storage Requirements: Store at room temperature (below 30°C).

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 bottles 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.

Product Monograph available on request.

*Registered trademark EXE-00-06-4980E

Member
Novartis Pharmaceuticals Canada Inc.
Dorval, Québec HIS 1A9
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KING MEDICAL

THE CANADIAN
ELECTRODE PLACE

JARI - CHALGREN
+ KENDALL - NUTAB
KING MEDICAL
MEDICOTEST
- BLUE SENSOR
- NEUROLINE
MEDTRONIC
+ 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

Biogen
Avonex — A-4,A-5,A-12,A-13,A-32

GlaxoSmithKline
Imitrex — IBC, A-21,A-22
Requip — A-3,A-25

Janssen-Ortho
Topamax — A-6,A-7, A-10, A-11,A-23, A-24

Novartis
Exelon — OBC, A-29, A-30,A-31,A-33

Pfizer
Aricept — A-15,A-26

Serono
Rebif — IFC, A-16, A-17,A-18, A-19, A-20

Teva Neuroscience
Copaxone — A-9,A-27, A-28

Classified Ads — A-33, A-34, A-35

A-33
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Movement Disorder
Neurologist

We are looking for a second Neurologist with clinical
expertise in Movement Disorders to join our unique
multi-disciplinary group at the Centre for Movement
Disorders in the Toronto area. The position primarily
includes the provision of clinical services focused on
Parkinson’s and Huntington’s disease together with
nurse specialists and social work services. Research
opportunities will include collaborative studies with
the Centre’s existing projects in clinical trials and
observational studies, epidemiology, positron
emission tomography, health service delivery and
post-mortem neurochemistry projects as well as the
opportunity to initiate new projects and programs.
This program is supported by the Ministry of Health
and Long-Term Care. The successful candidate must
be eligible to be licensed in the Province of Ontario,
to obtain certification by the Royal College of
Physicians and Surgeons of Canada as well as being a
citizen of Canada or eligible for landed immigrant
status. Please fax curriculum vitae to Mark Guttman
MD, FRCPC at 905-472-6270.

Subscribe Now!!!

CJNS is now on-line!

For subscription details contact:

Canadian Journal of Neurological Sciences

PO Box 5456, Stn. A,

Calgary AB Canada T2H 1X8

Tel: (403) 229-9575 Fax: (403) 229-1661
E-mail: journal@cjns.org Web site: www.cjns.org

SUBSCRIPTION RATES
Canada* US & Foreign

Members $C 70.00 $US 68.00
Student Members $C 35.00 $US 34.00
Non-Members $C 7700 $US 75.00

Students Non-Members  $C 38.50 $US 37.50
* include 7% GST or 15% HST
Agent discount 5%
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Spinal Neurosurgeon
L:ﬂ]

UNIVERSITY OF

CALGARY

The Department of Clinical Neurosciences and the Calgary Health
Region invite applications for a full-time academic position as a neuro-
surgeon with special expertise in spinal neurosurgery at the Assistant
Professor level or higher to be responsible for teaching, research and
patient care. We are seeking an outstanding and innovative academic
candidate who will help to advance the field of spinal neurosurgery in
collaboration with two spinal neurosurgical colleagues.

The Region comprises four teaching hospitals situated in the city of
Calgary, and serves residents of southern Alberta, British Columbia and
Saskatchewan. The Department of Clinical Neurosciences, a progressive
clinical and academic department, is part of the rapidly growing Faculty of
Medicine, which is in the process of building a major new research facility.
Calgary is a vibrant multicultural city (population ~1,000,000) near the
Rocky Mountains, Banff National Park and Lake Louise.

S%s

Creating the future of health.

Qualifications include a FRCSC or equivatent in neurosurgery and
eligibility for licensure in the Province of Atberta. In addition to general
neurosurgical training, at least one year of specialized fellowship
training in spinal neurosurgery is required.

Please forward a curriculum vitae and the names of three referees by
May 31, 2002 to:

Dr. Themas E. Feashy, Head

Department of Clinical Neurosciences

Foothills Hospital, 1403 ~ 29 Street N.W.

Calgary, Alberta, Canada T2N 279

In accordance with Canadian immigration requirements, priority will be given
to Canadian citizens and permanent residents of Canada. The University of
Calgary respects, appreciates and encourages diversity.

™% SOUTHLAKE

‘ REGIONAL HEALTH CENTRE

Southlake Regional Health Centre, is undergoing a $120 millfon
expansion and redevelopment to support primary, secondary and tertiary
cdre prograins tncluding cardiovascular suvgery. The conpleted profect
will bouse 421 patient beds and an ER with 52 stretchers. The primary
catchment population is ~200,000 with escalating growth within the
beautiful region of York.

www.soutblakeregional.ory

Neurologist

SRHC, a community hospital, 50 km north of Toronto, is seeking a
Neurologist (FRCPC) with specific interest and expertise in cere-
brovascular disease to develop the Stroke Program into a regional
service, As part of the neurology rehab team, the successful candi-
date will provide consultation service to the hospital and, through
his/her private office, to the community’s 270+ physicians. There is
no current call expectation.

This is an attractive opportunity to quickly build a busy practice and
work in a dynamic centre with a full complement of major special-
ists and subspecialists providing regional programs in a collaborative
effort with neighbouring communities. Short profile displayed at
www.medfall.com

Interested Parties please forward CV in confidence to
Laurie Fulcher RN, The Medfall Group, 103-6453 Morrison Street,
Niagara Falls, L2E 7HI Tel: 905-634-5010, Fax $05-357-2601,
Email: fulcher@medfall.com

Healthcare Executive and Physician Search TheM E df AI_I_ @

www.medfall.com Group

S
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For future meetings see our web site

WWW.CCNS.org

or fax +(403) 229-1661

June 18-22, 2002
Vancouver, Canada

CCNS/CCSN

Tuesday June 18, 2002

Pre-Congress Courses * Plenary Session ll: Neuroimaging
.................................. Michael Apuzzo (Los Angeles, USA)
................................ James Barkovich (San Francisco, USA)

Friday June 21, 2002

* Neurobiology Review Course

* ALS Strategies for Quality of Life and Quality of Care
* Unusual Movement Disorder Video Session * Platform Sessions

» Epilepsy Video Session *  What's New in Epilepsy?

« Update on Peripheral Nerve Surgery

* Ultrasound in Neurology

Neuroscience Challenge and Social Night

Wednesday June 19, 2002

Course Day

« Complications in Spinal Neurosurgery: Strategies for
Avoidance and Management

Saturday June 22, 2002

* Evidence Based Neurology
+ Update on Radiosurgery
* Introduction of Design and Analysis of Clinical Research

» Clinical Electromyography: Fundamentals and New
Approaches

* Neurophysiology Course
* Imaging in Neurocritical Care
Welcome Reception

Thursday June 20, 2002

* Meet the Expert Breakfast: Neurosurgery

* Plenary Session |: Neurogenetics

Rick Hansen (Vancouver, BC)
............................. Peter St. George-Hyslop (Toronto, ON)
................................. Sam Berkovic (Heidelberg, Australia)

* Platform Sessions

+ Grand rounds

» A Review of Creutzfeldt-Jacob Disease Course

Poster viewing Wine and Cheese

https://doi.org/10.1017/50317167100050277 Published online by Cambridge University Press

* Plenary Session lll: Neuroinflammation,
Good and Bad

Norman Latov (New York, USA)
................................ John Pollard (Camperdown, Australia)

» Child Neurology Day

» Stroke Care 2002 — Prevention and Treatment

* Multiple Sclerosis Course

3 th

meeting of the
Canadian Congress of
Neurological Sciences

Special joint meeting with the

Australian Association of Neurologists
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HELP STOP MIGRAINES FAST

A reliable track record
» 340,000,000 migraine attacks treated worldwide'

B . . . L 2
I M I TR E X° *Fastonset-Startsinjust 10 to 30 minutes

SUMATRIBTAN BUGBINATE * Onset of action: T0-15 min. subcutaneous, 15 min. nasal spray, 30 min. tablet.
iaf 0 : 3t
PTTCIS I T » Fast relief —Up to 86% efficacy was shown at 2 hours

_ »» Established tolerability profile?*
T™*
A ﬁz SKEY Wiy back. » Flexible formats for fast relief?

T Multicentre, multinational open-label study of 288 patients receiving single oral doses of IMITREX® 100 mg. Efficacy was measured as reduction
in headache pain from severe or moderate (grade for 2) to mild or no pain (grade 1 or 0).

} The most common adverse events with Imitrex 100 mg p.o. were: nausea (11% vs. 5.8% for placebo), malaise/fatigue (9.5% vs. 5.1% for
placebo), and sensations (body region unspecified) (9% vs. 4.5% for placebo).

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 dgeripheral vascular symptoms, valvular
1

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.

*IMITREX is a registered trademark, used under license by GlaxoSmithKline Inc.
™used under license by GlaxoSmithKline Inc.

mithKline  &* ()
Product Monograph available to health care professionals upon request. @Glaxos t e RQ

For brief prescribing information see pages A-21, A-22
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Exelon can make a difference in patients
with Alzheimer Disease

The only dual-acting cholinesterase inhibitor' EXELON (rivastigmine as the hydrogen tartrate salt) is indicated for the

; 1 me il srate de 5 :
EXELON can help enhance cholinergic activity in the brain by symptomatic treatment of mild to moderate dementia of the Alzheimer type

inhibiting acetylcholinesterase. In addition, EXELON also inhibits
butyrylcholinesterase.

The maost 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

Proven efficacy' in 3 key domains - the ABCs of therapy, the most common side effects at doses of 6-12 mg/day were
Alzheimer Disease nausea (15%), vomiting (14%) and dizziness (10%).

Activities of Daily Living were maintained or improved with a EXELON has not been studied in controlled clinical trials for longer than
mean difference of more than 3 points vs. placebo on the PDS 6 months. There is no evidence that rivastigmine alters the course of the
(p<0.05)." underlying dementing process

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

parative chimcal significanc 1wl been established
L 1 EXELON de
Cognitive function was maintained or enhanced by a mean + Double bind, randormizad, pacebo-contiolled international mulicentee cnial il =725
difference of almost 5 points vs. placebo on the ADAS-Cog : ',.m,p
(p<000]) 5 ||1I|t||

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

DUAL ACTING

-“£EXELON

(rivastigmine)

whuct Monograph avadlable upon r

{ ! NOVARTIS (Sowcssminsbs o (Gb) T To Help Preserve Independence

For brief prescribing information see pages A-29, A-30, A-31, A-33
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