Once-a-day

IO Aricept

donepezil HCl 5 & 10 mg tablets
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Table 3. Adwerse Events Reported in Cairolled Clinical Triaks in at Least 2% of Pafieats Receiving ARICEPT and at  Higher Frequency thaa Placebo-Treated Palients
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Cholinomimetics can cause a reduction of sezure treshold,increzsing the rik of seuses. However, seizure activity may aiso be a maniestation of Alcheimer' disease. The
riskhenefit of ARIGEPT teatment fo patients with a history of secaure disaeder musttherefore be carefully evauated, ARICEPT has nolbesn studied n patiests with moderately
seete of severe Altheimer's disease, non-Alzheimer dementias or Individuals with Parlossoeian keatures. The eficacy and salety of ARICEPT in these pabient populztions is
uniniowr. Pufmanary Congitioes: Because of eir cholinamimetic zction, cholinesterass inhiitors should be peescribed with care b palients with a Nistory of asthma or
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shoukd b taken inreating patents with active covonary arkey desease and congestive heart fae. Symoopal pisodes have been reported in assorizbon wih e s of ARICEPT, 1t s
recommendad that ARICEPT shoud nof be e in patients wilh casdias conduction abnormaliies (smep for right bunde branch tiock) ncleding “sick sinus syndrome” and Bnse
it wnerplaned symvopal epsodes. GastraisestinalTheough ther primary acsion, choineserese nhiburs may be expected o incease gasiric acid secreon dos b ncreased
mmmmmmuwmmnummdum;mm:mmmmumrmmmmw
antiinfammtry drugs (SAIDS) inc 4 i id (ASA), shosid be monioeed forsymptoms o acive orcocul gastrintestina beeding, Cinical
mummmmmmwmmmummumumw&emmm
ARICEPT, 352 prefictable consequence of s pharmasalngical propertes, has been shaown 1o produce, i continkied it Alnheimer's disease, dianhea,
nawsea and vomiting, These effects, when they oceur, appear more Irequently with the 10 mg dose than with the 5 mg dosz. In most cases. Shese effets have usualy besn
mild and transiest, sometimes lasting one -bo- three waeks and have resoived durieq confised use of ARICEPT. {5e¢ ADYERSE REACTIONS Section) Treztment with the
5 myiday dose hor 46 weeks prior 10 increasing the sose 10 10 myday is associated with 2 lower incdence of gastrointestingl intolerznce. Gamlsurinary: Altcugh not
clszrved in cinicaltrials of ARICEPT, cholisomimebis may causa bladder outfiow obstruction. PRECAUTIONS Cancomitaat Use with other Drugs: Use wilb Articholinergics:
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careydskbnet assssmentand incuds close monasing oradiers events. Caution is aised regarding the use of ARICERT doses above 5 mg in i paintpoguiation
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Table 1. Most Fraqueat Adverse Events Leading to Withdrawal from Contralled Clisical Trisls by Dose Group

dickonary and event d atress all stodies, These cal
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‘ocourting & least twice ane included. mmwmwm&umummmm evenls occuring &l an mcidesos >2%). Also excluded ane
COSTARTIerms (oo genera fobe infoemative, or ing in21% and <2% of patents
(i, n 17100 10 2100 patients: frequen) cein« 1% of patents 12 At mmmmmmummmumm
and in mis] cases were observed al a simiar fraquency i plaoebertreated patients in the conlrofid studies. Adverss Events Occarriag in 21% and <2% ar 1% ol Palients
Reseiviag ARICEPT: Body 25 2 Whole: (21% and <2%) influsnzz, chest pain, toothache, <1%) fever edema face, periorhital edema. hernia hiatal, abscess, ceduits, ks,
genersized coldness, head fllnss, head pressure, lstiessness. Cardiovascatar System: (21% and <2%) hypertession, vasodiaton, atra ibilaion, hat fashes,
ypetension; (<1%) angina pectocts, postural hypotension, myocandial infarcsion, premature vestricular contraction, arhythmia, AV Block (first degree), congestive beart
faure, arerits, bradycanda, peiphera vascula disease, sepraventricur lachycanda, deep ves thrombosss. Digestive Systen (21% 2nd <2%) faeca inctalinence,
Gastroéntestinal besding, bloating, epigastriz pain, (c1%) enuckition, ingiets, mcreased appetite, Batulence, periodontal absosss, chaleithizsis, dwericufitis, drookeg, dry
polydipsa, duodenal ulcer, stomach ulcr. Endoerin System: (<1%) dabetes melilus, goier. Hemic & Lymphatc System: (<1%) asabmia Inombocythema,
eombacyiapeniz ecsincphita, eryhrocylopeniz. Metabolc and Natritional Disorders: (21% 2nd <2%) dehydrabon; (<1'%) guet. ypokalemsa. increased creatin kindse,
hyperghyeemsa, weight mcrease, increased lactale dehydrogenass. Museulosheletal Syste: (21% and <2%) bon fracture; {<1%) muscle weaknéss, muscle fasciodation.
Nervous System: (2% and <Z%) delesinns. inemor, reitabikty, paresfhesia, aggression, verbpo, alax, ibido increased, restiessness, abnoemal crying, nerviusness, aphasiz
{«c1%) cerehrovastular acident, inracraial hemahage, freasient ischemic atack, emotional labity, neuralia, coldness (iocalzed). musce spasm, dysghoria, gat
aocamalty, ypertonia, hypokinsia.nessodirmats, numbness loalzed), paanc, dyserthia, dysphasa, hosity,Gecrased i, meachols, emotional widraws,
nystiagenas, pacing, sedures. Respieatiry Systea (21% and <2%) dyspnea, soe teoat bronchis 1%} epistans, postnasa drip, presmonia, hyperventiatia, puimorary
congestion, wheezing, yporia,sharyegiis, leursy, pulmanary colapse,seep pnea, sourig. Stinand Appendages:{21% and 2% abresion,proites, Gapboresis, wicarz
{<1%) dermatitis, erythema, skin discoloration, hyperkeratosis, opecia, fungal dermatitis, herpes 2oster, hirsutism, skin siriae, might sweats, siin ulcer.
Spevial Senses: (1% ind %) calasac, eye rritabon, burred vison, [c1%) dy eyes, glesooma, sarache, Snnitus, Mepharits, streased hearing. retinal hemarthage, olits
xama, ot meda, bad baste, confunctival hemarrhage, ear buzzing, mosion sickmess, spats before eyes. Urnpenital System: (21% and <2%) unnary incontinence, rachuria;
%) dysei, hemaora, rinary sncy, melrovThagia. cysis, enuess, prosat hypeophy, pylonepis, iy o ety badder, eeat Sbreaginusis, Frcystic
east mastis, pyura. renal S, vagits. Long-Term Salely:Paiens wireexpasid 1o ARICEPT i e cpen-abel extension st (1<B85)ofovr o years. ncoe ol
the stodies, 763 patiants who peesiously completed ane of two placebo-conkrolied studies of 15 o 30 weeks duration comnued to recerve ARICEPT and were evalabed Jor
safety and neuropsychological evaluations for up t0 152 wesks; the saely peofle of ARICEPT in this evtension study remaned consistant with at observed in placeb-
caontrolied trils, Following ons and two yeass of breatmeat, Th% (=580 and 43% (=374 of these paients, respectivedy, wers stll receiving Sherapy (cumulatig weeks 48
and 108). Prstmarketing Reports: Voluntzry reports of adverse evesds temporally associsted wilh ARICEPT that have been recenved since market inroduction Bl are pot
isted above, and that thers is inadequati data b deteemine the casal relationship wifh the drug incleds he following: abdominal pan, aptalion, chakecystits, confusion,
convutsions, hallucinations, heart block (2l ypes), hemolytic anemi, hegatits, hyporatremia, pancreatis, &nd rash. DOSAGE AND ADMINISTRATION ARICEPT {donzpeal
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The racommesded inifal dos2 of ARICERT is 5 my taken cece dadly, Tharapy with the 5 mq dose shoeld be mank &6 sk before consideriog a dose increzse,
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modiication. Thereis pvidence 10 suggest Shat e frequency of these J "mummmdmmmnmsmmmw
1o ncrezsing the dosa 1 10 matday. An open-tabe study was conducted with 69 patients who received placebe i the 13- and 3-wesk sdis. These patiants recsived 3
5 mday dose for 6 weeks prior b iitiling ireatment wih 10 myiday. The rakes of comman adverse events weee owes than those sten in conbrolied clinical ria patints
who received 10 mgiday after ondy 2 one-weel iniia treatment period with 2 5 m daily duse, and were comparabs %0 the rales noled in patients trealed only with
5 mg'dzy. See Table 2 for 2 comparicon of the mast common adverse svenls following ane- and siu-week inital treztment periods with 5 my/day ARICEPT
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Interferon beta-1a

Rebit

11150 (3MILI), 44 g (12MIL) fyophilized powdet fof injection
22 pg (BMILIVD.5me, 44 g {12NIUNO SmL liguid formulation for injection

THERAPEUTIC CLASSIFICATION
Immunomodulator

ACTIONS AND CLINICAL PHARMACOLOGY

Descriphion. Rebit® (Interferon beta-1a) s a purified, sterile giycopratein product pro-

duced by recombinant DNA lechnigues and formulated for use by injection. The active

ingredient of Rebif* is produced by genelically engineered Chinese Hamster Ovary

(CHO) cells. Interferan beta-1a fs 3 highly purified glycoprotein that has 166 amino

acids and an approximate molecular weight of 22,500 dattons. it contains 3 single N-

linked carbohydrate moely atfached to Asn-80 simitar to that of natural human

Interferon beta. The specific activity of Rebi™ is approximately .27 million intermation-

a units (MILIYmog Interferon beta-1a The unit measurement is derived by comparing

the antiviral activity of the producl 1o an in-house natural hIFN-8 NIH standard that is

obtained from human fibroblasts (BILS 11), which has been calibraled against the NiH

natural FN-0 standard (GB 23-902-531). General: Interferons are a family of naturally

occurming proteins, which have molecular weights ranging from 15,000 to 21,000 dak

lons. Three major classes of interlerons have been identified: alpha, beta, gamma

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

binlogic activities

Interferon beta-1a acts thiough various mechanisms

elmmunomodulation through the induction of cell membrane components of the major
histocompatibility compiex i ., MHC Class | antigens, an increase in natural killer
(NK) cell activity, and an inhibition ol IFN-y induced MHC Class Il antigen expres-
sion, a5 wed a5 3 sustained reduction in TNF level

sAntiviral effect through the induction of proteins like 2'-5' oligoadenylate
synihetase and p78

«Antipeoliferative effect through ditect cylostatic activity and indirect through
antitumoral immune response enhancement.

The mechanism of action of Rebit® in relapsing-remitting multipde sclerosis is still

undef imvestigation

Relapsing-Remitting Multiple Sclerosis

Two prvotal studies, inchuding a total of 628 patients, evaluated the long-lerm salety

and efficacy of Rebif™ when administered subcutaneously three limes weekly 1o relaps-

ing-remiting multiple sclerosis patients. The results indicale that Rebif® aiters the nat-

ural course of retapsing-remilting multiple sclerosis. EMicacy was demonstrated with

respect to the 3 major aspects of this drsease: disability (patients EDSS 0-5), exacerba:

tions, and burden of disease and activity as measured by MRI scans.

PRISMS STUDY

I the Larger trial, 2 total of 560 patients diagnosed with clinically definde of laboratory-
supported relapsing-remitting multiple scleroses EDSS 0-5 with at least a 1-year histo-
ty before shudy entry, were enrolled and randomized 1o the 3 treatments (placebo, 22 pg
(6MIL) Rebif™, or 44 g (12MI) Rebit*) in a ratio of 1:1:1. About 0% of patients
completed the 2 years of trealment, and very lew patients withdrew from the study due
10 adverse events

The main crileria for inclusion were:

» hislory of 2 o more acute exacerbations i the 2 years prior to study entry

* N previus Systemic Ireatment with mlerderons

* o ireatment with corticosteroids or ACTH in the 2 months preceding study entry

* o exacerbiation in the 8 weeks priot 10 study entry

Patients wese evaluated at 3-month periods, during exacerbations and coinciding with
MR scanning. Each patient underwen! cranial proton density/T,-weighted (PDYTZ) MRI
scans 3 baseline and every 6 months during the study. A subiset of patients underwent
PD/T2 and T;-weighted (T1) Gd-MRI scans one month before the start of treatment, at
basefine and then manthly unlil the end of the first @ months of teatment. Of those,
another subset of 39 continued with the monthly scans throughout the 24 month treat-
ment period

This study demonsirated that Redif® at  total dose of 66 or 132 g weekly, significantly
improved all 3 major outcomes, including exacerbation rale, disease activily and
burden of disease as measured by MRI scanning and progression of disabilty. In addi-
tiom, the shudy Showed that Retif® is eflective in detaying the progression in disabilty
in patients with an EDSS of 4.0 or higher who are known to progress mare fapidly.
Also. the drug reduced the requirements for sterids 1o treal multiple sclerosis and, al
132 g weekly Rebif® reduced the number of hospitalizations lor muliple sclerosis.

The results aer one year of trealment were also significant
[Etfect on time fo first progression in disabibity

Two-ysar results: Al the end ol this study, 62 patients continued treatment for a fur-
ther 18 months. Each of these patients contenued to receive the dose o which they were
randomized. Validation of the results of the 2 year treatment period is ongoing, however,
the: results from the continuation of ireatment al both doses demonstrate that Rebif®

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

Hospitalization for multiple sclerosis: The observed mean numbers of hospitaliztions
for MS in the Rebif* 66 and 132 pg weekly groups represented reductions of 21% and
48%, respectively, from that in the placeto group.

Cohort of patients with high baseline EDSS (baseline EDSS >3.5):
Additional analyses were conducted in order 1o Sludy the efficacy of Rebif® in popula-
fions of patients with adverse predictive outcome factors, who wene likely 1o be at higher
risk for progression in disability The primary predictive factor examined was baseling
EDSS >3.5. Patients in this cohon have a more Severe degree of disability and are at
higher risk for progression than those with lower EDSS. natural history studies have
shown that patients at EDSS levels of 4.0 to 5.0 spend kss time a these EDSS levels
than a1 lower levels of disability. Treatment with Rebil® a1 both doses significantly
reduced the mean exacerbation count per patien! compared 1o placebo treatment.
Progression in this group of patients is of particular concesn, as f involves development
of difficulty in ambulation. The 132 pg weekly dose significantly prolonged time 1o
confirmed progression wheraas the 66 pg weekly dose did not. Both doses of Rebif®
significantly affected percent change from baseling in MRI burden of disease in the
high-EDSS cohort, and the 132 pg weekly dose significantly reduced the number of T2
active lesions in this population. The efficacy results in this cohort of patients with
established disability confirms thal the 132 pg weekly dose has a marked effect on

progression in disability and the underlying pathology of the disease.
Effect on EDSS cobort)

| Efficacy parameters %

Mzan # exacerbations

# and % of exacerbation-iree patents
p-value® [Redif* vs placebo)

d it dose-dependent eftect in reducing the relapse rate and the brain lesion
volume defected by T2 weight MRI scans compared to the observation period, which
corroborates 1he findings of the longer, placebo-controlied study

Condyloma acuminatum; The results from four double-blind, placebo-controfied
studies, including 349 patients (aged 17-62), each reveal that Rebil®, when injected
intralesionally at a dose of 3.67 pg (IMIU)Mesion 3 times per week for 3 weeks, i effics-
cious in the treatment of condyloma acuminatum in men and women. This efficacy is
evidenced by both the induction of complete disappearance of lesions as well & the
reduction in the area of lesions. The majority of ireated pabients in these shudies had
recurrent warts that had failed previous treatments. The numiber of lesions trealed per
patient was between 3 and 8. as stated in the summary table below.
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INDICATIONS AND CLINICAL USE
Multiple Sclerosis: Rebit* (Interleron beta- 1) is indicated for the treatment of relaps-

Log-knear model

Progression in dizability by one point on the EDSS (igh-E0SS cohort)
Treatment Group

[Revim1z2pgwoenty | @ | m
“extiisdes patients lost 10 fotlow-up wishaut progression

MAI Burden of Disease: % Change (High-EDSS cabort)

Burden of disease - Median % change
Burden of disaase - Mean % change
p-value® (Fiebif® vs placeba)

“ANGVA on the ranks
‘Number ol T2 Active Lesions (High-EDSS cohort)
Number of T2 Acthve Lesions
i Wan pvalue®
i
17 p-‘n'm'?""'m
Rebi® 132 2g weekly 03 T e placene

“ANOVA on the ranks

CROSS-OVER STUDY
The other study was an open cross-over design, with MRI evaluations canducted in 3
btinded tashion Envolled in this study were 58 patients between the ages of 15 and 45
years, wilh clinically definite and/or laboralory supponted relapsing-remitting MS for up
1o 10 years in duration. The main inclusion crileria included
* al least 2 relapses in th previous 2 years
* EDSS score between 1-5
* ) corticosteroid of plasmapheresis treatments o administration

of gamma globulins within the 3 monihs prior 1o study
* no immunomodulating o immunosuppressive therapy for the & months prior

1o the study
* ahsence of HBsAg and HIV antibodies.
Once enrolled, patients remained under clinical observalion for 6 mondhs with assess-
ments of their neurological status and other parameters. and extensive moniforing of
exacerbations Patients were then randomized to treatment with gither 11 pg (3MIU)
(=35 or 33 g (IMILI) (n=33) of Rebif*, sell-administered subcutaneously three limes
perweek The total dose was therefore 33 or 99 g weekdy

Six-months observation vs six-months treatment:

Treatment with Rebit* at both doses used in this study, achieved a statishcally signiff-
canl reduction in both the MRI evidence of MS activily in the beain and the clinical
relapse rake versus the comresponding observation periods. This pattern of improvement
was also reflected in additional MRI measures. In the biannual T2-weighted scans,
reduction in the mean number of new lesions and in the mean number of enlarging
Jesions was demonstrated
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Vg g muitiple sclerosis in patients with an EDSS between 0 and 5.0,
o reduce the number and sevenity of clinical exacerbations, slow the progression of
physécal disability, reduce the requirement for steroids, and reduce the number of haspr-
talizations for treatmenl of multipie sclerosis. The efficacy has been confirmed by T1-Gd
enhanced and T2 (burden of disease) MRI evaluations. Evidence of efficacy beyond 2
years i nol known since the primary evidence ol efficacy derives from 2-year trials
Condyloma acuminatum: Rebif* is best suited for the patient who has less than nine
lesions, and who has failed several prior treatments. In the case of patients with nine or
mofe lesions, i the first Rebif® ireatment is successhul, the remaining lesions could be
treated with a second course of Rebif® therapy. Rebif™ should also be considered for the
treatment of condyloma acuminatum in patients for whom the side-gltects lrom other
treatments, g0, scarring, are of concemn. While not al patients who weee treaed with
Rebit* attained a complete response, palients whose lesions decreased in sze and had
a least a partial response may have atso benefifted from Ireatment because lesion
shrinkage may facilitale subsequent management with olher therapees, as has been
reported with IFN-alpha.

CONTRAINDICATIONS: Rebif™ (Interferon befa- 13) is contraindicated in patients with

a known hypersensitivity to natural or recombinant interferon beta, albumin {human), or
other companent of the formulation

WARNINGS: Rebi* (Interferon beta-1a) should be used under the supervision of 2

physician

Relapsing-Remitting Multiple Sclerosis: Depression and suicidal ieation are
known 1o occur af an increased frequency in the mulliple sclerosis poputation, The use
of Retit* has nol been associaled with an increase in the incidence and/or sevesity of
depression, or with an increased incidence of suicide attempls of suicide. In the retaps-
ing-remitting multiple sclerosis study, a simitar incidence of depression was seen in the
placebo-treated group and in the twa Retil™ patient groups. Nevertheless, patients with
depression should be closely monitared for signs of significant worsening of depression
or suicidal ideation The firs! injection should be performed under the supervision of an
approprialely quatified health care prolessional

Condyloma: All injections should be administersd by a qualitied health care profes-
signal

PRECAUTIONS

General: Patients should be informed of the mos! comman adverse events associated
with inferferon beta adminsstration, including symptoms of the fu-like syndrome (see
Adverse Reactions) These symploms tend to be most prominent af the initiation of therapy
and decrease in requency and Sevesity wilh continued treatment

Based on the results of clinical trials of Rebif® in MS, in which more than 500 patients
were randomized |o drug ireatment, there is no indication of an increased risk of seizure
disorder with Rebif* therapy. However, since seizures have been reporied wilh ofher
interferon theragées, caution should be exercised when administering interderon-beta- 12
to patients with pre-existing seizures disorder. For patients without @ pre-existing
seiure disorder who develop seizures during therapy. an eliologic basis should be
established and appropriale anti-convulsant therapy instituted prior lo considering
resuming freatment with Rebit™ The effect of Rebit® administration on the medical
management of patients with seinge disorder is unknown.

Senem neutralising antibodies against Rebit® (interferon beta-1a) may develop.

The precise incidence and clinical significance of antibodies is as yet uncertam (see
Adverse Reactions), Hypersensitivity reachions, both local and systemic, have developed
during therapy with Rebif*

Intralesional injections can be paindul to some patients reated lor condyloma acuminata
In such cases an anaesthelic cream such as lidocaine-prilocaing can be used
Pregaancy and Lactation: Rebif* should not be administesed in case of pregnancy
and lactation There are no studies ol inlerderon beta-1a in pregnant women. Al high
doses in monkeys, abortitacent etects wese observed with other interferons. Fertile
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women receving Rebif® should take appropriale contraceptive measures. Patients plan-
ning for pregnancy and those becoming pregnant Should be informed of the potential
hazards of inkererons to the foetus and Rebif® should be discontinued. I is nol known
whelher Rebif® is excreted in human milk. Because of the potential for serious adverse
reactions in nursing intants, a decision should be made either to discontinue nursing or
o discantinue Rebif® therapy

Pedialric use: There is no experience with Rebif® in children undes 16 years of age
with multiple sclerosis or condyloma and terefore Rebit* should not be used in this

population

Palients with Special Diseases and Conditions: Caution should be used and
close monitoring considered when administering Rebif® 1o patients with severe renal and
hepatic failure, patients with severe myelosuppression, and depressive patients,

Drug Interaction: No formal drug interaction studies have béen conducted with Rebit®
fn humans. Interierons have been reported 1o reduce the activity of hepalic cytochrome
p450-dependent enzymes in humans and animals. Caution should be exercised when
administering Rebil® in combination with medicinal products that have a narow
therapeutic index and are Largely degendent on the hepalic cylochrome p450 system for
clearance, e.g. antiepileptics and some classes ol antidepressants. The interaction of
Rebi* with corticosteroids or ACTH has not been studied systematically. Clinical
studies indicate that multiple sclerosis patients can receive Rebif* and corticosteroids or
ACTH during relapses. Rebif®™ should not be mixed with ofher drugs in the same syringe
Laboratory Tests

Relapsing-Remitting Multiple Sclerosis: Laboratory abnormalities are assoiated
with the use of interterons. Therelore, in addition o those laboratory lests nomally
required for mondoring patients with multiple sclerosis, complele and differential white
biood cell counts, platelet counts and blood chemistries, including liver and thyroid
function fests are recommended during Rebif® therapy. These tests should be performed
a months 1, 3 and 6, and every 6 months thereafler,

Condyloma acuminata: Same as relapsing remitling mulliple sclefosis but tend not
o be as severs because of dose and length of treatment.

Information to be provided to the patienk: Flu-like symploms (fever, headache,
chills, muscle aches) are not uncommon following iniliation of therapy with Rebif*
Acetaminophen may be used for refiel of flu-like symploms. Patients should contac!
their physician or pharmacist if they experience any undesirable effects. Depression may
occut in patients with relapsing-remitting multiple sclerosis and may occur while
patients are taking Rebif®. Patients should be asked to contact their physician should
they beel depressed. Patients should be advised nol o stop or modily their treatment
uniess instructed by their physician. Instruction on self-injection lechnique and proce-
dures. patients trealed for relapsing-remilting multiple scletosis should be instructed in
the use of aseptic lechnique when administering Rebil®. Appropriate instruction for
reconstifution of Rebif® and self-injection should be given including caretul review of the
Rebif® patient leafiet. The first injection should be performexd under the supervision of an
aporopeiately qualified health care professional. Injection sites should be rolated a each
injection. Injections may be given prior 1o bedtime as this may lessen the perception ol
side effects. Patients should be cautioned agains! the re-use of nesdles or syringes and
nstructed in sale disposal procedures. A puncture resistant container lor disposal of used
needles and syringes should be supplied ko the patient along with instructions for safe
disposal of full containers. In the controlled MS irial reporied injection site reactions
were commonly reporded by patients al one or more times during therapy. In general,
they did not require discontinuation of therapy, but the natuse and sevesity of all reporied
reactions should be caretully assessed, Patient understanding and use of aseplic sell-
injection technique and procedures should be periodically re-evalusted

ADVERSE REACTIONS

Muitiple Sclerosis: As with other inferferon preparations, flu-like symptoms are not
uncommon. The use of interferon beta may cause fu-like syndrome, asthenia, pyrexia,
chills, anhralgea, myalgia, headache, and injection site reactions.

Less frequent adverse reaclions inciude cold Sores, stulty nose, light headedness,
mucosal iritation, haematological disorders (Jeukopenia, lymphopenia, granulocytope-
nia), and alterations in liver function tests such as elevated SGOT and SGPT. These
effects are usually mild and reversible. Tachyphylaxs with respect lo most side-effects is
well recognized. Fever and flu-like symploms can be treated with acetaminophen,
Depending on the severity and persistence ol the side-eflects, the dose may be lowered
or temporarily inferrupled, at the discretion of the physician, Mast injection sile reac-
tions are mild to moderale. Rare cases of skin ulceration/necroses at the site of injection
have been reported with long term treatment. The most Irequently reported adverse
events and the most common laboratory abnormalities observed during the placebo-con-
trofied study in relapsing-remitting multiple sclerosis (560 patients, 2 years treatment) are
peesented in the table befow for patients on placebo and Rebif® (interferon beta-1a). The
frequencies are patients who reported this event al least once during the shudy, s a per-
centage of the total number of patients, by study-arm
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In addition to the above listed adverse events, the following events have been
experienced less frequently, in ong of both of the relapsing remitting multiple scietosis
studies: asthenia, fluid refention, anorexia, gastroenteritis, heartburn, paradentium
alfections, dental abcess or extraction, stomalitis, glossilis, sleepiness, anxiety,
Irritability, confusion, fymphadenopathy, weight gain, bone fracture, dyspnoea, cold
sores, fissure al the angle of the mouth, menstrual disorders, cystitis, vaginitis
Immunogenicity. Antibodies to IFN-beta were lested in all patients pre-entry, and
al Months B, 12, 18 and 24. The results of lesting lor the presence of neuiralizing
antibodies (NAD) are shown below.

R e

Due to concemn about the polential impact of neutralizing antibody formation on efficacy,
exacertation counts {primary endpoint) were analysed according to pafients’ neutraliz-
ing antibody status. Over the 2 years of the study, there was no trend to a higher exacer-
bation rate in the neutralizing antibody-positive groups compared 1o the neutralizing
anlibody-negative groups. There is na clear indication that the development of serum
neutralizing antibodies aflected sither safety or efficacy in either of the Rebif® groups.

s treated for :
Trial 2

B

=
o
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For the events in bold, observed differences reached statistical significance as compared
1o placebo.

The adverse events experienced during the study are listed below, by WHORRT System
Organ Class. The most common amongst the injection site reactions was in the form of
mild erythema. The majority of the other injection site reactions were aiso mikd in the 2
Rebit* groups. Necrosis was reported in B patients trealed with Rebif™. Two of these
patients were in the 66 pg weekly and six in the 132 pg weekly groups. All patients com-
pleted the planned treatment period, with only 1 requiring temporary dose reductions
and another patient stopping Ireatment for 2 weeks. Those thal required Ireatment,
recerved anfibiotics.

Other adverse events were experienced by less than 5% of the patients, and included eye
pain, skin disorder, rhinitis, bronchitis, coughing. diamhoea, abdominal pain, pastural
hypotension, palpitation, vasodilatation, rectal disorder, lymphocytosis, thrombocytope-
nia, delirium, somnplence, joint pain, joint stifiness, lightheadedness, paraesthesia dis-
1al, disorientation, irritability, sleeplessness, lethargy, bruise, purpura, swealing
Increased, shoriness of breath, upper respiratory tract infection, lachycardia, fiushing,
urethral pain, infection, chest pain, lymphadencpaly, PBI increased, arthvalgia, dizzi-
ness, nervousness, remor, abnormal vision, vulvovaginal disease, batanilis, penis dis-
ease, lestis disease, urethritis, infection urinary tract, vaginitis, leukopenia, herpes sim-
plex, pruritis, rash mac pap, skin neopkasia, tash.

Immunogenicity: The determination of the presence of antibodies o human IFN-0 was
performed in all 4 studies. A total of four patients had anti beta-interleron
antibodies at pre-eniry, and 6 other palients had a1 leas! a positive resul for fotal binding
antibodies at some point during the study. Antibodies were of low titer, and none ol the
antibodies were neutralizing 1o buman IFN-B biological activity

SYMPTOMS AND TREATMENT OF OVERDOSAGE

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

RELAPSING-REMITTING MULTIPLE SCLEROSIS: The recommended pasology of
REM'[mmmla}snml@ﬂﬂlglm1mlmwwhw
injection. This dose is effective in the majority of patients lo deday progression of the
disease. Patients with a higher degres of disabilily (an EDSS of 40 or higher) may
require  6ose ol 44 g (12 MI) Bx/week

Treatment should be inilisted under supervision of a physician experienced in the
treatment of the disease. When lirst starting treatment with Rebif®, in order to allow
tachyphylaxis to develop thus reducing adverse events, It is recommended that 20% ol
the lotal dose be administered during the initial 2 weeks of therapy, 50% of total dose be
administered in week 3 and 4, and the full dose from the fifth week omwards.

Al the present time, it is not known for how long patients should be irealed. Safety and
efficacy with Rebif® have been demonstrated following 2 years of teatment, Therefoce, it
15 recommended that patients should be evalusled aMer 2 years of treatment with Rebif®
and a decision for longer-term treatment be made on an individual basis by the reating

physician

Preparalion of Solution: Lyophilized formulation {Relapsing-Remitling
Multiple Sclerosis): Reconstitute the contents of a vial of Rebif™ with 0.5 mL of the
accompanying sterile diluent (see table below for diluent volume and resulting
concentration). The reconstitued sobution should be used immediately

Preparation of the solution: liguid formulation: The liquid farmulation in a
pre-filled syringe is ready for use These syringes are gradualed to tacilitate thetapy
initiation. The pre-filled syringes contain 22 pg and 44 g of Rebi!™ respectively. The
pee-Hilled syringes are ready for subcutaneous use only.

CONDYLOMA ACUMINATUM: TMIWMMUIOWISHFWHMIU}W
lesion thee times per week for 3 weeks. The nded foule ol ad tion is
intra- or peri-lesional. The pre-filed syringes are not to be used for this indication.
Preparation of Solution: Lyophilized formulation (Condyloma acuminatum)
Reconstitute the contents of 2 vial of Rebif® in sterile diluent in order to obtain 3 final
concentration ol 3,67 pg per 0.1 mL solution. The reconstituled solution should be used
immediately.

Reconstitution Tadle
Strength Nomenal
R concentration/ml.
11 ug (3 ML) 37 g {10 MAILY}
440 (12 MIU) 128 o7 g (10 ML)
COMPOSITION

Lyophilized formulation: Each 3 mL vial of sterile lyophilized powder containg
Interferon bela-1a, albumin (human). mannitol and sodium acetale, as indicaled in the
tabie Delow. Acelic acid and sodium hydroxide are used to adjust the pH

Sodium acetats
02mg
a2mg

Rebif* (Interferon beta-1a) is supplied with a 2 mL diluent ampoule containing 2 mL of
0.9% NaCl in Waler for Injection. No presenvalives are present

Liquid formulation

The liquid lormulation is supplied in syringes containing 0.5 mL of solution. Each
syringe contains Interleron beta-1a, albumin (human), mannitol and 0.01 M sodium
acelate buller, as indicated in the table below. The solution does nol conlain
preservalives

Mannitol | 0.01 M Sodium acetats buffer
&2 g {8 MIU} Tamg a0 0im
44 pg (12 ML) Tamg ga s m
STABILITY AND STORAGE RECOMMENDATIONS

Lyophilized formulation: Reler to the dale indicated on the labels for the expiry date.
Rebif* (Interteron beta-1a) lyophifized product should be stored at 2-8°C

Liguid formulation: Reter o the date indicated on the labels for the expiry date
Rebif* liquid in a pre-filled Syringe should be stored at 2-8°C. Do nol freeze.

RECONSTITUTED SOLUTIONS

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

PARENTERAL PRODUCTS

See "Preparation of Solution” for table of reconstituion.
AVAILABILITY OF DOSAGE FORM

Rebit* (Interferon beta-1a) is available in two strengths (11 g (IMIU), and 44 pg
{12MIL) per vial), as a lyophilized sterile powder. I is accompanied by dituent (0.9%
NaCl in Water for Injection) in 2 mL. ampoules. Bolh tyophilized sirengths are supplied
in cartons of 1 vial ol drug and 1 x 2 mi ampoule of diluent, 3 vials of drug and 3 x 2
mi ampoules of diluent, and 12 vials of drug and 12 x 2 mL ampoules of dilvent

Rebif® is also available as a liquid formulation, in prefilled syringes ready for use. Two
package strengihs are available: 22 pg (GMIU)OS mL and 44 pg (12MIUJO.5 mL. The
pre-filled syringes are supplied as single units, 3-packs and 12-packs. The pee-tilled
syfinges are ready for subculaneous use only

The route of administration for Relapsing-Remitting Multiple Sclerosis is suboutaneus
The route of adminisiration lor condyloma acuminatum is inira- and peri-lesional.
Reference: 1. Rebif* Product Monograph, 2000. Serono Canada Inc

Produc! Monograph available lo Healthcare Professionals on request

= serono

- biotech & beyond

® Registred rademark Serono Caada I, Oakvile, Oniario L6M 262 PAAB®
See page A-22
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Interféron béta-1a

Rebit

114g {3 MUI), 44 g (12 MUI) de poudre lyophilisée pour injection
22 g (6 MUIYD.5 mL. 44 g (12 MUIVO.5 mi. de formulation liquide pour ingection
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MISES EN GARDE
Rebit® (interféron béta-1a) devrait re ublisé sous la surveillance d'un médecin

Sciéeoss en plagues remittente

On sast que a population atteint de sciérose en plaques est plus souvent Sujette 4 ka dépres-
50 6 aux idées suicidaires. | ulilsation o Rebif* ' pas & associte & une hausse de 2
tréquence atfou de la de ta dépeession, i & une augmentation des tentatives de su-
i ou des suicides. Dlans 'éhude sur la sclérose en plaques rémitente, on 3 observé une

Qroupes de patients
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Seur élat dépressif ou des idées suicidaires.

La premide injection devrait Mre donnée Sous La surveillance dun prolessionnel de L santé
yant les qualifications requises.

Condylome

Toutes les injections devraient #re données par un professionned de L santé qualifié
PRECAUTIONS

Généralités

Les patients deviaient Bre renseignés sur les réactions indésirables kes plus couramment
associees 4 [adminsiration Immrmlﬁmm pagudo-

grippal {voir REACTIONS mammm
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Les résultats des énuges climques sur 4 schérose en plaques dans lesquelies Rebif' 2 ¢
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appropriés
avant de commences b traibement avec Rebef® L'efiet de adminisiration de Rebi* chez les
patients avec des probibmes de convulsion est inconny.
Des anticorps neutraisants sériques contre Rebif™ (interiéron béa-1a) pewvent se dévelop-
per. La | mgmmmmmmmmw
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e traitement avec Rebif®
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Les injections inlralésionnetles pouvant s‘avérer douloureuses chez cerains patients taikés
pout fe condylome, on peul, le cas échéant, avoir recours 3 une créme anesthésique elle i
lidocaine-prilocaine

Grossesse el allaitement
Rebif* nie devrait pas &tre administeé aux lemmes enceintes ou aux méres qui atiaient. Il ny
3 pas e defude sur [ulilisation de Dintertéron béta-1a chez les femmes enceintes. A des
doses élevées chez les singes, on a observé des effets abontits avec dautres interférons. Les
femmes susceplibles de devenir enceintes qui prennenl Rebif” doivent ulfiser une mithode

Les différences observées pour les effels en caraclires geas elaien: Significatives au point de
Vue Statistique, comparativement au placeba

Les effets indésirables éprouvés durant I'etude sont Enumérés ci-dessous daprés les classes
de systéme organique éablies I'OMS (TRIDMS ou, en anglais, WHOART), Parmi les
téactions au paint dinjection, fa plus courante prenail a forme dun éryihéme peu grave, La
Majorité des autres réactions au point dinjection étaient également peu graves dans les deux
Oroupes recevant Rebif™. On a fait état de nécrose chez B patients hrailds avec Rebif®, dont
deuy dans le groupe recevant ef Ies six autres, dans e groupe recevant 132
wgfsemaine. Tous les patients ont terming la période prévue de traitement, [un dentre eux

efficace de contracegtion. Les patientes qui planitient une ge el oelles qui ok

enceintes devrasent étre renseignées sur les dangers que les inferérons pourraient représen-
fer pour Je foetus ef elles devraient cesser de prendre Rebi® . On ignose si Rebif™ est exncrété
dans le Lait mateme! humain. En raison du risque deffets indésirables graves chez les nour-
fissons, on doif recommander aux patientes de cesser lalkitement ou d'intesromgee fe traite-
ment

Pédiatrie
Aucune
seraient ateints de sclérose en plaques ou de condylome ef, par conséquent. Rebif™ ne
devrait pas Bre utilisé cher cette papulation

BApérience n'a 18 acquise aver Retif™ chez les entants Agés de muoins de 16 ans qui

Gn devrad 1aﬁe mm de nruueme eide \ngulm prun adminisire Rebil™ aux patients
alteints d'une grave insullisance rénale ou hépatique, aux patients qui manilestent une
myélodépression grave el aux pabients dépressils

Interaction médicamenteuse
Les inlzractions entre Rebif* el d'autres médicaments n'ont pas été évalues chez les

ayant requis une réduction temporaire de |a dose et un autre, Finterruption
1 son raitement pendant 2 semaings. Ceux qui ont requis un lraitement ot recu une
antibiotherapie,

SYMPTOMES ET TRAITEMENT DU SURDOSAGE

Jusqu'a présent, on n'a ragporte aucun cas Ce Surdosane. Cependant, en cas de surdosage.
les patients dewviaient &lre Rospialisés afin qu'on puisse les garder sous obsenvation et leur
administrer le traitement d'appaint approprié

g%ﬁﬂl.ﬂﬁlfﬂ!ﬂﬂlﬂw

LEROSE EN PLAQUES REMITTENTE : La posologie recommandés de Retil®
{interiéron béla-1a) est de 22 pg (6 MUT) adminisirés toois 10is par Semaime pai ingection
sous-cutanée. Cette dose est efficace chez fa majorité des patients pout ralenie fa progres-
sion de la maladie. Les patients atieints dun niveay plus éleve diétal dawaliddé (cote EDSS
de 4,0 ou plus) pouraient avoir besoin dune dose de 44 g (12 MUI) 3 fois/semaine.

Le traitement devrait débuler sous & supervision d'un medecin rompu au baitement de cetie
maladie. Lorsguon amarce iitlement le traitement avec Rebif* | il es! recommandé de
Imnseﬁ 1a constitution de 1a lachyphylaxie, pour ainsi réduire les effiefs indésirables, en
20 % de 12 dose totake pendant les 2 premieres semaines de traitement, 50 %

& .wmwmmﬂmm w&-"'.f-‘e'a&'“ Sl

numains. On 3 rappodé que les interlérons réduisaient Factivité des enzymes.
dont 13 syihése cépend du cytochrome PA50 ches les humams et les animage. On deviail
faire preuve de prydence larsqu'on administre Rebif” en association aves des médicaments 3
Tingex thérapeutique etroil dont ka chairance repose largement sur Je systéme hépatique du

cytochrome P450, p. ex, les antiépileptiques el certaines classes d:
Uinteraction de Rebi® avec Ies corhcastérosdes ou FACTH na pas fail [objet dune élude
systématique. Les éludes cliniques indiquent que les patients qui onl 12 sclérose en plagues
peuvent recevoir Rebil® el des corticostéroides ou de TACTH pendant les récidives. Rebil®
e deviail pas Bre mélangé 3 dautres médicaments dans une méme seringue

Scérose en plagues &F_’] rémittents. Les anomalies obsesvées lors danalyses de labora-
sont associées 3 [l es Par ¢ en phus des

loire

Iabaratoire habituellement demandées pour surveiller |es patients atleints de sclérose en
plagues, on recommande également de procéder 3 & numération globulaire et la formule
leucacylaire, la numération plaguettasre ef les analyses de la chimie sanquine, y compris les
tpreuves lonclionnelies hépatiques e de 1a glande thyroide, pendant le traitement avec
Rebif* Ces analyses devrasent Blie faites aprés 1 mois, 3 mois & 6 mois de traitement, ef &
taus kes & mois par la suite

Condylome acuminé : Comme pour c2 qui concerne la sclérose en plagues (SEP) émil-
lente, mais tend & ne pas Eire aussi sévére d 4 ka dose el 4 1a durée du raitement

Renseignements & donner aux palients
Il n'est pas rare d observer des symptimes pseudo-grippaux (fidvee, céphalée, frissons,
douleurs musculaires) au début du traitement avec Retal*. On peut prendre de acéta-
mmpmne frour soulager les sympiomes mmgnpoau: Les paliends devraient commy-
riquer avec heur médecin ou leur pharmacien S'ils erouvent des ellels indésirables
La dépression est susceptible de se produite chez les patients alteints de sclérose-en
[pagues rémitiente ef pouttail survenir alors que les pabents prennent Rebif® Il taut aviser
ces patients de communiguer avec un médecin S5 se sentent Gaprimeés,
On devrad conseiller aux patients de ne pas inlerrompde i modifier leur raitement 4 moins
den recaoir i ditective de leur médecin
Instruction de 13 technique et des méthodes daulo-injection . les patients qui regovent
un trailement pout 13 sciérose en plagues rémittente deviaient recevoir des instructions sur
I'tifisation d'une technique aseptique lors de Iadministration de Rebif”. If est nécessaire
dinstruire e patients sur [a reconstitution de Rebif® el lauto-injection, & de passer allen-
tivement en revue fe Seuillet dinstructions sur Rebil®. La premigre injection dewraif e taite
sous ka sunveiliance dun professionnel de La santé ayant les qualifications requises: On
dearait Lire une rotation des paints dinjection en changeant de site & chague injection. On
peut fire les injections & Mheure du coucher pour lenter d'amoindrir 1 perception des eftels
secondaires. I faut averlir les patients de ne pas réutiliser les aiguilies et les seringues, et les
instruire sur k2 fagon d éliminet ces instruments en toute sécurité. Un contenant résistant 3 1
ponction servant & 1a mise au rebut des aiguilles et des seringues ulilisées devrait Bire fourni
au paliend, avec des instructions sur elimination sire des conlenants pleins.
Dans Métude contrdiée sur 1a SEP, les patients onl couramment signalé des réactions au
paint dinjection au maing une fors au cours du traitement. En général, ils mon! pas eu
Lesoin dabandonner e fraitement, mass 1 importe dévaluer soigneusement la nature et 12
gravite de loutes les réactions signalées Il laumu réévalues péqnltqwrmr le patient sur
53 COMP 100 el son utifisation des il dauo-njection

REACTIONS INDESIRABLES

Sclérose en plaques
Comme avec les auties préparations & interléran, || nest pas rare d'obsenver des symp-
thmes pseudo-grippau. L ulilisation de lnteréran bta peul provoguer: syndrome pseudo-
grippal. asthénie, pyrexie, Inssons, arthralgie. myaigie. céphalées el réactions au point din-
jection. On @ plus rarement observé - boulons de hivre, congestion nasale, sensation de 1Be
légbre. irritation des muqueuses, lroubles hématokgiques (leucopénie, lymphocylopénie,
ﬁulocmn&lre; e allésalions des analyses de fa fonction henalmue MIES e SGOT et
dlevés, Ces efiels sont Héger pal A

moins Iréquemment dans I'une ou les deunt Mudes sur la scérose en plaques rémiftente.
Ces effets sont les suivants: asihénie, rétention agueuse, anorene, gastro-enténte, pyrosis,
alfections du paradonte, abcés denfaire ou extraction. stomatite, glossite, somnolence,
anxigté, irritabilité, confusion, | fig, gain pondéral, fraclure osseuse, d’mﬂéﬂ
bautons d2 fibvre, fissure au coin de 13 bouche, troubles menstruels, cystite, vagini
Immunogénicité - Tous les patients ont é18 testés pour 1a présence o' anlul:ulps 4
TIFN-D#a avant lewr mscription 3 Fétude et aux mois 6, 12, 18 et 24, Les résultals sur la
eesence danticorps neviralisants sont illustrés ci-dessous

Paurcentage de patients ayan! des ant
Placebo _W.Ew | Rebif® 132 pgisem |
[ ow | LM% | 125% 1

T3 | Reif® 132 de 13 dose otale pendant les semaines 3 et 4, et fa dose enbibre 3 paitie de [ cinquime
o W lﬂ-i {n=1 Semaing
gﬂ“ﬂﬁﬁ JULDONK | Wit BN o i Actuedlement. on ra pas encore &bl quelle deviail &re la durde du trailement. On a démon-
ieaid st waes | o v 11é linnocuité et eficacié de Rebif” pendant un ralement e 2 ans. Par canséquen, on
D o . 1% now recommande diévaluer les patients apiés 2 ans de traitement avec Rebil®. L décrsion de
Suinl davantage I fraitement devrait lre pnse en fonclion de chague cas individue! par
gmmrs al | Fatigue el 4 :.';: i s médecn iraitant,
Senent | ey B | me an Prégarton de s soluion: frmulation yopilsée
organsme enter| Sl alams 6% i) }m rose en plaques rémittente;
— nstiluer le contenu dun flacon de Retit™ avec 0.5 mL du tiluant sténle incls {voir fe
Hobbles Bes SN, | Gl B He % tableau ci-dessous pour e vlume ge diluant el |3 concentration résullante]. La solution
périphérique Paresthésn agme | e 163% reconstitiée doil &re adminislrés immédialement
Troubles = o FT Tableau de reconstitution
:inpared Iefection des voes s, hauts | ; m gﬂ Concentration ant | Violume disponidle Concentration
| respicataire To 3 '4 Wi oo acor | approximatit nominaleimb
oo Broechne 5 _—%_—zﬁ:— 11 g (3 MUl < a5m 22 g {8 M)
u Hausde o8 3
systéme Doulews sbdominale @ a2z i apgzmuy | osmL 05mL 88 g (2400
fastro-intestinal | Dirhée 127w R
Troubies de M de dos k& B e ied Préparation de la solution : formulation liquide
popael. il {E it 1 La formution liguide en seringues préremplies est préte 4 (administration Ces sefingues
Ty Wml i s T ;: ;: sont graduges afin que le traitement Wn!n pri‘us facile & entreprendie, Les seringues
s e 5 1 préremgties contiennent 22 g et 44 pg de Rebit® respectivement Les seringues préremplies
de L??glm = d:s"“ T o * 5 ;’:: :: sonl prdes  Fadministration par voie Sous-cutange uniquement
whoied | (EELD | 2R ) CONDYLOME ACUMINE:
rébculo-endothial - "% s Lamsachelmunaﬂdéewdwﬁ?ugu MUI) pas Igsion 1rois. ols par semane pendant
Troubles de fa | Poen nas (139 125% 3 semaines, On par e i
ot s Ne pas utliser ks seringues ;ueremplnes pOur celte indecation
Troubles du Augentation des ASAT (i)} 196% 7% Préparation de a solution : formulation lyophilisée (condylome acuming)
" e e iR — iy Reconstitier Je conlenu un flacon de Rebit* dans un diliant sténle de fagon & oblenir une
'rwm bies ﬂ: e — T Ty o cnncen!rannn finale de 3.7 pg par 0.1 mL de sodution. La solution reconstitude doil Ble
|Fapparel uringire | urinaires immédiatement
:mlt:blgs Wisign ancemale T TA% 13.0% Tableaw de
i ka vision . S
Teimes Coute T B B :’“.“"."m Voiume disponitie m"""““:‘ ‘|
y w0z, Vg (3 ML) aam o wupoma |
{n'.mmmmmmuwmmaw % m;.mrm i cco ;m'm“n | T2t 12m 37w (10U !
“‘J Nombre de pabents. .—
£ plis des effels indésirables énumérés ci-dessus, les efiefs Ci-0ess0us ont &6 signaés  COMPOSITIO

N
Formulation lyophilisée : Chague fiacon de 3 ml de poudre stérile lyophilisée contient
de linterféron béta-1a, g laibumene (humaine). du mannitol el de |'acklale de sodium,
comme indiqué dans b2 fableau ci-gessous. Lacide acetique ef IMydroxyde de sodium
serven! 4 ajuster le pH.

Ineriéron béta-1a | ARwming Mansitol Acitate de sodium
11 119 (3 MUl 9m Smg 0zmg
aapgrizmu | eme | sm 02mg

Rebif* (imerdéron béta-1a) es! présenté avec une ampoule de 2 ml de diuant renfermant
2 m deau pour injection contenant 0,9% NaCl. Aucun agent de conservation n'est présent

Formulation liquide : La formulation liquide est fournie dans des seringues conlenant
0.5 mi de solution. Chaque seringue contiend de l'interléron béta-1a, de |'albumine
ing), du mannitol et du fampon dacélate de sodium O.01M, comme indiqué dans

En raison dingquiétudes quant @ Nmpact éventuel de la formation
str Telficacité, on a analysé Je dénombrement des pousstes (résultat primaire) en lenant
coemple e a présence danticorps neytralisants chez les patients. Pendan! k3 durée de [ &lude
de 2:ans, il 'y a as e de lendance vers un taux supérie de poussees dans s groupes
Qui avaient des anticorps i aux groumwmmmpasdan
ficorps netralisants. f n napas dindicaions précises que la constifution d'anticoms neu-
Iralisants sérigues ait pu influer sur [innocuité ou T'efficacite chez Iun ou autre des groupes
Qui recevaient Rebit”

Sel

porf Iz plupart des efets secondaires est bien reconnue. Lalma Jes Symptimes pseu-
do-gripgaux peuvent Bre hrailés avec de lacétaminophéne. Selon 1a gravité et 1z persistance
des eflets secondaires, on peut diminuer ta dose ou interrompre femparairement be Iraste-
ment, 3 1a descrétion du médecin. La plupart des réactions au point dinjection étaient din-
tensité légire & modérée. On a rapporté de rares cas dulcération culanée/mécrose au point

diinjection lors d'un raitement profongé. Au tableau ci-dessous figurent les réactions
indesirables signalées ke phus féquemment ainsi que les anomabies de faboratoire observées
fe plus souvent chez les patients sous placebo ou Rebi™ (interféron béta- 1a) dusant | Etude
contriiée contre placebo Sur la sciérse en plagues remittente (iraitement de 2 ans comptand
560 patients). Les Iréquences représentent les patients qui on! fait éat de 13 réaction au
mm&hﬁumm@f&u&.cmpwmgemmemtaluewim. par

i tabileau ci-dessous. La sofution ne contient pas d présenatenr

Intertéron bita-ta_ m Mool Tamgon actate 6 sochum D 0TM
22 g (6 MUI Namg s a05m
{aapg iz | up Hamg asa0sm

STABILITE ET RECOMMANDATIONS CONCERNANT LA CONSERVATION

HHRHHEHEE

Aocuiocympten
Augmentation des ASAT

F

g
i

g
.

Augmentaten ses ALAT

Condyloma acuming Fnrnullc[inl Iylp%lel’i:ri;a 3 C&umﬂerw!:?e de péremption qui 1iguu; st Fetiquette du
ver inferféron b&a-1a) sous torme yophilisée & une température
s bl s o gt chu s ptens v pur o condome scomios_ 119041 L1 O L
/| Temepriviigle | St | Esaid | Essad | Esad Formulation liquide : Consulter Ia dale de péremption qui igue sur | éiuedte du
= produit. Conserver Rebif® sous forme liquide en seringues préremgifies 2 une températue
roubies & 0% | 8% 60% | 154% sz il 2 1 6°C. Ne pas congelet
carattire : a0% | maw | 4% | oo compr 198 s CORgE:
général = T T I T SOLUTIONS RECONSTITUEES
:’mﬂ“ - 5% . = Formulation lyophilisée ; Rebit® lyophilisé doit Bire reconstite avec de leau pour injec-
antiar : - 58% 2 = tion contenant 0 5% NaCl (présentt dans des ampoutes de verte netie de 2 ml. ienfermant
Ciphable ~ | mox | ean 200% | 389% 20 mL). La solution iluge doit élre admini i . Been gu'on ne Je
5 154% . ¥ pas, | solution peut Stre administrée plys tard, le jour méme de la reconsti-
B - 95% - 108% m si elle et conservée au (eftigérateur (entre 2 ¢l 8°C) Ne p3s congeles. La solution
" - - - 92% F B Une leinle jgune, cataclinistique normale du produil
- 0% - fnrmllatlnn liquide : La formulation liquide en seringues préremplies est préfe &
8% - 2%
L] L T PRODUITS PARENTERAUX
* : == Vit le tableau de reconstitulion sous - Prégasation de |a salution «
= = = PRESENTATION DES FORMES POSOLOGIQUES
= . 5% Rebil* {intestéron béta-1a) est offert en deux concentrations (lkacons de 11 uq{3 MUI) et g2
Appareil digestit - T 44 pg (12 MUL). sous torme de poudre sténile Iyophilisée. Il est accompagné dun diluant
T T eau pour injection conlenant 0.9% NaCi) en ampoules de 2 mL. Chacune dés déus concen-
Appareil %9% " trations du produit fyophilisé est présentde en boites de 1 Racon de médicament ef de 1
- 9% = ampoule de 2 ml de diluant, 3 fiacons de médicament el de 3 ampoules de 2 mL de diluant
Apparail ainsi qu'en boes de 12 flacons de médicament el de 12 ampoules de 2 mL de diluan!
3 I Be% | 00% us Rehn‘ est également offert sous lorme liquide, dans des seringues présemplies prétes

Les autres effels indésirables éprouves par moins de 5% des palients incluaient fes sunvants:
douleut oculaite, rouble cutane, rhinde, bronchite, toux, diarhée. douleur

Disporible en deux concentiations . 22 pg (6 MUIDS mL & 44 pg
[12 MU/DS mL Les seringues préremplies sont conditionnées en lomals unitaires
¢ en emballages de 3 seringues el de 12 seringues. Les seringues préremplies ne serven!

trouble rectal, Iymphocymse
thrombocylopénie, délire, snmnnlenm doulewr articulaire, raideur articulaire, sensation
Bhrieuse, paresthésie distale, désorentation, irntabilitg, insomnie, Kthargie, ecchymose,
purpura, sudorlication accrue, essoutllement, infection des voies respiralaires hautes,
tachycardie, boufiée vasomotrice, douleur uretrale, infection, douleur thoracique.
nopathie, augmentation de INoda protéique sanguing. asthralgie, étoyrdissement
nervosite, trembiament, vision anarmale, aflection vulvo-vaginale, balanite, a1rec|-w pén-
enne, affection lesticulaire, urélrite, infection des voies urinaires, vaginite, leucocytopénie
vaginite, herpés, prurit, éruption maculopapuleuse, néoplasie cutanée, eruption cutande
Immunogénicité: On a effectué la délermination de la présence danticarps anti-IFN-8
humain dans chacune des 4 éludes. En toul, qualre patients avaient des anticorps
anti-interiéron béta lors de 'examen précédant linscriplion of 6 aulres patients avaient recu
au moing un résultat positil guant aux anticorps liants totaux & un certain moment d2 ['étude.
gsl‘lw de faible titre et aucun des anticorps ne neviraisail Factivilé biofogique
- in
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Qu'a Fadministration sous-culante

L voie d'administration du medicament pour le braitement de 12 sciénose en plaques
témifiente est fa voie sous-cutanée. La vose dadministeation du medicament dans le cas
du condytome acuminé est | voie intrakésionnetle ou périlesionnelte

Référence :

1, Manographie de Rebil, mai 2000. Serono Canada Inc
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ITMITREX"

SUMATRIPTAN SUCCINATE
SUMATRIPTAN NASAL SPRAY

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

THERAPEUTIG CLASSIFICATION
Migraine Therapy

PHARMACOLOGIC CLASSIFICATION
5-HT, Receptor Agonist

INDICATIONS AND GLINICAL USES

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

IMITREX is 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 oider, predomi-
nantly male population.

CONTRAINDICATIONS

IMITREX (sumatriptan succinate/sumatriptan) is contraindicated in
patients with history, symptoms, or signs of ischemic cardiac,
cerebrovascular, or parrpheral vascular syndromes, valvular heart
disease or cardiac arrhy ycardias). In
addition, patients with other srunrlrcam underlymg cardiovascular
tispases re 9., atheroscierolic disease, congenital hearl disease)
should not receive IMITREX. Ischemic cardiac syndromes include,
but are not limited to, angina pectoris of any type (e.g., stable
angina of effort and vasospastic forms of angina such as the
Prinzmetal’s variant), all forms of myocardial infarction, and silent
myocardial ischemia. Cerebrovascular syndromes mclude bul are

who participated 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 outcome.

Among the more than 1900 patients with migraine who participated in premar-
keting controlled clinical tals of subcutaneous IMITREX, there were eight
patients who sustained clinical events during or shortly after receiving IMITREX
that may have reflected coronary artery vasospasm. Six of these eight patients
had ECG changes consistent with transient ischemia, but without
accompanying clinical symptoms or signs. Of these eight patients, four had
either findings suggestive of CAD or risk factors predictive of CAD prior to
Study enroliment.

Among approximatety 4,000 patients with migraine who participated in premar-
keting controiled and uncontrolied clinical trials of IMITREX nasal spray, one
patient experienced an asymptomatic subendocardial infarction possibly
subsequent 0 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 latency between the administration of IMITREX and the onset of the clinical
event, the less likely the association is to be causative, Accordingly, interest has
focused on events beginning within 1 hour of the administration of IMITREX.
Cardiac events that have been observed 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, almost all of the patients had risk factors predictive
of CAD and the presence of significant underlying CAD was established in most
cases (see CONTRAINDICATIONS).

not limited to, strokes of any type as well as
attacks (TIAs). Peripheral vascular disease includes, but is not
u‘raléed lgs)lschemlc bowel disease, or Raynaud's syndrome (see

Because IMITREX may increase blood pressure, it is contra-
indicated in patients with uncontrolled or severe hypertension.
Concurrent administration of MAO inhibitors or use within 2 weeks
of discontinuation of MAO inhibitor therapy is contraindicated (see
ACTIONS AND CLINICAL PHARMACOLOGY and PRECAUTIONS:
DRUG INTERACTIONS).

Ergot-containing drugs have been reported fo cause prolonged
vasospastic reactions. Because IMITREX may also cause coronary
vasospasm and these effects 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 he administered to patients with severe hepatic
imilairmenl. .
IMITREX is contraindicated in patients with hemiplegic, basilar, or
ophithalmoplegic migraine.

IMITREX is contraindicated in patients with hypersensitivity 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.

WARNI
IMITREX (sumatriptan succinate/sumatriptan) should only be used
where a clear diagnosis of migraine has been established.
Risk of Myocardial Ischemia and/or Infarction and Other Adverse
Cardiac Events: IMITREX has been associated with transient chest
and/or neck pain and tightness which may resemble angina
pecloris. In rare cases, the symptoms have heen identified as
being the likely result of coronary vasospasm or myocardial
ischemia. Rare cases of serious coronary evenis or arrhythmia
have occurred following use aI IMITHEX AMITREX slrauld not be
given lg patients who have d
coronary ariery disease (CAD) _Fsee CONTHAINDICATIONS) It is
strongly recommended that IMITREX not be given to patients in
whom unrecagnized CAD is predicted by the presence of risk factors
g hypertension, hypercholesterolemia, smoking, obesity,
d|a etes, strong tamily history ot CAD, female who is surgically or
physrologlually postmenopausal, or male who is over 40 years of
age) unless a cardi evaluation p satisfactory
clinical ewdance lhat the patient is reasonably free of coronary
artery and i myaocardial or other significant
underlying cardlovascular disease. The sensitivity of cardiac
to detect cardi disease or predis-
position to coronary artery vasospasm is unknown. If, during the
cardiovascular evaluation, the patient's medical hlstory or electro-
cardiographic invasligalions reveal findings indicative of, or
consistent with, coronary artery vasospasm or myocardial
isc_%mi;’, IMITREX should not be administered (see CONTRAINDI-
CA X
For patients with risk factars predictive of CAD, who are considered
to have a satisfactory cardiovascular evaluation, the first dose of
IMITREX should be administered in the setting of a physician's office
or similar medically staffed and equipped facility. B cardiac
ischemia can occur in the absence of clinical symptoms, consid-
eration should be given o obiaining elecirocardiograms 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.
{ntermittent 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.

L} sgmp\nms tonsistent with angina occur affer the use of IMITREX,
GG evaluation should be carried out to look for ischemic changes.
The systematic approach described above is intended lo reduce the
likelihood that patients with unrecognized cardiovascular disease

will be inadvertently exposed to IMITREX.

Cardiac Events and Fatalities Associated with 5-HT; Agonists:
IMITREX can cause coronary artery vasospasm. Serious adverse cardiac events,
including acute myocardial infarction, life threalemng disturbances of cardiac
rhythm, and death have been reported within 2 few hours following the adminis-
fration of 5-HT, agonists. Considering the exent of use of 5-H1, agorists in
patients with migraine, the incidence of these events is extremely low. The fact
that some of these events have occurred in patients with no prior cardiac disease
history and with documented absence of CAD, and the close proximity of the
events to IMITREX use support the conclusion that some of these cases were
caused by the drug. In many cases, however, where there has been known
underlying coronary artery disease, the relationship is uncertain.
Premarketing Experience With IMITREX: Of 6348 patients with migraine

Cerebr 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 fatafities. The relationship of IMITREX to
these events is uncertain. In a number of cases, it appears possible that the
cerebrovascular events were primary, IMITREX having been administered in the
incorrect belief that the symptoms experienced were a consequence of migraine
when they were not. IMITREX should not be administered if the headache being
experienced is atypical for the patient. It should also be noted that patients with
migraine may be at increased risk of certain cerebrovascular events (e.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
given,

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 reported
by four subjects. Clinically significant increases in blood pressure were
experienced by three of the subjects (two of whom also had chest pain/discomfort).
Diagnostic angiogram results revealed thal 9 subjects had normal coronary
arteries and 1 had insignificant coronary artery diseass.

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 emissicn tomography while receiving a subcutaneous 1.5 mg dose
in the ahsence of a migraine attack. Reduced coronary vasodilatory reserve
{~10%), increase in coronary Tesistance {~20%), and decrease in hyperemlc
myocardial blood flow (~10%} were noted. The relevance of these finding to

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 pharmacedynamic actions of 5-HT, agenists, the possibility of cardio-
vascular effects of the nature described above should be considered for any
agent of this pharmacological class.

Hypersensitivity: Rare hypersensitivity (anaphylaxis/anaphylactoid)
reactions may occur in patients receiving 5-HT, agonists such as IMITREX.
Sueh reactions can be iife threatening of fatal. In general, hypersensitivity
reactions to drugs are more likety to occur in individuals with a history of
sensitivity to muitiple allergens (see CONTRAINDICATIONS). Owing to the
possibitity of cross-reactive hypersensitivity reactions, IMITREX should not be
used in patients having a history of hypersensitivity to chemically-related 5-HT,
receptor agonists. There have been reports of patients with known hypersensi-
tivity to sulphonamides exhibiting an allergic reaction following administration
of IMITREX. Reactions ranged from cutaneous hypersensmvrty 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 uncontrolled or severe hypertension (see CONTRAINDICATIONS).
PRECAUTIONS

Gluster Headache: There is insufficient information on the efficacy and safety
of IMITREX (sumalriptan succinate/sumatriptan) in the treatment of cluster
headache, which is present inan oider, predominantly male population. The
need for prolonged use and the demand for repeated medication in this
condition renders the dosing information inapplicable for cluster headache.
Cardiovascular: Discomfort in the chest, neck, throat and jaw
(including pain, pressure, heaviness and tightness) has been
reported after administration of IMITREX. Because 5-HT, agonists
may cause coronary artery vasospasm, patients who experience
signs or symptoms suggestive of angina following IMITREX should
be evaluated for the presence of CAD or 2 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).
Neurcelegical Gonditions: Care shauld be taken to exclude ather potentially
serious neurologic conditions before treating headache in patients not
previously diagnosed with migraine headache or who experience a headache
that is atypical for them. There have been rare reports where patients received 5-HT,
agonists 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 ot 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
to perform skilled tasks (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. Therelore 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 evaluated, 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 healthy subjects (Table 2). Therefore, an oral
dose of 25 mg may be considered in patients with hepatic impairment.

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

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

Parameter Mean R 90% CI p-value
(hepatic |mparred/healthy)
AL 181 % 130 10 252% 0.009"
Cmax 176% 12910 240% 0.007

differ statistically between normal volunteers and moderalely 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
pharmacokinetics of sumatriptan nasal spray were unaliered when preceded by
a single clinical dose of the nasal deconges ant xylometazoline (Otnvm“)
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 administration (see CONTRAINDICATIONS).

MAQ Inhibitors: In studies conducted in a limited number of patients, MAO
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).

Other Serotonergic Drugs: Rare postmarketing reports describe patients with
weakness, hyperreflexia, and incoordination following the combined use of a
selective serotonin reuptake inhibitor (SSRI) and 5-HT, agonists. If concomitant
treatment with IMITREX and an SSRI {e.q., fluoxetine, fluvoxamine, paroxetine,
sertraline), tricyctic antidepressant, or other drug with serctonergic 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 is @ theorstical 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 patients
aged over 85 years is limited. Therefore the use of IMITREX in patients over 65
years is not recommended.

Use in Children (<18 years): The safety and efficacy of IMITREX in children
has not been established and its use in this age group is not recommended.
Use in Pregnancy: Reproduction studies, performed in rats, have not
revealed any evidence of impaired fertitity, teratogenicity, or post-natal
devefopment due to IMITREX. Reproduction studies, performed in rabbits 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 a rat fertility study, oral doses of IMITREX resulting in plasma levels approxi-
mately 150 times those seen in humans after a 6 mg subcutangous dose and
approximately 200 times those seen in humans after a 100 mg oral dose were
associated with a reduction in the success of insemination. This effect did not
occur during a subcutaneous study where maximum plasma levels achieved
approximately 100 times those in humans by the subcutaneous route and approx-
imately 150 times those in humans by the oral route.

To monitor maternal-foetal outcomes of pregnant women exposed to
sumatriptan, a Pregnancy Registry has been established. Physicians are
encouraged to register patients by calling 1-800-722-9292, ext 39441.
Lactation: Sumatriptan is exerefed in human breast milk. Therefore, caution is
advised when administering IMITREX to nursing women. Infant exposure can
be minimized by av0|d|n% 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 ehmmaﬂon half life of radioactivity from the eye was 15 and 23
days, respectively, sug%esling that sumatriptan and/or its metabotites bind to
the melanin of the eye. Because there could be an accumulation in melanin rich
tissues over time, this raises the possibility that sumatriptan could cause
toxicity in these tissues after extended use. However, no effects on the retina
related to treatment with sumatriptan were noted in any of the oral or
subcutaneous toxicity studies. Although no systematic monitoring of ophthal-
mologic function was undertaken in clinical trials, and no specific recommen-
dations for ophthaimologic monitering 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 to and/or after treatment with IMITREX.

ADVERSE REACTIONS

Serious cardiac events, including some that have been fatal, have
occurred following the use of 5-HT; agonists. These events are
extremely rare and most have been reported in patients with risk
factors predictive of CAD. Events reported have included coronary
arlery vasospasm, transient myocardial ischemia, myocardial
infaretion, ventricular tachycardia, and veniricular fibrillation (see
CONTRAINDICATIONS, WARNINGS, and PRECAUTION NS).
Experience in anlrglleg Clinical Trials with IMITREX

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

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

TAssessed by aminopyrine breath test (>0.2-0.4 scaiing units)
2Trademark of Ciba Self Medication


https://doi.org/10.1017/S0317167100050150

Table 3: Treatment-Emargent Adverse Events in Oral
Placeho-Controlled Clinical Trials Reported by at
Least 1% of Patients with Migraine

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

Placebo IMITREX IMITREX IMITREX

Placebo IMITREX IMITREX IMITREX

25mg  50mg  100mg**| 5mg  10mg 20mg** |
Number of Patients 690 351 723 2021 Number of Patients 41 496 1007 1638
Number of Migraine Number of Migraine
Attacks Treated 1187 945 1889 14750 Attacks Treated 1047 933 1434 2070

Symploms of Polentially

Cardiac Origin

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

e Palpitations 06% 03% 10% 11%
Neurological
® Head/Face Sensations™ 13%  23%  25% A7%
o Diziness 25%  31%  33% 62%
* Headache 33%  40% 22% 33%
* Vertigo 06% 11%  19% 10%
o Drowsiness 16%  11%  12%  21%
s Tremor 04% 09% 04% 11%
Gastrointestinal
» Nausea 58% 28% 44% 1.0%
o Hyposalivation 12%  14%  11%  1.2%
* Vomiting 29%  43%  11%  44%
¢ Gastrointestinal Discomfort

& Pain 14%  11%  08% 20%
*  Apdominal Discomfort

& Pain 0.3% NR - 04% 12%
¢ Diarrhea 09% 03% 06% 11%
Musculoskeletal
e Musculoskeletal Pain 07% 23% 04% 14%
*  Muscle Pain 03% 09% 01% 10%
* Muscle Atrophy Weakness

& Tiredness NR___06% 04% 14%
Ear, Nose & Throat
® Infections 06% 06% 11% 14%

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

Respiratory
e Viral Infection 03% 11% 01%  10%
Non-Site Specific
o Limb Sensations” 04% 11% 04% 15%
e Sensations*

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

*The term "sensations” encompasses adverse events described as pain &
discomiort, pressure, heaviness, constriction, tightness, heat/burning
sensation, paresthesia, numbness, tingling, and strange sensations.
**Includes patients receiving up to 3 doses of 100mg
NR = Not Reported

Table 4: Treatment-Emergent Ad Events in Subcut
Placeho-Controlled Glinical Trials Reportad by at

Least 1% of Patients with Migraine

Symptoms of Polentially

Cardiac Origin

 Chest Sensations* 03% 10% 07% 06%
 Neck/Throat/Jaw Sensations* 12%  06% 16%  23%
Neurological

number increases to 82% by 2 hours.

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

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

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

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

Nasal

The mlnlmal eﬁect\ve single adult dose of sumatriptan nasal spray is 5Smg. The
maximum recommended single dose is 20mg.

It the migraine headache returns, or if a patient has a partial response to the

o Head/Face Sensations” 08%  14%  24%  2.4% initial dose, the dose may be repeated after 2 hours. Not more than 40mg
o Dizziness 1'20/ 1.6"/ 1‘50/ "20/ should be taken in any 24 hour period.

- e o e If a patient does not respond to the first dose of IMITREX Nasal Spray, a second
* Headache 07% 14% 09% 08% dose should not be taken for the same attack, as it is unlikely to be of clinical
* Migraine 26% 32% 24%  18% benefit. IMITREX may be taken for subsequent attacks.
Gastrointestinal Plfciebg—;:ongolied %Hmcal trials revealed the foilofwmg incidence of headache

9 o 9 relief, defined as a decrease in migraine severity from severe or moderate to
:\!}laus_te@ 1%4" }ﬁé“ gg:f‘ ggn//" mild or np pain, within 2 hours after treafment with intranasal sumatriptan at
omiting Lho Vdlk bk OO doses of 5, 10 or 20mg (see Table 6 below)
Ear, Nose & Throat
® Sensitivity to Noise 31%  44%  25% 15% TABLE 6. Percentage of patients with headache relisf at 2 hours
° }\l?satl_Signs & Symptoms 837/0 ?g; 12; ag‘;u Study [Placebo (n)] 5mg () [10mg (n)]20mg__ (n)
* Infections .9% 8% 3% 5%
* Upper Respiratory Inflammation  05%  1.0%  06% 0.7% Study Te| 85% (40) |67%Y (42) 67%% (39 78%{ “0
» Throat & Tonsil Symptoms 08%  02% _10% _ 07% Study 2+ 42%  (31) | 45% (33) | 66% (35) | 4%  (39)
Non-Site Specific Study 3 | 25%  (63) 149%v (122) | 46% (115) | 64%Y t (119)
. (S;ndsatmﬂs' i 18%  24%  27%  24% Sudyd | 25% (151) | - 40%7 (268) | 55%" T (2920)
on uns} ; ;

« algise e proled 13%  18%  13%  08% Study 5 | 32% (196) | 44% (297) [ 54%+ (293) | 80%/ T (266)
o Descriptions of odor orlaste  18%  153%  202%  208% Study 6+] 35% (100) | - S4%v (106) | 63%1  (202)
*The term “sensations” encompasses adverse evenis described as pain &  (oudy 7+[ 29% (112) | - 3% (109) | 6% (215)

discomfort, pressure, heaviness, constriction, tightness, heat/burning
sensation, paresthesia, numbness, tingling, and strange sensations.
**Includes patients receiving up to 3 doses of 20mg

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

0f the 3630 patients treated with IMITREX Nasal Spray in clinical trials, there
was one report of a coronary vasospasm refated to IMITREX administration.
Minor disturbances of liver function tests have occasionally been observed with
sumatriptan treatment. There Is no evidence that clinically significant
abnormalities occurred more frequently with sumatriptan than with placebo.
Patients treated with IMITREX rarely exhibit visual disorders like flickering and
diplopia. Additionally cases of nystagmus, scotoma and reduced vision have
been observed. Very rarely a transient loss of vision has been reported.
However, visual disorders may also occur during a migraine atfack itself.

DOSAGE AND ADMINISTRATION

General:

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

In selecting the appropriate formulation for individual patients, consideration
should be given to the patient's preference for formulation and the patient's
requirement for vapid onset of relief. Significant relief begins about 10-15
mlnutes following subcutaneous injection, 15 minutes following intranasal

Piacebo _ IMITREX 6m
Number of Patients 615 1432
Number of Migrane Attacks Treated 742 2540
Symptoms of Potentially Cardiac Origin
e Chest Sensations* 16% 5.7%
e Neck/Throat/Jaw Sensations* 1.3% 12.0%
*  Upper Limb Sensations* 2.0% 5.8%
Neurological
e Head/Face Sensations* 37% 16.6%
e Diziness 37% 79%
e Headache 0.7% 3.4%
¢ Drowsiness 1.8% 2.9%
Gastrointestinal
e Nausea 5.9% 9.4%
e Hyposalivation 2.8% 3.3%
Musculoskeletal
e Muscle Atrophy Weakness & Tiredness NR 1.7%
Ear / Nose and Throat
e Throat & Tonsil Symptoms 0.3% 1.0%
Respiratory
* _ Breathing Disorders 0.8% 1.3%
Non-Site Specific
e Sensations* (body region unspecified) 15.9% 39.0%
*  Injection Site Reactions 10.4% 24.7%
e Limb Sensations* 15% 6.0%
e Malaise/Fatigue 2.3% 47%
e Sweating 1.1% 1.7%
o Trunk Symptoms* 05% 1.4%

“The term "sensations” encompasses adverse events described as pain &
discomfort, pressure, heaviness, constriction, tightness, heat/burning
sensation, paresthesia, numbness, tingling, and strange sensations.
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admi fon and 30 minuites following oral administration.

in addition to relieving the pain of migraine, sumatriptan (all formulations) has
also been shown to be effective in relieving assocfated symptoms of migraine
{nausea, vomiting, phonophobia, photophobia). Sumatriptan is equally
effective when administered at any stage of a migraine attack. Long term (12-24
months) clinical studies with maximum recommended doses of sumalriptan
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 individual
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 fablets. 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 spln

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 sumariptan is a singie 6 mg suboutaneous
injection.

Clinical trials have shown that approximately 70-72% of patients have
headache relief within one hour after a single subcutaneous injection. This

A-29

Headache relief was defined as a decrease in headache severity from severe or
maderate to mitd or none.

n=total number of patients who received treatment

 comparisons between sumatriptan doses not conducted

+ p<0.05 versus placebo 1 p<0.05 versus lower sumatriptan 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 dases above 20mg should not be used due to limited safety
data and lack of increased efficacy refative 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
taste disturbance {See ADVERSE REACTIONS).

The nasal spray should be administered into one nostril enly. The device is a
ready o use single dose unit and must ngt be primed before administration.
Patients should be advised to read the patient mstrucuon 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.
(MITREX Tablets 50 mg are white film-coated tablets available in blister packs
contaimngyﬁ 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 sumatriptan (base) as the
succinate salt.
IMITREX Injection is avaifable in pre-filled syringes confaining 6 mg of
sumatriptan base, as the succinate salt, in an isotonic sotution (fotal volume =
0.5 mL). Syringes are placed in a tamper-evident carrying/disposal case. Two
pre-filled syringes plus an autoinjector are packed in a patient starter kit. A refill
pack is available containing 2 X 2 pre -filied syringes in a carton.
IMITREX Injection is also avaitable to physicians or hospitals in a single dose
vial (tofal volume = 0.5 mi) 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.

Productl Monograph available to physicians and pharmacists upon
reques|

Please contact Glaxo Wellcome inc., 7333 Mississauga Road N, Mississauga,
Gntario, L5N 6L4

Imitrex® (sumamptan 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.
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PRESCRIBING INFORMATION

Aggrenox ...

(Dipyridamole / Acetylsalicylic Acid)
200 mg Extended Release Dipyridamole /
25 mg Immediate Release Acetylsalicylic Acid (ASA)

THERAPEUTIC CLASSIFICATION
Antiplareler Agent

ACTION AND CLINICAL PHARMACOLOGY
Blood platelets participate actively in the pathogenesis of atherosclerotic lesions and thrombosis which is the

principle cause of most strokes and transient ischemic attacks (TIAs). Platelets are believed to adhere to denuded,

dysfunctional endothelium and to release mitogenic substances, such as platelet-derived growth factor (PDGF),
that foster the lesion’s progression to rupture and thrombosis. The antithrombotic action of AGGRENOX is the

result of the additive antiplatelet effects of dipyridamole and acerylsalicylic acid (ASA).

DIPYRIDAMOLE

Dipyridamole inhibits the uptake of ad into platelets, endothelial cells and erythrocytes in vitre and in
wive; the inhibition cceurs in a dose dependent manner at therapeutic plasma ions (0.5-1.9 pg/mL).

This inhibition cesults in an increase in local concentrations of adencsine which acts on the plateler Aj-receptor

thereby stimulating platelet adenylate cyclase and i g plateler eyclic-3', 5"-adenosine monaphosphate
(cAMP) levels. Via this mect plateler aggregation is inhibited in resp to various stimuli such as
platelet activating factor (PAF), collagen and ad diphosphate (ADP). Reduced platelet aggregari
reduces platelet consumption towards normal levels.

Dipyridamole also inhibits phosphodi (PDE} in various tissues. While the inhibition of cAMP-PDE is
weak, th Jevels of

p Py le inhibit cy:hc -3, 5" -guanosme munophmphatehPDE (cGMP-PDE),
therehy augmenting the increase in c<GMP ¢ d by EDRF ( derived relaxing factor, now
identified as nitric oxide).

ASA
ASA inhibits platl:lel grregation by i ible inhibation of plateler cyclo-oxyg and thus inhibits the

aof o Aja | inducer of platelet aggregation and vasoconstriction. In studies of
p!xll:l:r activity inhibition, 25 mg ASA was administered b.i.d. to § subjects for 2.5 days. Complete inhibition of
collagen-induced aggregation was achieved by the 5* dose of ASA, and maximal effect persisted up to 2-3 days
follewing stoppage of drug.

PHARMACOKINETICS
There are no significant interactions between ASA and dipyridamole. The kinetics of the components are

hanged by their co-ad 25 AGGRENOX, ACGRENOX is not interchangeable with the
individual components of ASA and dipyridamale.
Dipyridamaole
14 ion: The dissolurion and ak of dipyridamole from AGGRENOX Capsules is independent of the

pH of the gastrointestinal tract. 'Ptaklplasfm levels are achieved in 1.5 - 2 hours after administration. The
absolute bicavailability of dipyridamole from AGGRENOX is about 70%. With a daily maintenance dose of
400 mg of the extended release formulation, peak plasma levels at steady state are between 1.5 - 3 pg/mL and
trough levels are berween 0.4 - 0.8 pg/mL.

Pharmacokinetic studics to determine the effect of food have not been conducted with AGGRENOX.

Distribution: Due to its high lipophilicity, dipyridamele distributes to many organs; however it has been shown
that the drug does not cross the blood brain barrier to any significant extent.
Metabolisim and Elime Dipyridamole is bolized in the liver, In plasma, about 80% of the total amount

is present as parent compound and 20% as monoghicuronide. Most of the glucuromde metabolite (about 95%)
is excrered via bile into the feces, with some :\-'ndcm:t ufem:mhcpuuc circulation. Renal excretion of parent com-
pound is negligible and urinary i nFthn balite is low (about 5%). The dominant half-life

for elimination after oral or i is about 40 minutes.
Pharmacokinetics of Dipyridamale In Special Popul

Geriatric Patients: Plasma concentrations (determined as area under the curve, AUC) of dipyridamole in healthy
elderly subjects (> 85 years) are about 30-50% higher than in subjects younger than 55 years, on treatment with
AGGRENOX. The difference is caused mainly by reduced clearance.
Mpmf Dyfnnmn Patu:nls with mild to severe heparic msufﬁacncy show no change in plasma concentrations
of dipy compared to hnhh)-' i but show an increase in the pharmacologically inactive

1 idh boli {amole can be dosed without restriction as long as there is no evidence of

liver failure.
Renal Dysfunction: Renal excretion of dipyridamole is very low (about 5%). In patients with creatinine clearances
ranging from about 15 mL/min to > 100 mL/min, no changes were observed in the pharmacokinetics of
dipyridamole or its glucuranide metabolire.

ASA
Absarption: The rate of sbsorption of ASA from the g 1 tract is dependent on the dusagc form, the
presence or absence of food, gastric pH, and other phy!!ologl: factors. Since ASA produces i i

INDICATIONS AND CLINICAL USE

AGGRENOX is indicated for the prevention of stroke in patients who have had a previous stroke or a transient
ischemic attack (TTA).

CONTRAINDICATIONS

AGGRENOX is contraindicated in patients with hypersensitivity to dipyridamole, ASA or any of the other
product components.

Due to the ASA component, AGGRENOX is also contraindicated in patients with known allergy to nonsteroidal
anti-inflammatery drug preducts and in patients with the syndrome of asthma, rhinitis, and nasal polyps.
WARNINGS

ALCOHOL WARNING: Patients who consume three or more alcoholic drinks every day should be counseled
about the bleeding risks invalved with chronic, heavy aleohol use while taking AGGRENOX, due to the ASA
component.

PEPTIC ULCER DISEASE: Patients with a history of active peptic ulcer disease should avoid using
AGGRENOX, which can cause gastric mucosal irritation, and bleeding, due to the ASA component.
PEDIATRIC USE: Safety and effectiveness of AGGRENOX in pediatric parients has not been studied.
Therefore, AGGRENOX should not be used in pediatric patients,

PREGNANCY: There are no adequate and well-controlled studies of AGGRENOX in pregnant women.
Because animal reproduction studies are not always predictive of human response, AGGRENOX should be given
during the first two to of pregnancy only if the p 1 benefit to the mather justifies the potential risk
to the fetus. Due to the ASA oumpnn:m, AGGRENOX should not be prescribed during the third trimester of
pregaancy.

PRECAUTIONS

GENERAL

AGGRENOX should be used with caution in paticnts with severe coronary artery discase (e.g., unstable angina
or recently sustained myocardial infarction), due to the vasodilatory effect of the dipyridamole component. Chese
pain may be aggravated in patients with underlying coronary artery disease who are receiving dipyridamole.

For stroke or TIA patients for whom ASA is indicated to prevent recurrent myocardial infarction (MI) or angina
pectoris, the dose of ASA in AGGRENOX has not been proven to provide adequate treatment for these cardiac
indications.

ASA should not be used in children or teenagers for viral infections, with or withour fever, because of the risk of
Reye’s syndrome with concomitant use of ASA in certain viral illnesses.

Due to the ASA component, AGGRENOX should be avoided in patients with severe renal failure (glomerular
filtration rate less than 10 mL/min} and in patients with severe hepatic insufficiency.

AGGRENOX should be used with caution in patients with inherited (hemophilia) or acquired (liver disease or
vitamin K deficiency) bleeding disorders, due to the fact that even low doses of ASA can nhibit plateler function
leading to an increase in bleeding time.

Gl side effects include stomach pain, heartburn, nausea, vomiting, diarrhea, and gross GI bleeding. Although
minor upper GI symyj such as dyspepsia, are and can occur anytime during therapy, physicians
should remain alert for signs of ulceration and bleeding, even in the absence of previous Gl symptoms. Physicians
should inform patients about the signs and symptoms of Gl side effects and what steps to rake if they occur.

CARCINOGENESIS AND IM?A.[RM ENT OF FERTILITY

e ogenesis: ln c geniciry studies in rats and mice with the combination of dipyridamole and ASA at the
ratio of 1:6 over a period of 125 and 105 weeks respectively, no signaficant tumorigenic effect was observed at
maximum doses of 450 mg/kg (corresponding to a share of 75 mg/kg of dipyridamaole, 9 rimes rhe maxi
recommended daily human dose for a 50 kg person on a mg/kg basis [or 1. 5-2.1 times on a mg/m’ basis}), and
375 mg/kg ASA, 375 times the maximum recommended daily human dose for a 50 kg persan on a mg/kg basis
{or 58-83 times on a mg/m’ basis).

Fertility: Fertility studies with dipyridamole revealed no evid of impaired fertility in rats at oral dosages of up
to 1,250 mg/kg, 156 times the maximum recommended human dose on 1 mg/kg basis for a 50 kg person (or 35
times on a mg/m’ basis), ASA inhibirs ovulation in rats,

NURSING MOTHERS

Dipyridamole and ASA are excreted in human breast milk in low concentrations. Therefore, caution should be
exercised when AGGRENOX is administered to a nursing woman,

LABORATORY TESTS

ASA has been associated with elevated hepatic enzymes, blood urea nitrogen and serum creatinine, hyperkalemia,
proteinuria and prolonged bleeding time. Over the course of the 24-month study (ESPS-2), patients treated with
AGGRENOX showed 2 decline (mean change from haseline) in hemoglobin of 0.25 g/dl, hematocrit of 0.75%,
and erythrocyte count of 0.13 x 10°/mm".

DRUG INTERACTIONS

Adenesine: Dipyridamaole has been reported to increase the plasma levels and
Adjustment of adenosine dosage may be necessary,

effects of ad

Choli inbibitors: The dipyridamol of AGGRENOX may counteract the anticholinesterase
effect of choli inhibi therehy p ially aggravating myasthenia gravis,
The following drug i ions are 1 with the ASA component of AGGRENOX:

Angiotensin mwﬂlngmz)uur(ﬁcﬂ inbibitors: Due to the indirect effect of the ASA component on the renin-
and | ive effects of ACE inhibitors may be diminished

b)' concomitant administration nf AGGRENOX
Acetazolamide: Due to the ASA component, concurrent use of AGGRENOX and scetazolamide can lead to high

effect via the irreversible acerylating of platelets, the rime course of its pharrnw:odynamlc activity is not dependent
on the pharmauokmencs uf ASA h«r ml}m on the lifespan of the platelets (approximately 8-10 days). Therefore,
mall di n the | ASA, such as variations in its absorption rate or in elur.mmtmn are
Inlgely immelevant to its pharmacologic nﬁmt)r with chronic admi ion. ASA underg d
to salicylic acid in the liver and the gastrointestinal wall, with 50% - 75% of an admnistered dose reaching the
systemic circulation as intact ASA. Peak plasma levels of ASA are achieved 0.5 - 1 hour after administration of a
50 mg ASA daily dose from AGGRENOX (given as 25 mg b.id.}. Peak mean plasma concentration at steady
state is 319 (175-463 ng/mL).
Distribution: ASA is poorly bound to plasma proteins and its apparent volume of distribution is low {10 L). At
low plasma concentrations (< 100 pg/mL}, approximatcly 90% of salicylic acid is bound to albumin. Salicylic acid
is widely distributed to all tissues and fluids in the body including the central nervous system, breast milk, and
fetal tissucs. Early signs of salicylate overdose (salicylism), including tinnitus (ringing in the ears), occur ar plasma
concentrations approximating 200 pg/mL. {Sec ADVERSE REACTIONS; OVERDOSAGE)
Metabalism: ASA is rapidly hydrolyzed in plasma to salicylic acid, with a half-life of 15-30 minutes. Plasma lev-
els of ASA are essentially undetectable 1-2 hours aftcl :h:rsmg and peak salicylic acid concentrations occur within
1-2 hours of admini of ASA.  Salicyl is ible and total body clearance decreases ar
higher serum concentrations due to the limited ability of the liver to form both salicyluric acid and phenolic
glucuronide. Following toxic doses (10-20 g}, the plasma half-life may be increased to over 20 hours.
Elimination: The elimination of salicylic acid follows first order kinetics at lower doses, with a resultant half-life
of approximately 2-3 hours, Renal excretion of unchanged drug depends upon urinary pH. As urinary pH rises
above 6.5, the renal clearance of free salicylate increases from < 5% to > 886, Alkalinization of the urine is a key
cancept in the g of salicylate fose. (See OVERDOSAGE) Following therapeutic doses, abour
109% is excreted s salicylic acid and 75% as salicyluric acid, in urine,
Pharmacokinetics of ASA In Special Populations:
Hepatic Dysfunction: Duc 1o the ASA component, AGGRENOX. is to be avoided in patients with severe hepatic
insutficiency,
Renal Dysfuncion: Due to the ASA component, AGGRENOX is to be avoided in patients with severe renal
failure {glomerular filtration rate less than 10 mL/min).

serum cong of A (and rn:umy} due to competition at the renal tubule for secretion.
Anticoagulant therapy ﬁfﬁﬂﬂﬂ' and warfarin): Patients on antic lation therapy are at increased risk for bleeding
because of drug-drug interactions and effects on platelets. ASA can displace warfarin from protein binding sites,
teading to prol ion of both the prothrombin rime and the h'l:cdmg time. The ASA component of
AGGRENOX can increase the anmoegulam activity of heparin, increasing bleeding risk.

The ASA of AGGRENOX can displace protein-bound phenytoin and valproic acid,
leading to a decrease in the total concentration of phenytoin -md an increase in serum valproic ac!d levels,

Beta blackers: The hypotensive effects of beta blockers may be diminished by the i istration of

AGGRENOX due to inhibition of renal p glandins by ASA, leading to decreased renal blood flow and salt
and fluid retention.
.Dm:rw'I‘lle effectiveness ofdmren(s in patients with underlyi " renal or card ular disease may be

i d by the c o‘FAGGREIﬁOde: to inhibition of renal prostaglandins by

ASA, leading to decreased renal blood fluw and salt and fluid retention.

The ASA comp of AGGRENOX can inhibit renal clearance of methotrexate, leading to bone
marrow toxicity, especially in the elderly or renally impaired

Nonsterpidal anti-inflammatory drugs (NSAIDs): Due to the ASA component, the concurrent use of
AGGRENOX with other NSAIDs may increase bleeding or lead to decreased renal function,

Oral bypoglycemics: AGGRENOX may increase the effe ss of oral hypoglycemic drugs, leading to
hypoglycemnia.

Uricosuric agents (f id and sulfinp J: The ASA comp of AGGRENOX antagonizes the
uricosuric action of uricosuric agents,

ADVERSE REACTIONS

A 24-month, multi double-blind, rund d study (ESPS-2) was conducted to compare the efficacy and

safety of AGGRENOX with placeho, extended release dipyridamole alone and ASA alone. The study was
conducted in a total of 6,602 male and female patients who had experienced a previous ischemic stroke or
transient ischemia of the brain within three months prior to randomisation.

Table 1 presents the incidence of adverse events that occurred in 1% or mare of patients treated with
AGGRENOX where the incidence was also greater than those patients treated with placebo,
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Table I: Incidence of Adverse Events in ESPS.2*

Individual Treatment Group

Trrcti 1 Jq

and labour, stillbirths, lower birth weight infants, antepartum and postpartum

R
p
bleeding

Respiratory: tachypnea

X ER-|
Body System/Preferred Term AGGRENQC; R-DP Alone  ASA Alone Placebo Skin and Appendages Disorders: rash, alopecia, angioedema
Total Number of Patients 1650 1654 1649 1649 Urogenital: interstitial nephritis, papillary necrosis, proteinuria
Total Number (%) of Patients With at Least  1319(79.9%)  1305(789%)  1323(802%)  1304(79.1%) | Laboratory Changes
One On-Treatment Adverse Event Over the course of the 24-month study (ESPS-2), patients treated with AGGRENOX showed a decline (mean
ine) in b tobi b - \ vie o : /i’
Central & Peripheral Nervous change from baseline) in of 0.25 g/dl, it of 0.75%, and erythrocyte count of 0.13 x 10°/mm’,
System Disorders SYMPTOMS AND TREATMENT OF OVERDOSAGE
Headache 647(39.2%) 634(38.3%) 558(33.8%) 543(32.9%) Because of the dose ratio of dipyridamole to ASA, overdosage of AGGRENOX is likely to be dominated by signs
Convulsions 28(1.7%) 15(0.9%) 28(1.7%) 26(1.6%) and symptoms of dipyridamole overdose. For real or suspected overdose, a Poison Control Centre should be
Gastro-Intestinal System Disorders cofltacfcd immediately. Careful medical management is essential.
Dyspepsia 303(184%)  288(17.4%)  299(18.1%)  275(167%) | Dipyridamole
Abdominal Pain 289(17.5%) 255(15.4%) 262(15.9%) 239(14.5%) Symptoms: Based upon the known hemodynamic effects of dipyridamole, symptoms such as feeling warm,
Nausea 264(16.0%) 254(15.4%) 210(12.7%) 232(14.1%) flushes, sweating, restlessness, feeling of weakness and dizziness may occur. A drop in blood pressure and
Diarrhea 210(12.7%) 257(15.5%) 112(6.8%) 161(9.8%) tachycard;a mlght also be observed.
Vomiting 138( 8.4%) 129(7.8%) 101(6.1%) 118(7.2%) T ic treatment is rec d, possibly including a vasopressor drug. Gastric lavage
Hemorrhage Rectum 26(1.6%) 22(1.3%) 16(1.0%) 13(0.8%) should be consndered Since dipyridamole is hnghly protein bound, dialysis is not likely to be of benefit.
Melena 31(1.9%) 10(0.6%) 20(1.2%) 13(0.8%)
Hemorrhoids 16(1.0%) 13(0.8%) 10(0.6%) 10(0.6%) ASA
Gl Hemorrhage 20(1.2%) 5(0.3%) 15(0.9%) 7(0.4%) Symptoms: In mild overdosage these may include rapid and decp breathing, nausea, vomiting, vertigo, tinnitus,
Bod Whol | Disord flushing, sweating, thirst and tachycardia. In more severe cases acid-base disturbances including respiratory
ody I::i: ole — General Disorders 105(6.4%) 88(5.3%) 103(6.2%) 99(6.0%) alkalosis and metabolic acidosis can occur. Severe cases may show fever, hemorrhage, excitement, confusion,
- - p g convulsion or coma and respiratory failure.
Fatj 95(5.8% 93(5.6%, 97(5.9% 90(5.5%
Baaclﬁu:ain 768 2%; 772 4 7%= 7 4: 4 5%; 6523 9%; Treatment:: It consists of prevention and management of acid-base and fluid and electrolyte disturbances, Renal
i " g i ey oo clearance is increased by increasing urine flow and by alkaline diuresis but care must be taken in this approach not
Accidentat Injury 42(2.5%) 24(1.5%) 51(3.1%) 37(22%) ng urine are must be !
Malaise 27(1.6%) 23(1.4%) 26(1.6%) 22(1.3%) to aggravate further the metabolic acidosis that develops and the hypokalemia. Acidemia should be prevented by
Asthenia 291 :8%) 19(1 1%) 1741 :0%) 18(1 1%) administration of adequate sodium-containing fluids and sodium bicarbonate. Hypoglycemia is an occasional
S 0% 13(0.8% 16(1.0% 8(0. i of late ov and can be d by admini ion of glucose solutions. If
yneope 1701.0%) ( ) ( ) (0.5%) hemorrha ic diathesis is evident, give vitamin K. Hemodialysis may be useful in complex acid-base disturbances
g g ! y P
PsychiAatric Qisorders . 04% s735% 1% particularly in the presence of abnormal renal function.
Confution mE I %; 9((0.5%)) zzt I :3%; |s§019%{ DOSAGE AND ADMINISTRATION
Anorexi For oral administration. The recommended dose of AGGRENOX is one capsule twice daily, onc in the mornin,
orexia 19(1.2%) 17(1.0%) 10(0.6%) 15(0.9%) p y, g
Somnolence 20(1.2%) 13(0.8%) 18(1.1%) 9(0.5%) and one in the evening, with or without food. The capsules should be swallowed whole without chewing.
Musculo-Skeletal System Disorders PHARMACEUTICAL INFORMATION
Arthralgia 91(5.5%) 75(4.5%) 91(5.5%) 76(4.6%) DRUG SUBSTANCE
Arthritis 34(2.1%) 25(1.5%) 17(1.0%) 19(1.2%)
ity Wiz lion  eme  llorg | FroperName Dipyridamle
VA (- : : - Chemical Name: 2,6-bis(diethanolamino)-4,8-dipiperidino-pyrimido(5,4-d) pyrimidine
Respiratory System Disorders = dipyridamole)
Coughing 25(1.5%) 18(1.1%) 32(1.9%) 21(1.3%) Structural Formula: = dipy ~ g
Upper Respiratory Tract Infection 16(1.0%) 9(0.5%) 16(1.0%) 14(0.8%) ) )w: i
N -
Cardiovascular Disorders, General Oy ‘wNI X 10»«
Cardiac Failure 26(1.6%) 17(1.0%) 30(1.8%) 25(1.5%) e
o L
Platelet, Bleeding & Clotting Disorders Molecular Formula: CuHoNgO,
Hemorrhage NOS 52(3.2%) 24(1.5%) 46(28%) 24(1.5%) Molecular Weight: 50463
T o
Epistaxis 39Q.4%) 16(1.0%) 45@7%) (1.5%) Description: Dipyridamole is an odourless ycllow crystalline substance, having a bitter tastc.
Purpura 23(1.4%) 8(0.5%) 9(0.5%) 7(0.4%) Tt is soluble in dilute acids hanol and chlorof and is practicall
Any Bleeding™ 144(8.7%) 77(47%) 135(8.2%) 74(4.5%) I ‘515(;; le in dilute acids, methanol and chloroform, and is practically
Severity of bleeding:** ) ) sl e. n water.
Mild 84(5.1%) 53(3.2%) 82(5.0%) 52(3.2%) Melting Point: 162-168°C
Moderate 33(2.0%) 18(1.1%) 33(2.0%) 15(0.9%) Proper Name: acetylsalicylic acid (ASA)
Severe 23(1.4%) 40.2%) 1912%  503% | Chemical Name: benzoic acid, 2-(acetyloxy)-
tyloxy
Fatal 40.2%) 200.1%) 10.1%) 2(0.1%) Structural Formula:
Neoplasm Oy
Neoplasm NOS 28(1.7%) 16(1.0%) 23(1.4%) 20(1.2%)
( H;:TO
Red Blood Celi Disorders o
Anemia 27(1.6%) 16(1.0%) 19(1.2%) 9(0.5%)
* Reported by »1% of patients during AGGRENOX treatment where the incidence was greater than those treated with placebo. Molecular Formula: CsHsO4
*  Bleeding at any site, reported during follow-up and within 15 days after eventual stroke or treatment cessation, Molecular Weight: 180.16

Severity of bleeding: mild = requiring no special treatment; moderate = requiring specific treatment but no blood transfusion
severe = requiring blood transfusion.

Note: ER-DP = Extended Release Dipyridamole 400 mg/day; ASA = Acetylsalicylic Acid 50 mg/day.

Note: The dosage regimen for all treatment groups is b.id

Note: NOS = not otherwise specified.

Discontinuation due to adverse events in ESPS-2 was 27.8% for AGGRENOX, 28.2% for extended release
dipyridamole, 23.2% for ASA, and 23.7% for placebo.

Rare Adverse Reactions:

Adverse reactions that occurred in less than 1% of patients treated with AGGRENOX in the ESPS-2 study and
that were medically judged to be possibly related to either dipyridamole or ASA are listed below.

Bndyma Whole: n.llerg,m nagtmn fcvcr Cardiguascular: hypotension, flushing. Central Nervous System: coma,

dizzine: inal: gastritis, ulceration and perforation. Hmrmg@ Vestibular Disorders: tinnitus,
and deafness. Patients with high frequency hearing loss may have difficulty perceiving tinnitus, In these patients,
tinnitus cannot be used as a clinical indicator of salicylism. Heart Rate and Rbythm Disorders: tachycardia, palpitation,
arrhythmia, supraventricular tachycardia. Liver and Biliary System Disorders: cholelithiasis, jaundice, abnormal hepatic
function, Metabolic & Nutritional Disorders: hyperglycemia, thisst. Plaselet, Bleeding and Clotting Disorders: hematoma,
gingival blecding, cerebral hemorrhage, intracranial hemorrhage, subarachnoid hemorrhage. Nore: There was one case
of pancytopenia recorded in a patient within the AGGRENOX treatment group, from which the patient recovered
without discontinuation of AGGRENOX. Psychiatric Disorders: agitation. Reproductive: uterine hemorrhage.
Respiratory: hyperpnea, asthma, bronchospasm, hemoptysis, pulmonary edema. Special Senses: taste loss. Skin and
Appendages Disorders: pruritus, urticaria. Urogenital: renal insufficiency and failure, hematuria.
POST-MARKETING EXPERIENCE

The following is a list of additional adverse rcactions that have been reported either in the literature or are from
post-marketing spontaneous reports for either dipyridamole or ASA.

Body as a Whole: hypothermia

Cardiovascular: angina pectoris

Central Nervous System: cerebral edema

Fluid and Electrolyte: hyperkalemia, metabolic acidosis, respiratory alkalosis
Gastrointestinal: pancreatitis, Reye’s syndrome

Hearing and Vestibular Disorders: hearing loss

Hyp itivity: acute anaphyl

is, laryngeal edema

Liver and Biliary System Disorders: hepatitis

Musculoskeletal: thabdomyolysis

Metabolic & Nutritional Disorders: hypoglycemia, dehydration

Platelet, Bleeding and Clotting Disorders: prolongation of the prothrombin time, disseminated intravascular
coagulation, coagulopathy, thrombocytopenia
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Description: ASA is an odoutless, white, needle-like crystalline or powdery substance. When
exposed to moisture, ASA hydrolyzes into salicylic and acetic acids, and gives
off a vinegary odour. Tt is highly lipid soluble and slightly soluble in water.
COMPOSITION

Each hard gelatin capsule contains 200 mg dipyridamole as extended release pellets (a mixture of two release rate
pellets), and 25 mg ASA as an immediate release sugar-coated tablet.

Non-medicinal ingredients (in alphabetical order): acacia, aluminium stearate, colloidal silicon dioxide,

corn starch, dimethicone, hydroxypropyl methylcellulose, hydroxypropyl methylcellulose phthalate, lactose
monohydrate, methacrylic acid copolymer, microcrystalline cellulose, povidone, stearic acid, sucrose, tale,

tartaric acid, titanium dioxide, and triacetin.

Capsule shell contains gelatin, red iron oxide and yellow iron oxide, titanium dioxide and water.

STABILITY AND STORAGE RECOMMENDATIONS
Store at 15 to 30°C. Protect from excessive moisture.

AVAILABILITY OF DOSAGE FORMS

AGGRENOQX is available as a hard gelatin capsule, with a red cap and an ivory-coloured body, containing yellow
extended release pellets incorporating dipyridamole and a round white tablet incorporating immediate-release
ASA. The capsule body is imprinted in red with the Boebringer Ingelheim logo and with “01A”.
AGGRENOX is supplied in polypropylene tubes containing 60 capsules.

Product Monograph available upon request.
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BRIEF PRESCRIBING INFORMATION
CONSULT FULL PRODUCT MONOGRAPH FOR COMPLETE PRESCRIBING INFORMATION

“Topamax

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

AND
TOPAMAX (topiramate) is indicated as adjunctive therapy for the management of potients (adults and children two years and older) with epilepsy who ore not
safisfacorly contolled with conventional therapy. These is limited information on the use of topiramate in monotherapy at this fime.

/|
TOPAMAX (topiramate) is contraindicated in pofients with a history of hypersensifivity to any components of this produ,

WARNINGS
Antiepileptic drugs, incuding TOPAMAX (topiramete), should be withdrawn gradually to minimize the potential of increased seizure frequency. In adult clinicaf
rils, dosoges were decreased by 100 myg/dy of weekly intervals.

Adversa avents most often assaciated with the use of TOPAMAX were central nervous system-elated. In adults, the
most significant of thasa con be classified into two general categories: i) psychomotor slowing: dfficulty with concentration and speech or language problems,
in particulr, wordHinding dificulties and i) somnolence or fatigue.

Additional nonspacic CNS effects occasionally observed with topiramete os add-on therapy include dizziness or imbalance, confusion, memory problems, and
exocerbation of mood disturbances (e.g. iitability and depression).

Thas evants were generally mild to moderate, and generally accurted sarly in theropy. Whilk the incidence of psychomotor slowing does not appear fo be dose
related, both language problems and difficulty with concentration or attention increased in frequency with incseasing dosage in the six double-blind tiaks,
suggesting that thess events are dose reloted. (Ses ADVERSE REACTIONS.)

A syndrome consisting of acute myopia associated with secondary angle closure glaucoma
has been raported in patients recsiving TOPAMAY. Symptoms indude acute onset of decreased visual acuity and /or ocular pain. Ophihalmologic findings con
include myopia, onterior chamber shallowing, ocular hyperemia (redness) and increased intraocular pressure. Mydriosis may or may not be present. This
syndrome may be associated with suproctiary effusion resuling in anterior displacement of the lens and i, with secondary angle closure gloucoma. Symptoms
ypically occur within o Few doys Yo ) month of inifiafing TOPAMAX therapy. In contrast to primery nmrow cngle gloucoma, which is rore under 40 yeors of age,
secondary angle closure gloucoma associated with topiramate has been reported in pediahic patients as well os adults. The primary teatment fo reverse
symptorns is discontinuation of TOPAMAX us rapidly os possible, according o the judgement of the treating physician. Other measures, in conjunction with
discontinuation of TOPAMAX may be helpful (see PRECAUTIONS und Post-Marketing Adverse Reactions).

In ol coses of acute visual blurring ond /or painful,/red ey (s}, immediate consultation with on ophthalmologist is recommended.
Flovated intoocular pressure of any efiology, f left untreated, can leud to serious sequalae induding pemanent ision loss.

PRECAUTIONS
Fffects Related to Carbonic Anhydrase Inhibition Kidney Stones A tatal of 321,715 (1.5%) of paients exposed to TOPAMAX (topiromete) during
its development reported the occurrence of kidney stanes, an incidence about 10 fimes that expected in a similar, untreated population (M/F ratio; 27,/1,092
molg; 5/623 female). In the genaral populafion, risk foctors for kidney stone formation include: gander (male), ages betwesn 20-50 years, prior stone
formation, fomily history of nephrolitiasis, and hypercolciurio. Based on logistic regression analysis of the dlinical tial dota, no corelafion between mean
topiromate dosage, duration of topircmate therapy, os age and the occurrence of Kidney stanes was established; of the risk factors evaluated, anly gender (male)
showed a corelation with the occurrence of kidney stones. In the pediatric patients studied, there wers o kidney stones observed.
Carbonic cahydrase inhibitors, 6.9, acetazolamids, promote stone formation by reducing urinary cinate excretion and by increasing usinary pH. Concomitant use
of TOPAMAX, o weak carbonic antiydase inhibitor, with other corbanic anhydrase inhibitors may create ¢ physiological environment that increases the risk of
kidney stone formation, and should therefore be avaided.
Patiants, especially tose with o predispositon to nephrolithiosis, moy have an increased risk of renal stone formation. Increased flid infake increases the urinary
output, lowering the concentration of substances involved in stone formation. Therefore, adequae hydration is recommended to reduce this risk. Hone of the
risk factors for nephrolithiosis can reliably predict stone formation during TOPAMAX treatment.
Paresthesin Poresthesia, an effect associated with the use of other corbonic anhydrase inhilitars, appears fo be o common effect of TOPAMAX therapy. These
events were usudlly intermittent and mild, and not necessarly related o the dosage of topiramote.

ntation A dietary supplement or increased food intake may be considered f the patient is losing weight while an this medicafion,
Weight Loss in Pediatrics Topiromate administation s ussociuted with weight loss in some chidren that generally eccurs sary in therapy. Of those pediatric
subjocts fraated in clinical tiaks for ot leost a year who experienced weight loss, 96% showed a resumption of weight gain within the period tested. In 24 year
olds, the mean change in weight from baseline ot 12 months (n=25) was +0.7 kg {range 1.1 to 3.2); ot 24 menths (n=14), the mean change wes +2.2
{range -1.1 %0 6.1 In 5-10 yaar olds, the mean chonge in weight from boseline ot 12 manths (n=88) wos +0.7 kg {range -6.7 to 11.8); at 24 months
(n=57), the meon change was +3.3 (range 8.6 o 20.0). Weight decreases, usually associated with anorexia or appefite changes, were reported as adverse
avents for 9% of topiromate-freated pediatic patients. The fong term effects of reduced weight gain in pediatic pafients is not known.
Adjustment of n Failure The major route of elimination of unchanged topiramate and its metabolites is via the Kidney. Renal eliminafion
is dependent on renal function and is independent of age. Pafients with impaired renal function (Clcg < 70 m/min,/1.73m?) or with endsfage renal disease
receiving hemodiolysis reatments may foke 10 to 15 days to reach steady-stafe plosma concentrations os compared to 4 to 8 doys in patients with nomal
renal function. As with ol patients, the firofion schedule should be guided by dinical outcome (.. seizure contol, avoidonce of side effects) with the knowledge
that pofients with known renal impaitment may require o longer time fo reach steady-state ot each dese. (See DOSAGE AND ADMINISTRATION.)
Detreased Hopatic Function In hepatically impaired patients, topiramate should be administered with caution us the clearance of topiramate was decreased
compared with normol subjects.
| Joquate Hydration Pafients, especially those with predispasing factors, should be instnucted fo maintain an adequate fluid infoke
in arder to minimize the risk of renol stone fomation,
Effacts on Ability to Diive and Use Machines Pafients should be wormed about the potential for somnolence, dizziness, confusion, and difficulty concentrating
and advised not to drve or operate machinery unkil they have goined sufficient experience on fopiramate to gauge whether it odversely affects their mental
and/or motos performance,
Acwto Myopia and Secondary Angle Closure Gloucoma Pafients tuking TOPAMAX should be told to immediately contact their doctor and/or go to the
Emargency Room ifthey,/their chid axperiances) sudden worsening of vision, blurred vision or painful/red eyes).
Drug Intorgctions Antispileptic Drugs
Effocts of TOPAMAX on Other Antiepileptic Drugs Potentiaf interactions between topiromate and standord AEDs were measured in controlled clinical
pharmacokinefic studies in potients with epilapsy. The addifion of TOPAMAX to other antiepileptic drugs (phenytoin, corbamazepine, volproic cd, phenobarbital,
primidone) has no effect on their steady-state plasm concentrotions, except in the occasional patient, where the addition of TOPAMAX to phenytoin may resuft
in an increase of plasma concentrations of phenytoin.
The ffact of topiramate on steudy-stute phamacokinetics of phenyfoin moy be related to the frequency of phenytoin dosing. A light increase in steady-state
phanytoin plasma concentrations was observed, primaril in pafients receiving phenytoin in two divided doses. The slight increase may be due to the safurable
nature of phenytain pharmacokinetics and infibiton of phenytoin metoblism (CYP2Crogph).
The addition of TOPAMAX therapy fo phenytoin should be quided by dinical outcome. In general, os evidenced in clinical fricls, pafients do not require dose
adjustments. However, ony pofient on phenytain showing cinical signs or symptoms of toxicity should have pheaytain levels monitored.
Effocts of Oter Antiepitaptic Drugs on TOPAMAX. Phenytoin and corbomazeping decreass the plasmo concentrafion of TOPAMAX. The eddition or withdrowal of
phenytoin and/or carbamazepine during adjunctive theropy with TOPAMAX may require adjustment of the dose of TOPAMAX. This should be done by fitrafing
to dlinical effect. The addition or withdrawal of valproic acid does not produce cinically significent changes in plesma concentrafions of TOPAMAX, and therefore,
does not warrant desage adjustment of TOPAMAX.
The effect of these inferactions on plasma concentrations are summarized in Table 1:

Table 1
Drug Interactions with TOPAMAX Therapy

AED AED TOPAMAX
Coodministered Concentration Concentration
Phenytain o 159%
Carbomazepine (B2} > Lok
(B2 epoxide™ > NS
Yolproic acid Ny a%
Phenobarbitol e NS
Primidane s NS

* Is not administered but is an octive metabolite of corbamazepine

< Noeffect on plosma concentration (< 15% chonge)

e Plasma concentrations increased 25% in some potients, generally those on a b.i.d. dosing regimen of phertytoin
{ Plasma concentrations decrease in individual patients

NS Not studied

AED  Antiepileptic drug

Other Drug Interactions - Digoxin n a single-dose study, serum digoxin AUC decreased 2% due to concomitant TOPAMAX, administrafion. Multiple-dose studies
have not been performed. When TOPAMAX s added or withdrawn in paients on digoxin therapy, corsful atention should be given fo the roufine monitering of
serum digoxin,
NS Deprassants: Concomitant adrministration of TOPAMAX topiramate and lcohol or other CNS depressant drugs has not been evaluated in cliical studies. It
is recommended that TOPAMAX.topiramate not be used concomitantly with alcohal or other CNS depressant drugs.
Ol Contracepfives: In 0 phormacokinetic interaction study with orol contracaptives using u combination product contuining norathindrane plus thinyl esfradiol,
TOPAMAX fopiramate did not significantly affect the oral dearonce of norethindrone. The serum levels of the estrogenic component decteased by 18%, 21%,
and 30% ot daily doses of 200, 400 and 800 mg, respactively. Consequentl, the efficacy of low-dose (e.q. 20 py) oral contraceptives may be reduced in this
situation. Patients toking oral contracepfives should receive a praparation containing not less than 50 py of estrogen. Potients taking oral contraceptives should
be asked to report any change in their blseding pattems.
Othets: Concomitant use of TOPAMAX topiramae, a weak corbonic anhydrasa infibitor, with other carbonic anhydrase inhibitors, 6.g. ocatuzolamide, may create
0 physiologicol environment that increases the risk of renal stone formation, and should therefore be avoided if possible.
Laboratory Tests There are no known intefcctions of TOPAMAX topiramote with commeny used laboratory tests.
Use in Pregnancy and Lactation Like other anfiepileptic drugs, topiramats was feratogenic in mice, rats, and robbits. In rats, topiramate crosses the
placental barrier,
Thete are no studies using TOPAMAX tapiramate in pregnant women. However, TOPAMAX therapy should b used during pregnancy only if the potenticl benefit
outweighs the potential ik to the fatus.
Topiramote is excreted in the milk of lactafing rats. It is not known if topircmate is excreted in human milk. Since many drugs are excreted in human mik, and
because the potentialfor serious adverse rsactions in nursing infunts o TOPAMAX togiramate exists, the prescriber should decide whether to discontinue nursing
or discontinue the drug, taking into account the risk / benefit rotio of the importonce of the drug to the mother and the risks to the infant.
In postmarketing experisnce, cases of hypospadias hove been reported in male infonts exposed inutero to topircmate, with or without other anficonvulsants,
however, o causal relationship with fopiramot hes not been established.
The effect of TOPAMAX topiramate on lobour and delivery in humans is unknown.
Pediatric Use Sufety and effactiveness in chldren undar 2 years of age have not been established.
Gerlatric Use There s imited information in pafients over 65 years of age. The possibiliy of age-associated renal funcion abnormalities should be considered
when using TOPAMAX topiramate.
Race and Gender Effects Although direct comparison studies of pharmacokinefics have not been conducted, analysis of plosma concentrafion data from
clinical efficacy triols have shown that race and gender appeor fo have o effect on the plasmo clearanca of tapiromate. In additon, based an pooled analyses,
race and gender appear to have no effect on the efficacy of topiramate.
ADVERSE REACTIONS
Adults The most commonly observed adverse events ossocioted with the adjunctive use of TOPAMAX topiramote of dosages of 200 o 400 mg/day in
controlld ticls in adutts that were seen at greater fraquency in topiramate-raated patients and did not appear te be dase related within this dosage range were:
somnolence, dizzingss, atuia, speech disorders and related speach problems, psychomotor slowing, aystagmus, and paresthesia (see Table 2).
The mast common dose-elated adverse events at dosages of 200 to 1,000 mg,/day were: nervousness, dificulty with concentration o aftenfion, confusion,
daprassion, anorexia, longuage problems, and mood problems (ses Table 3).
Table 2
Incidence of Treatment-Emergent Adverse Events in Placebo-Controled, Add-On Trials in ADULTS *
(Events that occurred in 2 2% of topiramate-treated pafients ond occurred more freguently in topiromate-teated than placebg-reated patients)

TOPAMAX Dasage (mg/day)
Body System/ Placebo 200400 600-1,000
Adverse Event {n=216) (0=113) (n=414)
Body as a Whole
Asthenin 14 8.0 31
Bock Pain 42 8.2 29
Chest Poin 28 44 24
Influenzedike Symptoms 32 35 36
Leg Poin 23 35 346
Hot Flushes 19 27 07
Nervous System
Dizziness 153 283 321
Ataxia 69 2.2 45
Speech Disorders/Related Speech Problems 2.3 16.8 1.4
Nystagmus 93 150 N
Paresthesia 46 150 19.1
Tremor 80 104 89
Language Problems 05 6.2 104
Coordination Abnormal 19 53 36
Hypoaesthesia 0.9 27 12
Abnormal Gait 14 18 22
Gustrointestinal System
Nauseo 74 15 121
Dyspepsio 85 8.0 6.3
Abdominal Poin 37 53 74
Constipation 23 53 34
Dry Mouth 09 27 39
Metabolic and Nutritional
Weight Decrease 28 71 128
Neuropsychintric
Somnolence 9.7 301 278
Psychomotor Slowing 23 168 208
Nervousness 74 159 193
Diffizolty with Memory 32 124 145
Canfusion 42 9.7 138
Depression 5.6 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 9.2
Aggressive Reaction 05 27 29
Apathy 0 18 31
Depersonalizotion 0.9 18 22
Emofional Lability 0.9 18 27
Reproductive, Female (=59} (n=24) {n=128)
Breast Pain, Female 17 83 1]
Dysmenortheo [X] 8.3 3
Menstrual Disordes 4 41 48
Reproductive, Male (=157 (n=89) {n=286)
Prostuic Disorder . 22
Respiratory System
Phoryngitis 23 71 31
Rhinitis 89 71 6.3
Sinusitis 42 44 5.6
Dyspnea 0.9 18 24
Skin and Appenduges
Pruritus 14 18 31
Vision
Diplogio 56 14.2 104
Vision Abnormal 28 142 101
White Cell and RES
Leukopenia 0.5 21 12

< Patients in these add-on trials were receiving 1 to 2 concomitant anfiepileptic drugs in oddition to TOPAMAX topiramate or placebo.
® Values represent the percentuge of patients reporfing a given adverse event. Patients may v reported mors then one adverse event during the study
and con be included in more than one adverse event category.
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Table 3
Incidence (%) of Dose-Reloted Adverse Events From Plocebo-Controlled, Add-On Trials in ADULTS

TOPAMAX Dosoge (mg/day)
Adverse Event Placebo 200 400 600 1,000
(n=216) (n=45) (n=68) (n=414)

Fatigue 134 mni 1.8 287
Nervousness 74 3.3 7.6 193
Difficulty with

Concentration,/Atmention 14 6.7 88 145
Confusion 42 89 103 138
Depression 546 89 74 130
Anorexin 37 44 59 123
Language problems 05 22 88 10.1
Anxiety 80 22 29 104
Mood problems 19 0.0 59 9.2

In six double-bing clinical ials, 10.6% of sublects {n=113) assigned fo a topiramate dosage of 200 to 400 mg/doy in oddition to their standard AED therapy
discontinued due to adverse events, compared to 5.8% of subjects (n=69) receiving placebo. The percentuge of subjects disconfinuing due to adverse events
appeared fo increase at dosages cbove 400 mpg/dey. Overall, cpproximately 17% of all subjects (n=527) who received topiramate in the double-blind tricls
discontinued dua to adverse events, compared to 4% of the subiects (n=216) receiving placebo.
Pediatrics Adverse events assacioted with the use of topiromote at dosages of 5 to 9 mg,/kg/day in worldwide pediatric clnicol trials that were seen ot
greater frequency in fopiramate-treated patients wore: fatigue, somnolence, onorexia, nervousness, difficuty with concentration /attention, diffculty with
memory, aggressive reaction, and waight decrease.
Table 4 fists roatment-emergent odverse events that occurred in of least 2% of chitdren reated with S to 9 mg,/kq,/duy topiramate in controled trials that
were numerically more common than in pafients treated with placebo.
Table 4
Incidence (%) of Treatment-Emergent Adverse Events in Worldwide Pedictric Clinical Trials Experience (2-16 years of Age)®
{Events thot Occurred in 2% of Topiramate-Treated Patients ond Occurred More Frequently in Topiramate-Treated Thon Placebo-Treated Potients)

Body System/ Plocebo Topiromate
Adverse Event (N=101) (N=98)
Body us a Whole - General Disorders
Fofigue 5 16.3
Injury 129 143
AMlergic Reaction 1 2
Central & Peripheral Nervous System Disorders
Gait Abnormal 5 8.2
Mtaxin 2 6.1
Hyperkinesio 4 5.1
Dizziness 2 41
Speech Disorders/Related Speech Problems 2 41
Convulsions Aggrovated 3 31
Hyporeflexio ] 2
Gastrointestinal System Disorders
Nouses 5 6.1
Seliva Increased 4 6.1
Constipation 4 5.1
Gashroenteritis 2 31
Metabolic and Netritional Disorders
Weight Decrease 1 92
Thirst 1 2
Platelet, Bleeding, & Clotting Disorders
Purpurg 4 8.2
Epistaxis 1 41
Nervous Disorders
Semnolence 158 255
Anorexia 149 n5
Nervousness 89 143
Persondlity Disorder (Behavior Problems) 89 1.2
Difficulty with Concentration,/Atfention 2 10.2
Aggressive Reaction 4 9.2
Insomnia 89 82
Moad Prablems 89 7t
Difficulty with Memory NOS* ¢ 51
Emotional Lobility 5 51
Confusion 3 41
Psychomotor Slowing 2 31
Reproductive Disorders, Female
Leukorrhea 00 23
Resistance Mechanism Disorders
Infection Viral 30 71
Infection 30 3)
Respiratory System Disorders
Upper Respiratory Tract Infection 36.6 367
Pneumonio 10 51
Skin and Appendages Disorders
Skin Disorder 20 31
Nopecio 10 20
Dermofitis 0.0 20
Hypertrichosis 10 20
Rash Erythematous 00 20
Urinary System Disorders
Urinary Incontingnce 20 41
Vision Disorders
Eye Abnormality 10 20
Vision Abnormal 10 20
White Cell and RES Disorders
Leukopenio 0.0 2.0

Patients in these add-on trials ware receiving 1 to 2 concomitont antiepileptic drugs in oddifion to TOPAMAX sopiromate or placebo.

Volues represent the percantuge of putients reporfing o given adverse event. Pofients moy hove reported more thon ane odverse event during the study
and can be included in more than one adverse event cotegory.

¢ Not Otherwise Specified

None of the pediatric patients who received topiromate adjunctive therapy at 5 to 9 mg/kg/day in controlled clinical frials discontinued
due to odverse events. In open extensions of the controlled clinical wials, approximately 9% of the 303 pediatiic patients who received
fopiramate at dosoges up fo 30 mg/kg/day discontinued due fo adverse events. Adverse events associated with disconfinuing therapy
included aggravated convulsions (2.3%), language problems (1.3%), and difficulty with concentration/attention (1.3%).

In odult and pediotric patients, nephrolithiasis wos reported rarely. Isolated cases of thromboembolic events have also been reported; a
causal assodiation with the drug has not been established.

When the safety experience of potients receiving TOPAMAX topiramate os adjunctive therapy in both double-blind and operdabel trials
(1,446 odults and 303 children) was analyzed, o similar patter of adverse events emerged.

Post-Marketing Adverse Reactions The most frequently seported advarse events in spontaneous post-marketing reports on
fopiramate include:

Psychiatric: somnolence or sedation, hallucination(s), depression, anorexio, aggressive reaction, psychosis, thinking abnormal,

Avtonomic Nervous System: vomifing

Vision: vision abnormol (indludes vision decreased, vision blurred, visual disturbance, visual impairment, amblyopic); rorely reported: diplopia, glavcoma,
myopio, eye pain.

Gastrointestinalz nousea, diarheo, abdominal pain, constipafion

Body as o Whole - General Disorders: fatigue

Urinary System: renal colculus

Skin and Appenduges: rosh

SYMPTOMS AND TREATMENT OF OVERDOSAGE

In ocute TOPAMAX topiramate overdose, if the ingestion is recent, the stomach should be empfied immediately by lovage or by induction of emesis.
Activated charcoal has not been shown to odsorb fopiramate in vitro. Therefore, its use in overdosage is not recommended. Treatment should be
apprapriotely supportive.

Hemodiolysis is an effective means of removing topiramate from the body. However, in the fow cases of acute overdosage reported, including doses of
over 20 g in one individual, hemodiolysis has not besn necessory.

DOSAGE AND ADMINISTRATION

Gengral TOPAMAX Tablets or Sprinkle Capsules can be taken without regard fo meols. Tablets should not be broken. TOPAMAX Sprinkle Capsules mey be
swallowed whole or may be administered by carefully opening the capsule and sprinkiing the entire contents on o small amount {teaspoon) of soft food. This
drug//food mixture should be swallowed immediately and not chewed. It should not be stored for futwre use. The sprnkle formulation is provided for thase
pofients who connot swallow fablets, e.q. pediatrc ond the eldery.

Aduits (Age 17 years and older) It is recommended that TOPAMAX topiramate s adjuncfive therapy be inifiated of 50 mg/doy, followed by firation as needed
and tolerated to an effective dose. At weekly intervals, the dose may be increased by 50 mg,/day and taken in two divided doses. Some patients may benefit
from lower inifial doses, e.g. 25 mg and/or a slower firation schedule. Some petients may achieve efficacy with once-t-day dosing.

The tecommended total daily maintenance dose is 200 mg-400 mg,/day in two divided doses. Doses obove 400 mg,/day have not been shown to improve
responses and have been ossocioted with o greater incidence of odverse events. The maximum recommended dose is 800 mg/day. Daily doses ohove
1,600 mg hove not been studied.

Children (Ages 2-16 years) It is recommended that TOPAMAX topiramate os adjunctive therapy be inifioted af 25 mg (or less, based on o range of 1 fo
3 mg/kg/doy) nighty for the first week followed by fitration os needed and tolerated to an effective dose. The dosage should then be increased ot 1- or
2-waek intervals by increments of 1 to 3 mg/kq,/day {odministered in two divided dases). Some patients may benefitfrom lower inifial doses and /or o slower
fitraion schedule.

The recommended fotal daily maintenance dose is approximately 5 o ¢ mg,/kg/doy in two divided doses. Daily doses wp to 30 mg/kg/day have been studied
and were generally wel! toleroted.

Geriatrics See PRECAUTIONS section.

Patients with Renal Impairment In renally impaired subjects (creatinine clearance less than 70 ml/min/1.73m’), one-half of the usuol adult dose is
tecommended. Such patients will require o longer fime o reach steadystate at each dose.

Patients Undergoing Hemodiulysis Topisomate is cleared by hemodialysis of @ sate thot is 4 to 6 times greater thon ¢ norml individual. Accordingly,
a prolonged period of dialysis may cause topiramate concentration o foll below that required fo maintain an antiseizure effect. To ovoid rapid drops in fapiromote
plasma concentration during hemadialysis a supplemental dose of topiramate may be required. The actual odjustment should take into account 1) the duration
of dialysis, 2) the clearance rate of the diofysis system being used, ond 3) the effective renal clearance of topiramate in the patient being dialyzed.
Patients with Hepatic Disease In hepoticaly impaired patients, topiramote plasma concentrations are increased approximotely 30%. This moderote
increose is not considered to warrant adjustment of the topiramate dosing regimen. Initate fopiramate therapy with the same dose and regimen s for pafisnts
with normal hepatic function. The dose fitation in these pafients should be guided by clinicol autcome, i.e. seizure contrl, and avoidance of adverse effacts,
Such patients will require o longer fime to seach stecdystote af each dose.

AVAILABILITY OF DOSAGE FORMS

TOPAMAX topiramate is available as embossed tablets in the following strengths as described below:

25mg:  white, round, coated tablets containing 25 mg topiramote.

100 mg: yellow, round, coated lablets containing 100 mg topiramate.

200 mg:  salmoncoloured, round, coated tablefs containing 200 mg topiramate,

TOPAMAX topiramate Sprinkle Copsules contuin small white fo offwhite spheres. The gelatin capsules ore white and clecr. They are merked as follows:
15mg: "TOP" and *15 mg” an the side.
25mg  "TOP" and *25 mg” on the side.

Supplied: Bottles of 80 tablets with desiccant.
Bottles of 60 capsules without desiccant.

TOPAMAX is  Schedule F Drug.
Product Monograph available to physicians and pharmacists upon request.
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paranoid reaction, insomnia, emotional lahility, suicide attempt, delusion
Central and Peripheral Nervous System: confusion, convulsions aggrovated, paresthesia, agitution, speech disorder, ataxia, (" E&;D *)
dizziness, convulsions, amnesic, headache, hyperkinesia /P—*
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BERLEX CANADA INC.

‘BETASERON

Interferon beta-1b

THERAPEUTIC CLASSIFICATION
Immunomodutator

ACTION AND CLINICAL PHARMACOLOGY

Description: BETASERON® (interferon beta-1h) is a
puriﬂed steribe, Iynpmlm protein prmuct produced by

and b for use by

Injection. B'usrlsron beta-1b is manutactured by bacterial
termentation of a strain of Escherictia ol that bears &

plasmid ining the gene for
human interferon beta.. ;. The native gene was obtained
from human fibroblasts and altered in a way that sub-
stitutes serine for the cysteine residue found at position
17. Interferen beta-1b is a highly purified protein that has
165 amino acids and an approximate motecular weight
of 18,500 daltons. It does not include the carbohydrate
side chains found in the natural material.

General: Interferons are a family of naturaily occurming
proteins, which have molecular weights ranging from
15,000 10 21,000 dalons. Three major classes of infer-
fertns have been identified: alpha, bata, and gamma.

Patients selected for study were ized to

with either placebo (n=123), 0.05 mg (1.6 ML)
BETASERON {n=125), or 0.25 mg (8 MIU) BETASERON
{n=124) seli-administered ly every other day.
Dutcome based on the first 372 randomized patients was
evaluated after 2 years.

Patients who required more than three 28-day courses
of conicostaroids were withdrawn from the study. Minor

s (eq., and oral

baciofen were allowed ad fibitum but chronic nonstercidal
anti-inflammatory drug (NSAID) use was not aﬂuwed

The primary, protocot defined, outcome
measures were 1) frequznqr of exacerbations per
patient and 2) proportion of exacerbation free patients,
A number of secondary oulcome measures were also
employed as described in Table 1

In addition to clinical measures, annual magnetic re-
sonance imaging (VAN was performed and quantitated

for extent of disease as determined by changes in total

area of lesions. In a substudy of gatients (n=52) at one
site, MRis were performed every 6 weeks and quantitated
for disease activity as determined by changes in size and
number of lesions,

Results at the protocol designated endpeint of 2 years
(see TABLE 1): In the 2-year analysls, there was a 31%

Interferon beta- T, i alpha, and interferon gamma
have overiapping yet distinct bidlogic activities, The
activities of interferon beta-1b are species-restricted and,
therefore, the most pertinent pharmacological information

on BETASERON (interferon beta-15) is derived from studies

in annual exacerbation rate, from 1.31 in the
placebe group to 0.9 in the 0.25 mg (8 MiL) group. The
p-value for this difference was 0.0001. The proportion
of patients free of exacerbations was 16% in the placzbo
group, compared with 25% in the BETASERON 0.25 mg

roup.
Of the first 372 patients randomized, 72 (19%) failed 1o

of human cells in culture and i vivo, 18 M) g
Biologic Activities: Interferon beta-1b has been shown
1o possess both antivieal and y activities.

The mechanisms by which BETASERON exerts its actions in
multipbe sclerosis (MS) are not clearly understood, However,
it is known thal the biologic response-madifying properties
ot i beta-1b are d through its i i
with specific cell receptors found on the surface of human
cells, The binding of interferon beta-1b to these receptors
inchuces the expeession of a number of interferon-induced
(ene products (e.q., 2°,5'-oligoadenylate synthetase, protein
kinase, and indoleamine 2,3-dioxygenase) that are believed
o be the i of the biological actions of interf
beta-1b. A number of these interferon-induced products
have been readily measured in the serum and cellular
fractions of blood collected from patients treated with
interferon beta 1b,

Clinical Trials: The efficacy of 8 MIU BETASERON,
administered subcutaneously every other day, has been
stuciied in one placebo-controlied clinical trial in re-
lapsing-remitting MS patients {n=124) and a placebo-
controlied trial in secondary-progressive MS patients
{n=360).

1. Relapsing-Remitting MS: The effectiveness
of BETASERON in refapsing-remitting MS was evaluated
in a double-blind, multiclinic (11 sites: 4 in Canada
and 7 in the LLS.), randomized, paraliel, placebo-controlled
clinical investigation of 2 years duration, The sludy included
MS patients, aged 18 10 50, who were ambulatory (Kurtzke
expanded disabéity status scale [EDSS] of < 5.5), exhibited
@ relapsing-remiting clinical course, met Poser's criteria for
chcalry definite andfor laboratory supported definite MS and

L at least two over 2 years
Dlal:admg the trial without exacerbation in the preceding
maonth. Patients who had received prior immunosuppressant
therapy were exchided,

An exacerbation was delined, per protocol, as the
appearance of a new clinical sign/symptom or the
clinical worsening of a previous sign/symplom (one that
had been stable for at least 30 days) that persisted for
a minimum of 24 hours,

plete 2 full years on their assigned treatments, The
reasons given for withdrawal vanied with treatment assign-
ment. Excessive use of steroids accounted for 11 of the
26 placebo withdrawals, n contrast, among the 25 with-
drawals from the 0.25 mg (8 MIL)) assigned group, ex-
cessive steroid use accounted for only one withdrawal.
Withdrawals for adverse events attributed to study article,
however, were more common among BETASERON-treated
patients: 1 and 10 withdrew from the placebo and
0.25 mg (8 MIU) groups, respectively.

Over the 2-year period, there were 25 MS-related
hospitalizations in the .25 mg (8 ML) BETASERON-treated
group comipared 10 48 mwlaﬁzalw in the placebo
qroup. In ¢ non-Ms ions were evenly
distributed between lhe groups, with 16 in the 0.25 mg
{8 MIL) BETASERON group and 15 in the placebo group.
The average number of days of MS-related steroid use was
41 days in the 0.25 mg (B MIL) BETASERON group and
55 days in the placebo group {p=0.004),

IMAI data were also analyzed for patients in this study.

A frequency distribution of the observed percent changes in
MR area at the end of 2 years was obtained by grouping
the percentages in successive intervals of equal width,
Figure 1 displays a histogram of the proportions of patients
who fell into each of these intervals. The median percent
change in MR area for the 0.25 mg (8 MIL group was -
1.1% which was significantly smaller than the 16.5%
observed for the placebo group (p=0.0001).

Fifty-two patients at one site had frequent MAI scans
{every & weeks). The percentage of scans with new or
expanding lesions was 29% in the placebo group and
6% in the 0.25 mg (8 MIL) treatment group (p=0.008),

MA! scanning is viewed as a useful means lo visualize
changes in white matter that are befieved 1o be a reflection
of the logic changes that, Incated within
the central nervous system (CNS), account for some of the
signs and symptoms that typify relapsing-remitting M5, The
exact relationship between MRI findings and the clinical
status of patients is unknown. Changes in lesion area
often do not cometate with clinical exacerbations probably
because many of the lesions affect so-called "silent”

Figure 1: Di: of Change in MR Area

{Placabo: 64.2% v, 35.8%; BETASERON: 58.1% vs.

Betaseron 0.25 mg (8 million 1U)
40

41.9%), but this difference was not statistically
significant. The mean time on treatment was 886

Madian Change -1.1%
n=85

days for placebo and 809 days for BETASERON.
Eighty-gight (88) patients were ost to follow-up;

the remaindar were followed up until the end of
study irespective of continuation of study drug. Over
the 3-year study period, treatment was discontinued
prematurety by 117 (32.7%) placebo patients and
103 (29.6%) BETASERON patients. Lack of efficacy,
adverse events and non-compliance were the most
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common reasons for ending treatment in 15.6%,
6.4% and 7.5% of the placebo group and in 7.5%,
14.2% and 3.3% of the BETASERON group,
respectively, The reatment groups were wedl-balanced
for all redevant baseline values, including EDSS at
baseling, and time since evidence of secondary-
progressive disease,

There was a statistically significant difference in
fime: to confirmed progression in disability in favour
of BETASERON (p=0.0046), as shown in Table 2. The

regions of the CNS. Moreover, it is not clear what fraction
of the lesions seen on MRI become foci of ireversible
demyelinization {i.e., classic white matter plaques). The
prognostic significance of the MAI findings in this study
has not been evaluated.

At the end of 2 years on assigned treatment, patients in
the study had the option of continuing on treatmant under
blinded conditions. Approximately 80% of patients in each
treatrment group accepted. Although there was a trend
toward patient benefit in the BETASERON groups during
the third year, particutarty in the 0.25 mg (8 MIU) group,
there was no stalistically significant difference between
the BETASERON-treated vs. placebo-treated patients in
exacerbation rate, or in any of the secondary endpoints
described in Table 1. As noted above, in the 2-year analysis,
there was a 31% reduction in exacerbation rate in the
0.25 mg (8 ML) group, compared to placebo. The p-value
for this difference was 0.0001. In the analysis of the third
year alone, the difference between treatment groups was
28%. The p-value was 0.065. The lower number of patients
may account for the loss of statistical significance, and lack
of direct comparability among the patient groups in 1his
extension study make the interpretation of these results
difficult. The third year MAI data did not show a trend
toward additional benefit in the BETASERON arm
compared with the placebo arm.

Theoughout the clinical trial, serum samples from patients
were moni for the: to
interferon beta-1h. Innamtsrecemnge 26 mg {8 ML)
BETASERON (n=124) every other day, 45% wera found to
have serum neutralizing activity on at least one occasion.
One third had neutralizing activity confirmed by at least two
congeculive positive titres. This development of neutralizing
activity may be associated with a reduction in clinical
efficacy, although the exact relationship between antibody
I'otzn.'nanun and meramunc emcacy i not yat Imown

MS: The

of BETASERON ammmsteled subcutaneously at a dose
of 0.25 myg (8 MILI) every other day for 3 years was
studied in a European multicenter (32 sites), randomized,
double-blind, placebo-controlied trial in patients with
secondary-progressive MS.

The study included patients beiweeﬂ 18 and 55 years

delay in in disability became apparent
after 9 months of Treatment and was statistically
significant from month 12 onwards. The proportion of
patients with confirmed progression in disability was
reduced from 60.9% In the placebo group to 51.9%
in the BETASERON group (p=0.0245).

The treatment effect was consistent across all bassline
EDSS leveis studied; howsver, the difference in the pro-
poction of patients having confirmed progression in dis-
abulity between BETASERON and placebo-treated patients
was lower for patients with study entry EDSS values of
=6.0, compared to the other EDSS categories EDSS <3.5:
15.0%; EDSS 4.0-5.5: 11.3% and EDSS 26.0: 3.5%).
Although the proportion of male patients in the BETASERON
qgroup with confirmed prograssion in disability was slighty
highes than that of female patients, piecewise logistic
regression analysis did not reveal any significant reatment
by gender interaction (p=0 4335).

Kaplan-Meier plots (post-hoc analysis) of the data are
shown in Figure 2. The Kaplan-Meder estimate of the
percentage of patients progressing by the end of 3 years:
was 53.9% for placebo and 45.3% for BETASERON-treated
patients.

The time to becoming wheelchair-bound (EDSS = 7.0)
was also significantly projonged (p=0.0047) and the
proportion of patients becoming wheelchair-bound was
reduced from 28.5% in the placebo group to 18.6% in
the BETASERON group (p=0.0064),

BETASERON reduced the relapse rate by 26.3% over the
entire study period {p=0.0034). The proportion of patients
with moderate or severe relapses was reduced from 54.2%
in the placebo group 10 47.2% in the BETASERON group
{p=0.0508). The mean annual rate of moderale or severe
retapses was .44 and 0.31 in the placebo and the
BETASERON group, respectively (p=0.0037)

The incidence of hospializations due to MS was reduced:
44.4% of placebo patients required hospitalization due to
MS vs. 36.1% in the BETASERON group (p=0.0003). The
number of patients with sterold courses was 73.2% and
£2.5% of patients in the placebo and BETASERON group
respectively (p=0.0010).

In addition to clinical measures, annual magnetic
resonance imaging (MR was performed. Al patients
underwent a T2-waighted MRI scanning at baseline and

of age wha had clinically definite or &
definite MS for not less than one year. D|stme healobe
in the secondary ive phase and
mﬁamneemmmrﬂamdrowmﬁ!emm
from redapses. EDSS score at study entry was between
3.0and 6.5 and patients had to have a history of at least
two clearly identified refapses, or deterioration of at least
1 EDSS point for 0.5 points between EDSS scores of 6.0

yearly while 3 p of patients (Placebo,

n = 61; BETASERON, n = 64) underwen! monthly scans
in months 1-6 and 19-24 in addstion to the annual scans
scheduled for the general study population. Results of
secondary and tertiary MHEI endpoints showed significant
differences between treatment groups in favor of
BETASERON (see Table 2). The exact relationship between
MR findings and the clinical status of patients is unknown,

Table 1: 2-Year Results 1o 7.0 within the preceding 24 months. Serum samples were collected WOUQ"WT the study to
M“Q%_mh The primary etficacy endpoint was lime 1o confirmed test ln;'Mm o ]gTMaI é:w:
ion in disabilty. as determined by an increase against interferon beta- 1. Analyses were performed o
Effcacy Puanutery Treatmen! Groups T by ane point on the EDSS from baseline i the entry assssth assaiaon between NAB it neesieed
score was 3.0 10 5.5, or 0.5 points on the EDSS if the by an neutralization assay) and treatment response:
Primary Clnical Endpaints Placebo | 00Smg | 025mg | Placeho | 0Smg | Placed  pcoling seore was 6.0 of 6.5 The increased score had as measured by clinical and M outcome measures.
{1.6 ML) (B M) {1.6 M) to be maintained for three months betore progression Confirmed NAB tters of 1:20, 1:100 and 1:400 were
bl b i was confirmed. Secondary efficacy endpoints included observed in 28%, 14% and 8% of patients, respectively
n=123) | (p=t25) | (n=124) | 00Smg | 025mg | 025mg time to becoming wheelchair-bound [EDSS 7.0) and Despite continued therapy with BETASERON, 50% of the
L] annual relapse rate, NAE-positive patients were found 1o have negatme titers
Anmual exacerbation rat 1.3 114 0.90 0.005 0113 10.0001 Although the study was designed with a to the first P of conf
Prapartion of exacertation-free patients' 16% 8% % [ 0.288 009 duration of three years, a prospectively planned interim fiable titers. The relationship between antibody
Exacerbation frequency o 20 2 E) 0.151 0077 0001 analysis of efficacy was performed after all patients formation and clinical efficacy is not known
per patient 1 k) k) k' had completed 2 years in the study. This resulted ina
2 0 i ] decision by an independent Advisory Board to terminate
3 15 15 14 the study early. Approximately 85% of all EDSS data for
4 15 7 g the three year study duration were avaifable for the interm
25 21 16 i analysis of the primary endpoint. The primary analysis of
Secandary Endpoints'! efficacy was based on afl patients randomized to treatment
(intent to Treat). The primary statistical
Median number of months to first § [ 9 0.2 0.097 0010 method for the primary endpoint was o
- anan it analysis of ure
Rate of moderate or severe 047 029 0z ooz ot 0001 with stratification for centre and m.umgm;gm in Dissbity by Time m Study,
number 0 . Al 32 195 0, 000 g it v i
prve # pron mmeyE— 1 : 19 2 0064 i Results presented below are for 53
day the dataset at study termination
Mean change in EDSS scored 02 on 007 0.9% 0508 0144 During the study, assessment of the -
at EDSS was performed by a physician not £
Mean change in Scripps scoret} 453 050 0.66 0641 0.051 0.126 otherwise invoived in the treatment of i
at endpoint the patient. All EDSS physicians E
Megian duration per exacerbation (days) % ] 955 N ND' [ were regularly frained to guarantee x »
o amay d &l
AN e o 2 T oo [ om T oms [ 0008 T 00T (G ened Mheflons wero undortaken 1o
MJ Nui ey to maintain the blinding, e.0., standard =
14 e gatents (0 fom placeto, 6 from 0,05 g, and 8 o 0.25 g gruns drcope octof e study bere compiting 6 moris of mr:mnmmsmwas D™ T ... s
theragy. These patients are exciuded from this andlyss A total of 718 patients (358 on placebo oS R v
1" Sequelae and Functional Neurologi Status. both requited by peotocel, were nof analyzed indridually bt are incloded a5 and 360 on BETASERON) were enralled.

2 lunction of the ENSS

+  EDSS soores range froem 0-10, with higher scores reflacting greater disabity
13 - Scnpps neurologic rating scores tang from 0- 100, with smafler scores refiecting greater disabilty

In bath treatment groups, the proportion
of flemale patients exceeded that of males

given Bmegoint.
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Estimate of the Percentage of Patiens Progressing by the End of 3 Years
Note; The  vabes of 0LOCHE refers i e stafsica! aiffnany between e overall cistiotion of
[he fwo cunves, mol o the dilference in eshmales at any
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Table 2
Secondary-Progressive MS Study Results
Summary of Key Efficacy Endpoints

BETASERON administered in three cancer patients over
a dose range of 0.025 mg (0.8 MIU) to 2.2 mg (71 MIL)
led to a dose-dependent inhibition of antipyrine elimination.

The effect of alternate-day admiristration of 0.25 mg (8 MIU)

BETASERON on drug metabolism in MS patients is

Interferons have been reported to reduce the activity

of hepatic cytochrome PA50-dependent enzymes in
humans and animals. Caution should be exercised when

BETASERON is administered in combination with agents

that have a narrow therapeutic index and are largely

dependent on the hepatic cytochrome P450 system

of Fertility: Studies in female rhesus
monkeys with normal menstrual cycles, at doses up to

0.33 mg (10.7 MIU)/kg/day {equivalent to 32 times the

recommended human dose based on body surface area

comparison) showed no apparent adverse effects on

the menstrual cycle or on associated hormonal profiles

{progesterone and estradiol) when administered over 3
consecutive menstrual cycles. The extrapolability of animal

doses to human doses is not known. Effects of BETASERON

on women with normal menstrual cycles are not known.
Use in Pregnancy: BETASERON was nat teratogenic at

doses up to 0.42 mg {13.3 MiU)/kg/day in rhesus
monkeys, but demonstrated dose-related abortifacient activity

at doses ranging from 0.028 mg

(0.89 MIU)/kg/day (2.8 times the recommended human
dose based on body surface area comparison) to 0.42 mg

{13.3 MIUy/kg/day (40 times the recommended human dose

based on body surface area comparison). The extrapolability

of animal doses to human doses is not known. Lower doses
were not studied in monkeys. Spontaneous abortions while

on treatment were reported In 4 patients who participated
in the BETASERON RR-MS clinical trial, whereas there was
one induced abortion in each of the placebo and

Treatment Groups p-value
Placebo Betaseron 0.25 mg
@MU) unknown.
{n=358) {n=360)
Primary Endpaints
Time to Confirmed Progression in Disabifity' 0.0046
Year 1 0.70 0.81 0.0032
Year2 0.53 0.64 0.0013
Month 33 044 053 00065 for clearance.
Secondary Clinical Endpoints
Time to becoming wheefchair-bound 2 0.0047
Year 1 0.90 0.96 0.0133
Year 2 0.81 0.86 0.0096
Month 36 0.69 0.80 0.0047
Proportion of patients becaming wheelchair-bound 28.5% 18.6% 0.0089
Mean annual relapse rate 0.57 042 0.0034
MRI: mean percent change in T2 lesion volume 154 21 <0.0001
(basefine to last scan}
MRI: mean number of newly active lesions (months 1-6) 10.24 357 <0.0001
(n=61) {n=64) when
Tertiary Endpoints
Proportion of patients with confirmed progression 60.9% 51.9% 0.0245
Mean endpoint EDSS 593 5.58 0.0065
Median time to first relapse {days) 386 644 0.0088
MRI: mean number of persistently enhancing lesions 310 1.02 0.0009
{months 1-6) (n=61) (n=64)
MRE: mean number of persistently enhancing lesions 3.04 0.36 0.0004
(months 19-24) (n=53) (n=56)

"Probabilty of remaining progression-free during the interval.
*Probability of not becoming wheeichalr-bound during the interval,

INDICATIONS AND CLINICAL USE

BETASERON (interferon beta-1b) is indicated for:

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

the slowing of progression in disability and the reduction
of the frequency of clinical exacerbations in patients
with secondary-progressive multiple sclerosis.

The safety and efficacy of BETASERON in primary
progressive MS have not been evaluated.

CONTRAINDICATIONS

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

WARNINGS

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

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

PRECAUTIONS

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

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

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

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

Instruction on Selt-injection Technique and
Procedures: It is recommended that the first injection be
administered by, or under the direct supervision of, a
physician. Appropriate instructions for reconstitution of
BETASERON and self-injection, using aseptic techniques,
should be given to the patient. A careful review of the
BETASERON® INFORMATION FOR THE PATIENT
section is also recommended.

Patients should be cautioned against the re-use
of needles or syringes and instructed in safe disposal
procedures. (nformation on how to acquire a puncture-
resistant container for disposal of used needles and
syringes should be given to the patient along with
instructions for safe disposal of full containers.
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Overall, 80% of patients in the two controlled clinical
trials reported injection site reactions at one or more times
during therapy. Post-marketing experience has been
consistent with this finding, with infrequent reports of
injection site necrosis.

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

Rarely, the area of necrosis has extended to sub-
cutaneous fat or fascia. Respanse to treatment of injection
site necrosis with antibiotics and/or steroids has been
variable. In some of these patients elective debridement
and, less frequently, skin grafting took place to facilitate
healing which could take from three to six months.

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

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

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

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

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

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

Patients should be advised about the abortifacient
potential of BETASERON (see PREGAUTIONS, Use in
Pregnancy).

Laboratory Tests: The following laboratory tests are
recommended prior to initiating BETASERON therapy and
at periodic intervals thereafter: thyroid function test,
hemoglobin, complete and differential white blood cell
counts, platelet counts and blood chemistries inchuding
liver function tests. A pregnancy test, chest roentgenogram
and ECG should also be performed prior to initiating
BETASERON therapy. In the controlied MS trials, patients
were monitored every 3 months. The study protocol sti-
pulated that BETASERON therapy be discontinued in the
event the absolute neutrophil count fell below 750/mm?®.
When the absolute neutrophil count had returned to a value
greater than 750/mm?, therapy could be restarted at a 50%
reduced dose. No patients were withdrawn or dose-reduced
for neutropenia or lymphopenia

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

Drug Interactions: interactions betwesn BETASERON
and other drugs have not been evaluated. Although studies
designed to examine drug interactions have not been done,
it was noted that BETASERON patients (n=180) have
recelved corticostercid or ACTH treatment of relapses for
periods of up to 28 days.

BETASERON groups in the SP-MS trial. BETASERON given
1o rhesus monkeys on gestation days 20 to 70 did not cause
teratogenic effects; however, it is not known if teratogenic
effects exist in humans. There are no adequate and well-
controlled studies in pregnant women. Women of child-
bearing potential should take reliable contraceptive
measures. If the patient becomes pregnant or plans to
become pregnant while taking BETASERON, the patient
should discontinue therapy. It is not known if interferons
alter the efficacy of oral contraceptives.

Nursing Mothers: it is not known whether BETASERON
is excreted in human milk, Given that many drugs are
excreted in human milk, there is a potential for serious
adverse reactions in nursing infants, therefore a decision
should be made whether to discontinue nursing or
discontinug BETASERON treatment.

Pediatric Use: Safety and efficacy in children under
18 years of age have not been established.

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

ADVERSE REACTIONS

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

1. Relapsing-remitting MS: Injection site reactions
(85%) and injection site necrosis (5%) occurred after
administration of BETASERON. Inflammation, pain,
hypersensitivity, necrosis, and non-specific reactions were
significantly associated (p<0.05) with the 0,25 mg (8 MIL)
BETASERON-treated group, compared to placebo. Only
inflammation, pain, and necrosis were reported as severe
events, The incidence rate for injection site reactions was
calculated over the course of 3 years. This incidence rate
decreased over time, with 79% of patients experiencing
the event during the first 3 menths of treatment compared
to 47% during the last 6 months. The median time 1o the
first occurrence of an injection site reaction was 7 days.
Patients with injection site reactions reported these events
183.7 days per year. Three patients withdrew from the
0.25 mg (8 MIU} BETASERON-treated group for injection
site pain.

Flu-like symptom complex was reported in 76% of
the patients treated with 0.25 mg (8 MIJ) BETASERON.

A patient was defined as having a flu-like symptom
complex if flu-like syndrome or at least two of the following
symptoms were concurrently reported: fever, chills, myalgia,
malaise or sweating. Only myalgia, fever, and chills were
reported as severe in more than 5% of the patients, The
incidence rate for flu-like symptom complex was also
calculated over the course of 3 years. The incidence rate
of these events decreased over time, with 60% of patients
experiencing the event during the first 3 months of
treatment compared to 10% during the last 6 months.

The median time to the first occurrence of flu-like symptom
complex was 3.5 days and the median duration per patient
was 7.5 days per year.

Laboratory abnormalities included:

« lymphocyte count < 1500/mm?® (82%),
® ALT (SGPT) > 5 times baseline value {19%),
« ahsolute neutrophil count < 1500/mm? (18%)
(no patients had absofute neutrophil counts <500/mm?d),
« WBC < 3000/mm® (16%), and
* fotal hilirubin > 2.5 times haseline vaiue (6%).

Three patients were withdrawn from treatment with 0.25
mg (8 MIU) BETASERON for abnormal liver enzymes
including one following dose reduction (see
PRECAUTIONS, Laboratory Tests).
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Twenty-one (28%) of the 76 females of childbearing age
treated at 0.25 mg (8 MIU) BETASERON and 10 (13%) of
the 76 females of childbearing age treated with placebo
reported menstrual disorders. All reports were of mild to
moderate severity and included: intermenstrual bleeding
and spotting, early or delayed menses, decreased days of
menstrual flow, and clotting and spotting during
menstruation.

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

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

» injection site reaction (85%),

lymphocyte count < 1500/mm* (82%),

ALT (SGPT) > 5 times baseline value {19%},
absolute neutrophil count < 1500/mm® {18%),
menstrual disorder (17%),

WBC < 3000/mm? (16%),

palpitation (8%),

dyspnea (8%),

cystitis (8%},

hypertension (7%),

breast pain (7%),

tachycardia (6%),

gastrointestinal disorders (6%),

total bilirubin > 2.5 times baseline value (6%),
somnolence (6%),

faryngitis (6%),

pedvic pain (6%),

menorrhagia {6%).

injection site necrosis (5%), and

peripheral vascular disorders (5%).

R R R N R R R R SR S Y

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

L)

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

Table 3: Adverse Events and Laboratory

Abnormalities
Adverse Event Placebo 0.25 mg
n=123 (8 MIU)
n=124
Body as a Whole
- Injection site reaction* 37% 85%
- Headache 7% 84%
— Fever* 1% 59%
— Flu-like symptom complex* 56% 76%
— Pain 48% 52%
~ Asthenia® 35% 49%
— Chilis” 19% 46%
— Abdorminal pain 24% 32%
~ Malaise* 3% 15%
— Generalized edema 8% 8%
— Pelvic pain 3% 6%
— Injection site necrosis* 0% 5%
- Cyst 2% 4%
— Necrosis 0% 2%
— Suicide attempt 0% 2%
Cardiovascular System
— Migraine 7% 12%
— Palpitation™ 2% 8%
— Hypertension 2% 7%
— Tachycardia 3% 6%
— Peripheral vascular disorder 2% 5%
— Hemorrhage 1% 3%
Digestive System
- Diarrhea 29% 35%
— Constipation 18% 24%
— Vomiting 19% 21%
— Gastrointestinal disorder 3% 6%
Endocrine System
— Goiter 0% 2%
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Table 3: Adverse Events and Laboratory
Abnormalities

Adverse Event Placebo  0.25 mg
n=123 (8 MIU)
n=124
Hemic and Lymphatic System
— Lymphocytes < 1500/mm® 67% 82%
- ANC < 1500/mm™* 8% 18%
—WBC < 3000/mm™ 5% 16%
— Lymphadenopathy 1% 14%
Metabolic and Nutritional Disorders
~ALT (SGPT) > 5 times baseline* 6% 19%
— Glucose < 55 mg/dL 13% 15%
— Total bilirubin > 2.5 times baseline 2% 6%
— Urine protein > 1+ 3% 5%
— AST (SGOT) > 5 times baseline™ 0% 4%
— Weight gain 0% 4%
— Weight loss 2% 4%
Musculoskeletal System
— Myalgia® 28% 44%
— Myasthenia 10% 13%
Nervous System
~ Dizzingss 28% 35%
— Hypertonia 24% 26%
— Depression . 24% 25%
— Anxiety 13% 15%
- Nervousness 5% 8%
— Somnolence 3% 6%
~ Confusion 2% 4%
— Speech disorder 1% 3%
— Convulsion 0% 2%
— Hyperkinesia 0% 2%
- Amnesia 0% 2%
Respiratory System
-~ Sinusitis 26% 36%
— Dyspnea* 2% 8%
— Laryngitis 2% 6%
Skin and Appendages
— Sweating* 1% 23%
— Alopecia 2% 4%
Special Senses
- Conjunctivitis 10% 12%
— Abnormal vision 4% %
Urogenital System
— Dysmenorrhea 1% 18%
~ Menstrual disorder” 8% 17%
— Metrorrhagia 8% 15%
— Cystitis 4% 8%
- Breast pain 3% 7%
- Menorrhagia 3% 6%
— Urinary urgency 2% 4%
— Fibrocystic breast 1% 3%
— Breast neoplasm 0% 2%

* significantly associated with BETASERON treatment
(n<0.05)

It should be noted that the figures cited in Table 3
cannot be used to predict the incidence of side effects
in the course of usual medical practice where patient
characteristics and other factors differ from those that
prevailed in the clinical trials. The cited figures do provide
the prescribing physician with some basis for estimating
the relative contribution of drug and nondrug facters to the
side effect incidence rate in the population studied.

2. Secondary-progressive MS: The incidence of
adverse events that occurred in at least 2% of patients
treated with 8 MU BETASERON or placebo for up to
three years, or where an adverse event was reported at
a frequency at least 2% higher with BETASERON than
that observed for placebo-treated patients in the
secondary-progressive study, is presented in Table 4.
Adverse events significantly associated with BETASERON
compared 10 placebo (p<0.05} are alsc indicated in
Table 4.

Table 4: Incidence of Adverse Events > 2% or > 2%
Difference (BETASERGN vs. Placebo) in the
Secondary Progressive MS Study

Adverse Event Placebo  0.25 mg
n=358 (8 MiU)
n=360
Body as a Whole
- Asthenia 58% 63%
~ Flu syndrome* 40% 61%
- Pain 25% 31%
- Fever* 13% 40%
— Back pain 24% 26%
— Accidental injury 17% 14%
— Chills* 7% 23%
— Pain in Extremity 12% 14%
— Infection 1% 13%
~ Abdominal pain* 6% 1%
- Malaise 5% 8%
— Neck pain 6% 5%
~ Abscess” 2% 4%
— Laboratory test abnormal 1% 3%
- Allergic reaction 3% 2%
~ Chills and fever 0% 3%
— Thorax pain 2% 1%
Cardiovascular System
— Vasodilatation 4% 6%
~ Peripheral vascular disorder 5% 5%
— Chest pain 4% 5%
— Migraine 3% 4%
— Hypotension 4% 2%
— Hypertension* 2% 4%
— Palpitation 3% 2%
~ Syncope 3% 2%
— Hemorrhage 2% 2%
- Tachycardia 1% 2%

Digestive System

~ Nausea

— Constipation

— Diarrhea

~ Gastroenteritis

— Yomiting

— Dysphagia

~ Gastrointestinal disorder
— Tooth disorder

- Dyspepsia

— Anorexia

- Fecal incontinence

- Liver function test abnormaf
— Gastritis

~ Flatulence

— Sore throat

- Colitis

— Gastrointestinal pain
— Gingivitis

Hemic and Lymphatic System
~ Leukopenia*

~ Anemia

— Ecchymosis

— Lymphadenopathy
Injection Site

- Injection site reaction*
— Injection site inflammation*
— Injection site pain

— Injection site necrosis*
— Injection site hemorrhage
Metabelic and Nutritional Disorders
— Peripheral edema

- Weight loss

- SGPT increased

— Hypercholesteremia
Musculoskeletal System
— Myasthenia

— Arthralgia

— Myalgia®

— Bone fracture (not spontaneous)
— Muscle cramps

— Spontaneous bone fracture
~ Arthritis

— Joint disorder
Nervous System

- Headache

— Neuropathy

- Paresthesia

— Hypertonia*

— Abnormal gait

— Depression

— Ataxia

- Dizziness

- Incoordination

— Insomnia

—Vertigo

— Emotional lability

~ Paralysis

— Somnolence

— Tremor

— Sweating increased

— Neuralgia

— Movement disorder

- Sleep disorder

— Anxiety

— Hypesthesia

— Nervousness

~ Speech disorder

— Dysarthria

— Spastic paralysis

— Convulsion

— Hyperesthesia
—Amnesia

- Dry mouth

— Hemiplegia

— Thinking abnormai

— Myoclonus
Respiratory System

— Rhinitis

— Pharyngitis

— Bronchitis

- Cough increased

— Sinusitis

~ Pneumonia

— Dyspnea

— Upper respiratory tract infection
~ Asthma

—Voice alteration

Skin and Appendages
—Rash”

— Pruritus

— Skin disorder

- Eczema

— Herpes simplex

— Alopecia

—Acne

— Dry skin

- Subcutaneous hematoma
— Breast pain

— Herpes zoster

- Seborrhea

Special Senses

— Abnormal vision

— Amblyopia

- Diplopia

— Eye pain

— Otitis media

— Conjunctivitis

— Eye disorder

— Deafness

— Optic neuritis

~ Ear disorder

- Tinnitus

13%

10%

0%

5%
5%
2%
1%

10%

5%
0%
2%

7%

4%

2%

32%
20%
12%
10%

5%
2%

2%
2%

12%
6%
4%
4%
2%
2%
2%
3%
3%

2%
2%

15%
10%
9%

3%
3%
2%
3%
2%
2%
2%

Urogenital System

13% — Urinary tract infection 25% 22%
12% ~ Urinary Incontinence 15% 8%
7% — Urinary tract disorder 10% 7%
6% — Cystitis 9% 7%
4% — Urinary urgency % 8%
4% — Menstrual disorder 13% 9%
4% — Increased urinary frequency 5% 6%
4% — Metrorrhagia 6% 12%
4% — Urinary retention 6% 4%
4% — Vaginitis 4% 3%
2% —Amenarrhea 4% 3%
3% — Dysuria 2% 2%
2% — Impotence 4% 7%
3% - Menopause 4% 2%
2% — Menorrhagia 4% 2%
0% - Nocturia 1% 2%
2% —Vaginal moniliasis 2% 2%
2% — Kidney pain 2% 0%

- Pyelonephritis 0% 2%

10% — Prostatic disorder 1% 2%

2%

1%

3% *significantly associated with BETASERON treatment
(p<0.05)

46%

48% Seventy-four (74) patients discontinued treatment due
9% to adverse events {23 on placebo and 51 on BETASERON).
5% Injection site reactions were significantly associated with
2% early termination of treatment in the BETASERON group

compared to placebo (p<0.05). The highest frequency of

7% adverse events leading to discontinuation involved the
2% nervous system, of which depression {7 on placebo and
2% 11 on BETASERON} was the most common.

1% Significantly more patients on active therapy (14.4% vs.
4.7% on placebo) had elevated ALT (SGPT) values (>5

39% times baseline value). Elevations were also observed in AST
20% (SGOT) and gamma-GT values in the BETASERON group
23% throughout the study. In the BETASERON group, most ALT
3% {SGPT) abnormalities resolved spontaneously with
3% continued treatment whereas some resolved upon dose
3% reduction or temporary discontinuation of treatment.

2% Lymphopenia (<1500/mm?®) was observed in 90.9%
2% of BETASERON patients compared to 74.3% of placebo
patients and neutropenia (<1400/mm? was noted In

47% 18.0% BETASERON and 5.1% placebo patients.

38% Other events observed during pre-marketing evaluation
35% of various doses of BETASERON in 1440 patients are listed
41% in the paragraphs that fellow. Given that most of the events
34% were observed in open and uncontrofled studies, the role of
27% BETASERON in their causation cannot be reliably
19% determined
14% Body as a Whole: abscess, adenoma, anaphylactoid
1% reaction, ascites, cellulitis, hernia, hydrocephalus, hype-
12% thermia, infection, peritonitis, photosensitivity, sarcoma,

8% sepsis, and shock;

8% Cardiovascular System: angina pectoris, arthythmia,

8% atrial fibrillation, cardiomegaly, cardiac arrest, cerebra!

8% hemorrhage, cerebral ischemia, endocarditis, heart failure,

8% hypotension, myocardial infarct, pericardial effusion,

6% postural hypotension, pulmonary embolus, spider angioma,

5% subarachnoid hemorrhage, syncope, thrombophiebitis,

5% thrombosis, varicose vein, vasespasm, venous pressure

6% increased, ventricular extrasystoles, and ventricular

6% fibrillation;

6% Digestive System: aphthous stomatitis, cardiospasm,

4% cheilitis, cholecystitis, cholelithiasis, duodenal ulcer, dry

2% mauth, enteritis, esophagitis, fecal impaction, fecal

2% incontinence, flatulence, gastritis, gastrointestinal

3% hemorrhage, gingvitis, glossitis, hematemesis, hepatic

2% neoplasia, hepatitis, hepatomegaly, ileus, increased

2% salivation, intestinal obstruction, melena, nausea, oral

1% leukoplakia, oral moniliasis, pancreatitis, periodontal

1% abscess, proctitis, rectal hemorrhage, salivary gland

1% enlargement, stomach ulcer, and tenesmus;

1% Endocrine System: Cushing’s Syndrome, diabetes

0% insipidus, diabetes mellitus, hypothyroidism, and
inappropriate ADH;

28% Hemic and Lymphatic System: chronic lymphocytic
16% leukemia, hemogtobin less than 9.4 g/100 mL, petechia,
9% platelets less than 75,000/mm?, and splenomegaly;

5% Metabolic and Nutritional Disorders: aicoho!

6% intolerance, alkaline phosphatase greater than 5 times

5% baseline vaiue, BUN greater than 40 mg/dL, calcium

3% greater than 11.5 mg/dL, cyanosis, edema, glucose

3% greater than 160 mg/dL, glycosuria, hypoglycemic

1% reaction, hypoxia, ketosis, and thirst;

1% Musculoskeletal System: arthritis, arthrosis, bursitis,
leg cramps, muscle atrophy, myopathy, myositis, ptosis,

20% and tenosynovitis;

6% Nervous System: abnormal gait, acute brain syndrome,

4% agitation, apathy, aphasia, ataxia, brain edema, chrenic

2% brain syndrome, coma, delirium, delusions, dementia,

3% depersonalization, diplopia, dystonia, encephalopathy,

2% eupharia, facial paralysis, foot drop, hallucinations,

2% hemiplegia, hypalgesia, hyperesthesia, incoordination,

1% intracranial hypertension, libido decreased, manic reaction,

1% meningitis, neuraigia, neuropathy, neurosis, nystagmus,

1% oculogyric crisis, ophthalmoplegia, papllledema, paralysis,

1% paranoid reaction, psychosis, reflexes decreased, stupor,

1% subdural hematoma, torticollis, tremor and urinary
retention;

M% Respiratory System: apnea, asthima, atelectasis,

7% carcinoma of the lung, hemoptysis, hiccup, hyper-
7% ventilation, hypaventilation, interstitial pneumania, lung
4% edema, pleural effusion, pneumonia, and pneumothorax;
2% Skin and Appendages: contact dermatitis, erythema
2% nodosum, exfoliative dermatitis, furunculosis, hirsutism,
3% leukoderma, lichenoid dermatitis, maculopapular rash,
1% psoriasis, seborrhea, skin benign neoplasm, skin
2% carcinoma, skin hyperirophy, skin necrosis, skin uicer,
1% urticaria, and vesiculobullous rash;
1%
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Special Senses: blepharitis, blindness, deafness, dry
eyes, ear pain, iritis, keratoconjunctivitis, mydriasis, otitis
externa, otitis media, parosmia, photophobia, retinitis,
taste loss, taste perversion, and visual field defect;

Urogenital System: anuria, balanitis, breast engorge-
ment, cervicitis, epididymitis, gynecomastia, hematuria,
impotence, kidney calculus, kidney failure, kidney tubular
disorder, leukorrhea, nephritis, nocturia, oliguria, polyuria,
salpingitis, urethritis, urinary incontinence, uterine fibroids
enlarged, uterine neoplasm, and vaginal hemorrhage.

DOSAGE AND ADMINISTRATION
FOR SUBCUTANEQUS USE ONLY

BETASERON (interferon beta-1k) shouid only be pre-
scribed by or following consultation with) clinicians who
are experienced in the diagnosis and management of
Multiple Sclerosis.

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

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

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

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

13 mg Albumin Human USP and 13 mg Dextrose USP.

Withdraw 1 mL of reconstituted solution from the vial
into a sterile syringe fitted with a 27-gauge needle and
inject the solution subcutaneously. Sites for seff-injection
include abdomen, buttocks and thighs. A vial is suitable for
single use only; unused portions should be discarded
3 hours after reconstitution. (See BETASERON®
{interferon beta-1b] INFORMATION FOR THE
PATIENT section for SELF-INJECTION PROCEDURE }

AVAILABILITY OF DOSAGE FORMS

BETASERON (interferon beta-1by is presented as a 3 mL
single-use vial of lyophilized powder containing 0.3 mg
{9.6 MIL) interferon beta-1b, 15 mg Albumin Human USP,
and 15 mg Dextrose, USP. BETASERON is supplied in
cartons containing 15 vials of medication and 15 vials of
diluent {2 mL of Sodium Chloride 0.54% solution, per vial).
Store under refrigeration at 2° to 8°C (36° to 46°F).
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1. Product Menograph of "BETASERON® (interferon beta- 1bj,
Berlex Canada, June 1899,

2. The IFNB Mutiple Sclerosis Study Group and the University of British
Columbia MS/MRI Analysis Group. Interferon beta-11 in the treatment
of muttipte sclerosis: Final outcome of the randomised controlled
trlal, Neurology 1995,45:1227-1285.
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"Zanaflex:

(tizanidine hydrochloride)

Zanaflex®

(tizanidine HCI)

equivalent to 4 mg tizanidine
Antispastic Agent

PRODUCT MONOGRAPH
CLINICAL PHARMACOLOGY
MECHANISM OF ACTION"%3

Tizanidine is an agonist at a;-adrenergic receptor sites and presumably reduces spasticity by
increasing presynaptic inhibition of motor neurons. [n animal models, tizanidine has no direct
effect on skeletal muscle fibers or the neuromuscular junction, and no major effect on
monosynalptic spinal reflexes. The effects of tizanidine are greatest on polysynaptic pathways.
The overall effect of these actions is thought to reduce facilitation of spinal motor neurons.
The imidazoline chemical structure of tizanidine is related to that of the anti-hypertensive
drug clonidine and other a-adrenergic agonists. Pharmacological studies in animals show
similarities between the two compounds, but tizanidine was found to have one-tenth to
one-fiftieth (1/50) of the potency of clonidine in lowering blood pressure.
PHARMACOKINETICS
Following oral administration, tizanidine is essentially completely absorbed and has a half-life of
approximately 2.5 hours (coefficient of variation [CV] = 33%). Following administration of
tizanidine peak plasma concentrations occurred at 1.5 hours (CV = 40%) after dosing. Food
increases Cna by approximately one-third and shortens time to peak concentration by
approximately 40 minutes, but the extent of tizanidine absorption is not affected. Tizanidine
has linear pharmacokinetics over a dose of 1 to 20 mg. The absolute oral bicavailability of
tizanidine is approximately 40% (CV = 24%), due to extensive first-pass metabolism in the
liver; approximately 95% of an administered dose is metabolized. Tizanidine metabolites are
not known to be active; their half-lives range from 20 to 40 hours. Tizanidine is widely
distributed throughout the body; mean steady state volume of distribution is 2.4 L/kg
(CV = 21%) following intravenous administration in healthy adult volunteers.
Following single and multiple oral dosing of '*C-tizanidine, an average of 60% and 20% of
total radioactivity was recovered in the urine and feces, respectively.
Tizanidine is approximately 30% bound to plasma proteins, independent of concentration
over the therapeutic range.
SPECIAL POPULATIONS
Age Effects: No specific pharmacokinetic study was conducted to investigate age effects. Cross
study comparison of Earmacokinetic data, following single dose administration of 6 mg
Zanaflex® (tizanidine Hgl) showed that younger subjects cleared the drug four times faster than
the elderly subjects. Zanaflex has not been evaluated in children {see PRECAUTIONS).
Hepatic Impairment: Pharmacokinetic differences due to hepatic impairment have not been
studied (see WARNINGS).
Renal Impairment: Zanaflex clearance is reduced by more than 50% in elderly patients with
renal insufficiency (creatinine clearance < 25 mL/min) compared to healthy elderly subjects; this
would be expected to lead to a longer duration of clinical effect. Zanaflex should be used with
caution in renally impaired patients (see PRECAUTIONS).
Gender Effects: No specific pharmacokinetic study was conducted to investigate gender
effects. Retrospective analysis of pharmacokinetic data, however, following single and
multiple dose administration of 4 mg Zanaflex showed that gender had no effect on the
pharmacokinetics of Zanaflex.
Race Effects: Pharmacokinetic differences due to race have not been studied.
Drug interactions -Oral Contraceptives: No specific pharmacokinetic study was conducted to
investigate interaction between oral contraceptives and Zanaflex. Retrospective analysis of
Eopulation pharmacokinetic data following single and multiple dose administration of 4 mg
anaflex, however, showed that women concurrently taking oral contraceptives had 50%
lower clearance of Zanaflex compared to women not on oral contraceptives (see
PRECAUTIONS).
CLINICAL STUDIES
The capacity of Zanaflex (tizanidine HCI) to reduce increased muscle tone associated with
spasticity was demonstrated in two adequate and well controlled studies in patients with
multiple sclerosis or spinal injury.
In one study, patients with multiple sclerosis were randomized to receive single oral doses of
drug or placebo.? Patients and assessors were blind to treatment assignment and efforts were
made to reduce the likelihood that assessors would become aware indirectly of treatment
assignment (e.g., they did not provide direct care to patients and were prohibited from asking
uestions about side effects). In all, 140 patients received either placebo, 8 mg or 16 mg of
anaflex. o
Response was assessed by physical examination; muscle tone was rated on a 5 point scale
(Ashworth score), with a scare of 0 used to describe normal muscle tone. A score of
1 indicated a slight spastic catch while a score of 2 indicated more marked muscle resistance.
A score of 3 was used to describe jconsiderable increase in tone, making passive movement
difficult. A muscle immobilized by/spasticity was given a score of 4. Spasm counts were also
collected. |
Assessments were made at 1, 2, 3 and 6 hours after tredtment. A statisticall significant
reduction of the Ashworth score for Zanaflex compared to placebo was detectegat 1,2 and
3 hours after treatment. Figure 1 below shows a comparison of the mean change in muscle
tone from baseline as measured by the Ashworth scale. The greatest reduction in muscle tone
was 1 to 2 hours after treatment. By & hours after treatment, muscle tone in the 8 and 16 mg
tizanidine groups was indistinguishable from muscle tone in placebo treated patients. Within
a given patient, improvement in muscle tone was correlated with plasma concentration.
Plasma concentrations were variable from patient to patient at a given dose. Although 16 mg
produced a larger effect, adverse events including hypotension were more common and
more severe than in the 8 mg group. There were no differences in the number of spasms
occeurring in each group.
In a multiple dose study, 118 patients with spasticity secondary to spinal cord injury were
randomized to either placebo or Zanaflex.® Steps similar to those taken in the first study were
employed to ensure tﬁe integrity of blinding.

FIGURE 1: Single Dose Study - Mean Change in Muscle Tone from

Baseline as Measured by the Ashworth Scale + 95% Confidence Interval
{ A Negative Ashworth Score Signifies an Improvement in Muscle Tone from Baseline )

e
—

Improvement in Ashworth Score

Hours Post-Dose

Patients were titrated over 3 weeks up to a maximum tolerated dose or 36 mg daily given in
three unequal doses (e.g., 10 mg given in the moring and afternoon and 16 mg given at
night). Patients were then maintained on their maximally tolerated dose for 4 ac?ditional
weeks (i.e., maintenance phase). Throughout the maintenance phase, muscle tone was
assessed on the Ashworth scale within a period of 2.5 hours following either the morning or
afternoon dose and counts of spasms were collected by patient diary.

At endpoint (the protocol-specified time of outcome assessment), there were statistically
significant reductions in muscle tone and spasms in the Zanaflex treated group compared to
placebo. The reduction in muscle tone was not associated with a reduction in muscle strength
(a desirable outcome) but also did not lead to any consistent advantage of Zanaflex treated
patients on measures of activities of daily Iivin? Figures 2 and 3 below show a comparison
of the mean change in muscle tone from baseline as measured by the Ashworth scale and a
comparison of the mean change in daytime spasms as recorded in patient diaries,
respectively.

FIGURE 2: Multiple Dose Study - Mean Change in Muscle Tone 0.5-2.5 Hours
after Dosing as Measured by the Ashworth Scale + 95% Confidence Interval
( A Negative Ashworth Score Signifies an Improvement in Muscle Tone from Baseline )
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FIGURE 3: Multiple Dose Study - Mean Change in Response Ratio of
Daytime Spasms + 95% Confidence Interval
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In a second muttiple dose study, 187 patients with spasticity secondary to multiple sclerosis
were randomized to either placebo or Zanaflex.® Patients were titrated over 3 weeks up to a
maximum tolerated dose or 36 mg daily given in three equal doses. Patients were then
maintained on their maximally tolerated gose for 9 additional weeks (i.e., maintenance
phase). Throughout the maintenance phase, muscle tone was assessed on the Ashworth scale
and global efficacy was assessed by both patient and investigator.
There was a statistically significant reduction in muscle tone in the Zanaflex treated group as
compared to placebo at the last maintenance phase measurement of muscle tone {the
protocol-specified time of outcome assessment) and throughout the maintenance phase. The
reduction in muscle tone was not associated with a reduction in muscle strength.
INDICATIONS AND CLINICAL USE
Zanaflex (tizanidine HCI) is a short-acting drug for the management of spasticity.
CONTRAINDICATIONS
Zanaflex {tizanidine HCl) is contraindicated in patients with known hypersensitivity to Zanaflex or
its ingredients.
WARNINGS
HYPOTENSION
Tizanidine HCl is an ay-adrenergic agonist (like clonidine) and can produce hypotension. In a
single dose study where blooc? pressure was monitored closely after dosing, two-thirds of
gatients treated with 8 mg of Zanaflex had a 20% reduction in either the diastolic or systolic
P. The reduction was seen within 1 hour after dosing, peaked 2 to 3 hours after dosing and
was associated, at times, with bradycardia, orthostatic hypotension, lightheaded-
ness/dizziness and rarely syncope. The I\:\ypotensive effect is dose related and has been
measured following sing¥e doses of 2 2 mg.
The chance of significant hypotension may possibly be minimized by titration of the dose and
by focusing attention on signs and symptoms of hypotension prior to dose advancement. In
addition, patients moving from a supine to a fixed upright position may be at increased risk
for hypotensive and orthostatic effects.
Caution is advised when Zanaflex is to be used in patients who have a history of orthostatic
hypotension or labile blood pressure or who are receiving concurrent antihypertensive
therapy. Zanaflex should not be used with other a;-adrenergic agonists.
RISK OF LIVER INJURY
Zanaflex use occasionally causes drug induced liver injury, most often hepatocellular in type.
In controlled clinical studies, approximately 5% of patients treated with Zanaflex had
elevations of liver function tests (ALT/SGPT, AST/SGOT) to greater than 3 times the upper
limit of normal (or 2 times if baseline levels were elevated). The patients usually remain
asymptomatic despite increased aminotransferases. In occasional symptomatic cases,
nausea, vomiting, anorexia and jaundice have been reported. The onset of the elevated liver
enzymes typically occurred within the first 6 months of treatment with Zanaflex and most
resolved rapidly upon drug withdrawal with no reported residual problems. In postmarketing
experience, three deaths associated with liver failure have been reported in patients treated
with tizanidine, including one case of fatal fulminant hepatitis.
Monitoring of aminotransferase levels is recommended during the first 6 months of treatment
(e.g., baseline, 1, 3 and 6 months) and periodically thereafter, based on clinical status.
Because of the potential toxic hepatic effect of tizanidine, the drug should be used only with
extreme caution in patients with impaired hepatic function.
SEDATION
In the multiple dose, controlled clinical studies, 48% of patients receiving any dose of
Zanaflex reported sedation as an adverse event. In 10% O\P these cases, the sedation was
rated as severe compared to <1% in the placebo treated patients. Sedation may interfere
with every day activity.
The effect appears to be dose related. In a single dose study, 92% of the patients receiving
16 mg, when asked, reported that they were drowsy during the 6 hour study. This compares
to 76% of the patients on 8 mg and 35% of the patients on placebo. Patients began noting
this effect 30 minutes following dosing. The effect Eeaked 1.5 hours following dosing, Of the
]Eatients who received a single dose of 16 mg, 51% continued to report drowsiness é hours
ollowing dosing compared to 13% in the patients receiving placebo or 8 mg of Zanaflex.
In the multiple dose studies, the prevalence of patients with sedation peaked following the
first week o\Etitration and then remained stable gr the duration of the maintenance phase of
the study.
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HALLUCINATIONS
Zanaflex use has been associated with hallucinations. Formed, visual hallucinations or
delusions have been reported in 5 of 170 patients (3%) in two North American controlled
clinical studies. Most of the patients were aware that the events were unreal. One patient
developed psychoses in association with the hallucinations. One patient continued to have
problems for at least 2 weeks following discontinuation of Zanaflex. Dosage reduction or
discontinuation should be considered for patients who experience hallucinations while
receiving Zanaflex. Particular caution should be observed it Zanaflex is administered to
patients with a prior history of psychotic illness.
LIMITED DATABASE FOR CHRONIC USE OF SINGLE DOSES ABOVE 8 MG AND
MULTIPLE DOSES ABOVE 24 MG PER DAY
Clinical experience with long-term use of Zanaflex at single doses of 8 to 16 mg or total daily
doses of 24 to 36 mg is limited. Approximately 75 patients have been exposed to individual
doses of 12 mg or more for at least one year and approximately 80 patients have been
exposed to total daily doses of 30 to 36 mg/day for at least one year. There is essentially no
long-term experience with single, daytime doses of 16 mg. Because long-term clinical study
experience at high doses is limited, only those adverse events with a relatively high incidence
are likely to have been identified.
PRECAUTIONS
GENERAL
Zanaflex (tizanidine HCI) should be used with caution in patients for whom spasticity is used
to obtain increased function, such as maintenance of upright posture and balance in
locomotion.
CARDIOVASCULAR
Prolongation of the QT interval and bradycardia were noted in chronic toxicity studies in
dogs at doses equal to the maximum human dose on a mg/m? basis. ECG evaluation was
not performed in the controlled clinical studies. Reduction in pulse rate has been noted in
association with decreases in blood pressure in the single dose controlled study (see
WARNINGS).
OPHTHALMIC
Dose-related retinal degeneration and corneal opacities have been found in animal studies
at doses equivalent to approximately the maximum recommended dose on a mg/m? basis.
There have been no reports of corneal opacities or retinal degeneration in the clinical
studies.
USE IN ELDERLY
Zanaflex should be used with caution in elderly patients because clearance is decreased
four-fold.
USE IN CHILDREN
There are no adequate and well-controlied studies to document the safety and efficacy of
Zanaflex in children under 18 years in age.
USE IN OBSTETRICS
The effect of Zanaflex on labor and delivery in humans is unknown.
Reproduction studies performed in rats at a dose of 3 mg/kg, equal to the maximum
recommended human dose on a mg/m? basis and in rabbits at 30 mg/kg, 16 times the
maximum recommended human dose on a mg/m? basis did not show evidence of
teratogenicity. Tizanidine at doses that are equal to and up to 8 times the maximum
recommended human dose on a mg/m? basis increased gestation duration in rats. Prenatal
and postnatal pup loss was increased and developmental retardation occurred.
Postimplantation loss was increased in rabbits at doses of 1 mg/kg or greater, equal to or
greater than 0.5 times the maximum recommended human dose on a mg/m? basis.
Zanaflex has not been studied in pregnant women. Zanaflex should be given to pregnant
women only if clearly needed.
NURSING MOTHERS
It is not known whether Zanaflex is excreted in human milk, although as a lipid soluble drug,
it might be expected to pass into breast milk.
PATIENTS WITH SPECIAL DISEASES AND CONDITIONS
USE IN RENALLY IMPAIRED PATIENTS
Zanaflex should be used with caution in patients with renal insufficiency (Cler <25 mU/min), as
clearance is reduced by more than 50%. In these patients, during titration, the individual doses
should be reduced. If higher doses are required, individual doses rather than dosing frequency
should be increased. These patients should be monitored closely for onset or increase in
severity of the common adverse events (dry mouth, somnolence, asthenia and dizziness) as
indicators of potential overdose.
USE IN WOMEN TAKING ORAL CONTRACEPTIVES
Zanaflex should be used with caution in women taking oral contraceptives; as clearance of
tizanidine is reduced by approximately 50% in such patients. In these patients, during
titration, the individual doses should be reduced.
DEPENDENCE LIABILITY
Monkeys were shown to self-administer tizanidine in a dose-dependent manner, and abrupt
cessation of tizanidine produced transient signs of withdrawal at doses > 35 times the
maximum recommended human dose on a mg/m? basis. These transient withdrawal signs
(increased locomotion, body twitching, and aversive behavior toward the observer) were not
reversed by naloxone administration.
DRUG INTERACTIONS
In vitro studies of cytochrome P450 isoenzymes using human liver microsomes indicate that
neither tizanidine nor its major metabolites are likely to affect the metabolism of other drugs
metabolized by cytochrome P450 isoenzymes.
Acetaminophen: Zanaflex delayed the T, of acetaminophen by 16 minutes.
Acetaminophen did not affect the pharmacokinetics of Zanaflex.
Alcohol: Alcohol increased the AUC of Zanaflex by approximately 20% while also increasing
its Crax by approximately 15%. This was associated with an increase in side effects of
Zanaflex. The CNS depressant effects of Zanaflex and alcohol are additive.
Oral Contraceptives: No specific pharmacokinetic study was conducted to investigate
interaction between oral contraceptives and Zanaflex, but retrospective analysis of population
pharmacokinetic data following single and multiple dose administration of 4 mg Zanaflex
showed that women concurrently taking oral contraceptives had 50% lower clearance of
Zanaflex than women not on oral contraceptives.
Antihypertensives: In placebo-controlled clinical trials, Zanaflex has been administered
concomitantly with anthypertensive medications in 30 patients. The addition of Zanaflex to
antihfypertensive therapy was associated with a 20-30% increase in the incidence of clinically
significant decreases in systolic or diastolic blood pressure compared with both placebo plus
antihypertensive (N=36) and Zanaflex alone (N=226).
Concurrent use of antihypertensive and Zanaflex therapy also resulted in an increase in
reports of orthostatic hypotension. Lower initial doses and cautious dose titration should be
considered when Zanatlex is to be administered to patients receiving antihypertensive
therapy or if antihypertensive therapy is to be initiated in a patient receiving Zanatlex.
INFORMATION TO BE PROVIDED TO THE PATIENTS
Patients should be advised of the limited clinical experience with Zanaflex both in regard to
duration of use and the higher doses required to reduce muscle tone (see WARNINGS).
Because of the fpossibility of Zanaflex lowering blood pressure, patients should be warned
about the risk of clinically significant orthostatic hypotension (see WARNINGS).
Because of the possibility of sedation, patients should be warned about performing activities
requiring alertness, such as driving a vehicle or operating machinery {see WARNINGS). Patients
should also be instructed that the sedation may be additive when Zanaflex is taken in
conjunction with drugs (baclofen, benzodiazepines) or substances (e.g., alcohol) that act as
CNS depressants.
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ADVERSE REACTIONS

In multiple dose, placebo-controlled clinical studies, 264 patients were treated with Zanaflex
(tizanidine HCl) and 261 with Elaceba Adverse events, including severe adverse events, were
more frequently reported with Zanaflex than with placebo.

COMMON ADVERSE EVENTS LEADING TO DISCONTINUATION

Forty-five of 264 (17%) patients receiving Zanaflex and 13 of 261 (5%) patients receiving
placebo in three multiple dose, placebo-controlled clinical studies discontinued treatment for
adverse events. When patients withdrew from the study, they frequently had more than one
reason for discontinuing. The adverse events most frequently leading to withdrawal of
Zanaflex treated patients in the controlled clinical studies were asthenia (weakness, fatigue
and/or tiredness) (3%), somnolence (3%), dry mouth (3%), increased spasm or tone (2%) and
dizziness (2%).

MOST FREQUENT ADVERSE CLINICAL EVENTS SEEN IN ASSOCIATION WITH THE USE
OF TIZANIDINE

In multiple dose, placebo-controlled clinical studies involving 264 patients with spasticity, the
most frequent adverse events were dry mouth, somnolence/sedation, asthenia (weakness,
fatigue and/or tiredness) and dizziness. Three quarters of the patients rated the events as mild
to moderate and one quarter of the patients rated the events as being severe. These events
appeared to be dose related.

ADVERSE EVENTS REPORTED IN CONTROLLED STUDIES

The events cited reflect experience gained under closely monitored conditions of clinical
studies in a highly selected patient population. In actual clinical practice or in other clinical
studies, these frequency estimates may not apply, as the conditions of use, reporting
behavior, and the kinds of patients treated may c},iffer. Table 1 lists treatment emergent
signs and symptoms that were reported in greater than 2% of patients in three multiple
dose, placebo-controlled studies who received Zanaflex where the frequency in the
Zanaflex grouF was at least as common as in the placebo group. These events are not
necessarily related to Zanaflex treatment. For comparison purposes, the correspondin
frequency of the event (per 100 patients) among placebo treated patients is also provided.
TABLE 1: Multiple Dose, Placebo-Controlled Studies - Frequent (> 2%)

Adverse Events Reported for Which Zanaflex Incidence is Greater Than Placebo

Placebo Zanaflex
N =261 N = 264
Event % %
Dry mouth 10 49
Somnolence 10 48
Asthenia* 16 41
Dizziness 4 16
UTI 7 10
Infection 5 6
Constipation 1 4
Liver function tests abnormal <1 3
Vormiting 0 3
Speech disorder 0 3
AmblyoF)ia (blurred vision) <1 3
Urinary frequency 2 3
Flu syndrome 2 3
SGPT/ALT increased <1 3
Dyskinesia 0 3
Nervousness <1 3
Pharyngitis 1 3
Rhinitis 2 3

* weakness, fatigue and/or tiredness
In the single dose, placebo-controlled study involving 142 patients with spasticity, the
patients were specifically asked if they had experienced any of the four most common
adverse events dry mouth, somnolence (drowsiness), asthenia (weakness, fatigue and/or
tiredness), and dizziness. In addition, hypotension and bradycardia were observed. The
occurrence of these adverse events are summarized in Table 2. Other events were, in general,
reported at a rate of 2% or less.

TABLE 2: Single Dose, Placebo-Controlled Study - Common Adverse Events Reported

Event Placebo  Zanaflex 8 mg  Zanaflex 16 mg
N =48 N =45 N = 49

% % %
Somnolence 31 78 92
Dry mouth 35 76 88
Asthenia* 40 67 78
Dizziness 4 22 45
Hypotension 0 16 33
Bradycardia 0 2 10

* weakness, fatigue and/or tiredness
OTHER ADVERSE EVENTS OBSERVED DURING THE EVALUATION OF TIZANIDINE
Zanaflex was administered to 1187 patients in additional clinical studies where adverse event
information was available. The conditions and duration of exposure varied greatly, and
included (in overlapping categories) double-blind and open-label studies, uncontrolled and
controlied studies, inpatient and outpatient studies, and titration studies. Untoward events
associated with this exposure were recorded by clinical investigators using terminology of
their own choosing. Consequently, it is not possible to provide a meaningful estimate of the
proportion of individuals experiencing adverse events without first grouping similar types of
untoward events into a smaller number of standardized event categories.
In the tabulations that follow, reported adverse events were classified using a standard
COSTART-based dictionary terminology. The frequencies presented, therefore, represent the
proportion of the 1187 patients exposed to Zanaflex who experienced an event of the type
cited on at least one occasion while receiving tizanidine. All reported events are included
except those already listed in Table 1. If the COSTART term for an event was so general as to
be uninformative, it was replaced with a more informative term. It is important to emphasize
that, although the events reported occurred during treatment with Zanaflex, they were not
necessarily caused by it.
Events are further categorized by body system and listed in order of decreasing frequency
according to the following definitions: frequent adverse events are those occurring on one or
more occasions in at least 17100 patients (onlﬁ those not already listed in the tabulated results
from placebo-controlled studies appear in this listing); infrequent adverse events are those
oceurring in 1/100 to 1/1000 patients.
Bopy as A WHOLE: Frequent: fever; Infrequent: allergic reaction, moniliasis, malaise, abscess, neck
pain, sepsis, cellulitis, death, overdose; Rare: carcinoma, congenital anomaly, suicide attempt.
CARDIOVASCULAR SYSTEM: Infrequent: vasodilatation, postural hypotension, syncope, migraine,
arrhythmia; Rare: angina pectoris, coronary artery disorder, heart failure, myocardial infarct,
phlebitis, pulmonary embolus, ventricular extrasystoles, ventricular tachycardia.
DIGESTVE SYSTEM: Frequent: abdomen pain, diarrhea, df/spepsia; Infrequent: dysphagia,
cholelithiasis, fecal impaction, flatulence, gastrointestinal hemorrhage, hepatitis, melena;
Rare: gastroenteritis, hematemesis, hepatoma, intestinal obstruction, liver damage.
HemIC AND LYMPHATIC SYSTEM: Infrequent: ecchymosis, hypercholesteremia, anemia,
hyperlipemia, leukopenia, leukocytosis, sepsis; Rare: petechia, purpura, thrombocythemia,
thrombocytopenia.
MEeTaBOUC AND NUTRTIONAL SYSTEM: Infrequent: edema, hypothyroidism, weight loss; Rare:
adrenal cortex insufficiency, hyperglycemia, hypokalemia, hyponatremia, hypoproteinemia,
respiratory acidosis.
MUSCULOSKELETAL SYSTEM: Frequent: myasthenia, back pain; Infrequent: pathological fracture,
arthralgia, arthritis, bursitis.

Continued on page A-44
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“EXELON

(Rivastigmine as the Hydrogen Tartrate Salt) (erﬂSt|gm|n€)
Capsules - 1.5 mg, 3 mg, 4.5 mg, 8 mg
PHARMACOLOGICAL CLASSIFICATION
Cholinesterase Inhibitor

ACTIONS AND CLINICAL PHARMACOLOGY
Pathological changes in Dementia of the Alzheimer type involve cholinergic neuronal pathways that project
I‘mmu'mbaaall'otabmntolhe bral cortex and Ad in the function of these

ch gic path hasbaen, P wscmuntmrmemmedwwmanﬁmmddemenha
Rivasti a inhibitor of the carbamate-type, is thought to enhance cholinergic
neufohmwnis&unhyslamnumedegmdnhmnfamholne b by through the
inhibition of acetylcholinesterase. If this proposed mechanism of action is correclt, nvasﬂqnine‘s effect may

lessen as the disease process ad and fewer chol remain fs y intact. There is no
mdmhlmasimmMmmmursedmmnmgdemenhngm

Clinical Pharmacokinetics

Absorption: Rivastigmine is well absorbed and peak plasma (Cow) are in

approximately 1 hour. A doubling of the dose within the recommended dose range yields an increase in
bioavailability by approximately 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 M/kg at 3 mg in healthy young subjects. In healthy elderly male
patients, plasma rivastigmine levels are approximately 30% higher than that noted in young subjects

(see CLINICAL PHARMACOKINETICS: Age). When administered with food to healthy young subjects the
absorption (T.e) of rivastigmine was delayed by 90 min, and C..., 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 biood-to-plasma

partition ratio of 0.9 at concentrations which cover the therapeutic range (1-400 ng/mL) The apparent
volume of distribution is 5 = 3 L/kg. Rivastigmine can be detected in the CSF, reaching peak concentrations
in 1-4 hours. Mean AUC;.» ratio of CSF/plasma averaged 40 = 0.5% following 1-6 mg bid doses.
Metabolism: Riva.ﬁgn-une rssnhjucl to first pass clearance and s rapidly and extensively metabolised,

y via . mediated hydrolysis to a decarbamylated phenolic
melahollln hw&npmdmnl Msasuggmtnaimedocarlsamﬂaled 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 sultate conjugate and several unidentified minor metabolites. The pharmacokinetics of
ﬂvasﬁuﬂnempahm‘lswl‘m:«‘, Icholi enzyme deficiency are (see PRECAUTIONS:

. Evidence from in vitro studies suggest that the major cytochrome P450 isozymes
mmhmﬂmlmlm rivastigmine metabolism (see PRECAUTIONS: Drug-Drug Interactions).
Rivastigmine inhibits acetylcholinesterase (AChE) and butyrylcholinesterase (BChE) activity. In patients with
Alzheimer Disease significan! 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 a 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).

Excretion: 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 “C-fabelled 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 sultate
conjugates account for about 40% of the dose. Less than 1% of the administered dose is excreted in the
faeces. The accumulation potential of rivastigmine and its decarbamylated phenolic metabolite in patients
with Alzheimer Disease has not been systematically studied however, population 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 almost 2.5 fold and overall plasma levels
(AUC) of the decarbamylated phenolic metabolite 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
Mwmmmwwm%mmpmmwmm,mhtandgendermatchedomtrulwnup.
The safety and efficacy of tigH in imer Disease patients with hepatic impairment have not
been studied (see PRECAUTIONS: Hepatic Impairment)
mmammmnnmmummummmnmmmmm 24 healthy
male elderty (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 masmny than in young subjects. Plasma levels
of the decarbamylated phenolic metabolite were not substanti d by age
mmmmmwmmmmmmminmmlmmmmr
and race on the disposition of rivasti yses suggest that
gender and race (Blacks, Oriental, andCaumwlMllnma‘lectmmmsutdmgmm
Nicotine Use: Population PK analysis showed that nicotine use increases the oral clearance of rivastigmine
by 23% (Smokers: n = 75; Nonsmokers: n = 549).

Clinical Trial Data: Etficacy data for rivastigmine in the symptomatic treatment of patients with mild to
moderate dementia of the Alzheimer type (diagnosed by DSM-IV and NINCDS criteria, Mini-Mental State
Examination =10 and <26 ) were derived from four clinical trials. These studies were randomized, double-
blind, and placebo controlled. The mean age of patients was 73 years (range: 41 to 95). Approximately 58%
of the patients were women and 41% were men, while the racial distribution was: 87% Caucasian, 4%
Black and 9% Other, In these clinical studies, maoﬁamvmssnimasuqrnlnewasmtedumngm
following criteria: for primary efficacy two measures were used, (1) the cogniti of the Al

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 flexible maintenance-dose regimen was used, are
presented here. The data shown below were obtained from the Intent-to-Treat population (ITT analysis, i.e.,
Al patients who were randomized to treatment, regardiess of whether or not they were able to complete the
study. For patients unable to complete the study, their last observation while on treatment was carried
forward and used at endpoint).

Study | (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
fiexible-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 mini 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 placebo 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 only
for the 6-12 mg/day group. At Week 18, mean change scores from placebo were significant for both
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 difterences 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
aﬂmw_smmmua—tzmwdaymmnmumdmzﬁ-mmmmwm either no
evidence of d jon or an imp 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 from 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 1o each of the three treatment groups is shown in Figure 1.

Figure 1: Frequency distribution of CIBIC-Plus scores at week 26
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MMmmMrmmwmhmuahmmeGasamﬂﬁmwa 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, Muttinational, 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 ditferent 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.

Effects on ADAS-cog: At baseline, mean ADAS-cog scores (mean + SE) were for the placebo 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
placebo 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 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
statistically significant only for the 6-12 mg/day dose group. 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 2.

Figure 2: Frequency distribution of CIBIC-Plus scores at week 26
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Effects on PDS: The progressive deterioration scale was used as a dary efficacy . At baseli

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 between 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 indi for the sy t of patients
with mild to moderate dementia of the Alzheimer type. EXELON has not been studied in controlled

clinical trials for longer than 6 months. EXELON capsirles should only be prescribed by (or following
consultation with) clinicians who are experie in the di is and of, imer 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

Anesthesla: EXELON (rivastigmine as the hydrogen tartrate salt) as a cholingsterase 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 maderately severe or severe Alzheimer Disease, non-Alzheimer dementias ar
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 sy " or other sup icular cardiac cond conditions. In clinical trials patients
with serious cardiovascular disease were excluded. Caution should therefore be exermsed in treating
patients with active coronary artery disease or congestive heart failure. Syncop 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 unexplained syncopal episodes.

Gastrointestinal Conditions: Through their primary action, cholinesterase inhibitors may be expected to

of a subset (n = 359; 6-12mg/day) of patients with Alzheimer
D|sease 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 foliows: 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 to 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 illness occurring in pediatric patients have not been
established.

ADVERSE REACTIONS

A total of 1923 patients with mild to moderate Alzheimer Disease were treated in controlled clinical studies
with EXELON. Of these patients, 1417 (74%) completed the studies. The mean duration of treatment for all
EXELON groups was 154 days (range 1-255 days).

Adverse Events Leading to Discontinuation

Qverall, 18% (340/1923) of patients treated with EXELON discontinued from Phase Il cantrolled 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
inTable 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)

increase gastric acid secretion due to increased cholinergic actlvnty Therefore, patlents should be momtored Placebo -4 mg/day  6-12 mg/day Placebo  1-4 mg/day  6-12 mg/day
for symptoms of active or occult gastrointestinal bleeding, especially those at i nsk for devel n=646 n=644 n=824 n=588 n=587 n=601
ulcers, e.g., those with a history of uicer disease or those recei concurrent anti-infl; Allevents 5% 50 21% 3% 3% 5%
tory drugs (NSAIDS). In controlled clinical studies with EXELON, patlents with a past history (last 2 years) no 2 " o" 2 2
of peptic ulceration and chronic diseases of the gastrointestinal tract were excluded. In the frial p Nausea 1% 1% 10% 0% <t% 1%
who received EXELON there was no significant increase, relative to placebo, in the incidence of peptlc ulcer Vomiting 0% <1% 5% 0% <1% 2%
disease. The incidence of Gl hemorrhage, in controlled clinical trials was <1% (n = 6/1923) for EXELON and Anorexia 0% <% 3% <% <1% <%
0% (n =0/868) for placebo. EXELON, as a predictabl of its ph logical properties, has —— 2 D" o" o" -
been shown to produce nausea, vomiting and diarrhea. These effects appear more frequently at higher <1% <1% 3% <1% 0% 1%
doses (see ADVERSE REACTIONS section), with nausea and vomiting being more prevalent in women. Abdominal <1% <1% 2% <1% <1% <1%
Females are more sensitive to the cholinergic adverse effects associated with cholinesterase inhibitors and pain
in general are more likely to experience nausea and vomiting than are males. In most cases these effects Asthenia 0% 0% 29, 0% 0% <1%
wer ild to mod intensity and d they resolved during continued EXELON treatment or

ore of mild { nsity and they resolved during Fatigue  <1% <% 2% 0% 0% <1%

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: Atthough 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 succinylcholine, similar neuromuscular blocking agents or cholinergic agonists such as
bethanechol. Use wlth other Psychoaclwe Drugs In controlled clinical trials with EXELON few patients
received there is thus limited information concerning the
interaction of EXELON with these drugs

Use in patients > 85 years old: In controlled clinical studies, the number of patients over 85 years old who
received EXELON in the therapeutic dose range of 6-12 mg/day was 68. 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 controlled clinical trials, nausea, diarrhea, vomiting, dizzi-
ness, anorexia, fatigue, dyspepsia and weak d 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 poputation,
should be considered only after careful risk/benefit assessment and include close monitoring for adverse
events. Dose jon 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 (soe DOSAGE AND ADMINISTRATION: Special Populations).

Genetic Potymorphism: The effect of genetic polymorphism of butyrylcholinesterase enzyme on
rivastigmine metabolism is unknown.

Drug-Drug Interactions

Studies to assess the potential of EXELON for interaction with digoxin, warfarin, diazepam or fluoxetine

were limited to short term, single-dose studies in young healthy volunteers. No significant effects on the
pharmacokinetics of these drugs or on the metabolism of rivastigmine were observed. Similar studies in
elderly patients were not done.

Eifect of EXELON on the Metaholism 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 vifro studies, no phar inetic drug i ions with drugs
metabolised by the following isoenzyme systems are expected: CYP1A2, CYP2D6, CYP3A4/5, CYP2E1,
CYP2C9, CYP2C8, or CYP2C19. Rivastigmine may inhibit the butyrylcholmesterase mednated metabollsm

of other drugs (see ACTIONS AND CLINICAL PHARMACOLOGY: Clinical Phar

*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 mail phase were rep d in the results for the maintenance
phase.

Titration and maintenance dosing should remain flexible and be adjusied according to individual needs.
Most Frequent Adverse Clinical Events Seen in Association with the Use of EXELON

The most common adverse events, defined as those occurring at a frequency of at least 5% and twice the
placebo rate, are largely predicted by EXELON's cholinomimetic effects. These include nausea, vomiting,
dizziness, diarrhea, anorexia and abdominal pain. Table 2 presents a comparison of common adverse
events (5% incidence and twice the placebo rate) by treatment group during titration (Weeks 1-12) and
maintenance (Weeks 13-26). The adverse events were generally mild in intensity, more frequent at higher
doses, of short duration, and attenuated with continued dosing or discontinuation of drug.

Table 2. Common adverse events (25% and twice the rate in the placebo group) in randomized
placebo controlled clinical trials B351, B352, and B303 during titration and maintenance phases™

Titration phase (weeks 1-12) Mali 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=601
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%
Somnolence 2% 4% 5% 1% 1% 1%

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

Titration and maintenance dosing should remain fiexible and be adjusted according to individual needs.

In an open labe! study involving 305 patients with Alzheimer Disease the tolerability of a 1.5 mg big

(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 Confrolled 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 frials, 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
potential for drug interaction with other medications commonly taken by the elderly were not done.

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 controfled clinical trials in at least 2% of patients receiving
EXELON and at a higher frequency than placeho-treated patients

Heart Rate and Rhythm Disorders:

Frequent: Bradycardia, fibrillation atrial, palpitation.

Infrequent: Arrhythmia, AV block, bundle branch block, cardiac arrest, extrasystoles, sick sinus syndrome,
tachycardia, tachycardia.

leer and Biliary System Disorders:

Infrequent: Abnormal hepatic function, cholecystitis, cholelithiasis, increased gamma-glutamyl transferase,
increased hepatic enzymes.

Metabolic and Nutritional Disorders:

Frequent: Dehydration, hypokalemia.

Infrequent: Cachexia, diabetes mellitus, gout, hypercholesterolemia, hyperglycemia, hyperlipemia,
hypoglycemia, hyponatremia, thirst.

Musculoskeletal Disorders:

Frequent: Arthralgia, arthritis, back pain, bone fracture, leg cramps, leg pain, myaigia, pain.

Infrequent: Arthropathy, arthrosis, bone disorder, bone pain, bursitis, cramps, hernia, joint matformation,
muscle weakness, osteoporosis, spine malformation, stiffness, tendinitis, tendon disorder, vertebral disc

Myo-, Endo-, Pericardial and Valve Disorders:
Frequent: Angina pectoris, myocardial infarction.
Infrequent: Coronary artery disorder, heart sounds abnormal, myocardial ischemia.

Frequent: Basal cell carcinoma.

Infrequent: Bladder carcmoma carcinoma, colon carcmoma mallgnant breast neoplasm {female), malignant
skin cinoma,
Platelet, Bleeding, ‘and Clotting Disorders:

Infrequent: Hematoma, purpura, thrombocytopenia, unspecified hemorrhage.

Frequenr Agitation, behavioral disturbance, confusion, delusion, paranoid reaction, paroniria.
Abnormal d| ing, ia, apathy, decreased libido, delirium, dementia, depersonalization,
| iability, impaired concentration, increased libido, neurosis, psychosis, sleep disorder, stress

Red Blood Cell Disorders:

Infrequent: Anemia B, deficiency, hypochromic anemia.

Reproductive Disorders (Female & Male):

Frequent: Prostatic disorder.

Infrequent: Atrophic vaginitis, breast pain (female), impotence, intermenstrual bleeding, unspecified utering
disorder, vaginal hemorrhage, vaginitis.

Resistance Mechanism Disorders:

Frequent: \nfection, pneumonia, upper respiratory tract infection, urinary tract infection, viral infection.
Infrequent: Bacterial infection, cellulitis, cystitis, fungal infection, herpes simplex, herpes zoster, moniliasis,
onychomycosis, ofitis media, parasitic infection, sepsis.

Frequent: Bronchitis, coughing, pharyngitis, sinusitis.
Infrequent: Abnormal chest sounds, apnea, bronchospasm, emphysema, hyperventilation, increased
sputum, faryngitis, pleural effusion, pulmonary disorder, pulmonary edema, respiratory disorder, respiratory

Body system/Adverse event Placebo (n=868) EXELON (n=1923)
Percent of p with any adverse event 79 87
Autanomic Nervous System Frequent: None.
Sweating increased 1 3
Body as a Whole
Fatigue 5 7
Asthenia 2 5
Malaise 2 4
Weight decrease <1 2
Cardiovascular Disorders, General
Hypertension 2 3
Central and Peripheral Nervous System "
Dizziness 1 19 disorder.
Headache 12 15
Somnolence 3 5
Tremor 1 3 Neapl '
Gastrointestinal System copiasms:
Nausea 12 37
Vomiting 6 23 I
Diarrhea 1 16
Anorexia 3 13
Abdominal Pain 6 1 Frequent. Epistaxis.
Dyspepsia 4 8 L
Constipation 4 5 Psychiatric Disorders:
Flatulence 2 4
Eructation 1 2
Psychiatric Disorders reaction, suicidal ideation.
tnsomnia 7 8
Depression 4 5 Frequent: Anemia.
Anxiety 3 4
Hallucination 3 4
Nervousness 3 4
Aggressive Reaction 2 3
Respiratory System
Rhinitis 3 4
Dyspnea 1 2
Skin and Appendages
Pruritus 1 2 Respiratory System:
Urinary System
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 treatad for at least 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 chaosing. 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. All 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 coordma’non aphasm apraxla coma, dysphonia, hyperklneSIa hyperreﬂexla
hypertonia, hyp y muscle graine, neuralgia,
neuropathy, nystagmus, paresls perlpheral neuropathy, speech disorder.
Collagen Disorders:
Frequent: None.
Infrequent: Rheumatoid arthritis
Endocrine System:
Frequent None.

quent: Goitre, b idi
Gastrointestinal Symm
Frequent: Fecal incontinence, gastritis, tooth disorder.
Infreguent: Colitis, colorectal polyp, diverticulitis, duodenal ulcer, dysphagia, esophagitis, gastric ulcer,
gastroenteritis, gastroesophageal reflux, Gl ge, gingivitis, glossitis, is, hernia, hiccup,
increased appetite, intestinal obstruction, melena, pancreatitis, peptic ulcer, rectal disorder, rectal
hemorrhage, tenesmus, tooth caries, uicerative stomatitis.
Hearing and Vestibular Disorders:
Frequent: Tinnitus.
Infrequent: Deafness, earache, sar 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,

ery rash, is, genital pruritus, hyperkeratosis, maculo-papular rash, nail disorder, otitis
externa, psoriaform rash, seborrhea, skin cyst, skin discoloration, skin exfoliation, skin hypertrophy, sunburn,
urticaria, verruca.

Special Senses:

Frequent: None.

Infreguent: 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
disorder, urinary retention.

( Disord
Frequent: Cerebrovascular disorder.
quent: Aneurysm, Ci y disorder, hemorrhoids, i ial hemorrhage, periph 3
phlebitis, p y lism, thrombophlebitis deep, thrombaosis, varicose vein, vascutar disorder.

Vision Disorders:
Frequent: Cataract, conjunctivitis.
Infrequent: Abnormal lacri
glaucoma.
White Cell and Resistance Disorders:
Frequent: None.
Infreguent: Leukocytosis, lymphadenopathy.
SYMPTOMS AND TREATMENT OF OVERDOSAGE
Symptoms: Overdosage with cholmesterase |nmb|tors can resuit in chollnerglc crisis characterised by
severe nausea, vomiting, sali ion Y jon, collapse and
convulsions. Increasing muscle weakness is a poss|b|my and may result in death if resplratory muscles are
involved.
Treatment: EXELON (rivastigmine as the hydrogen tartrate salt) has a short plasma half-life (about 1-
2 hours) and a mod duration of ch inhibition of 8-12 hours. It is recommended that in cases
of asymptomatic overdoses, no further dose of EXELON should be administered for the next 24 hours and
that patients be monitored. As in any case of overdose, general supportive measures should be 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 baen reported with
other cholinomimetics when co-administered with quaternary anticholinergics such as giycopyrrolate. Due
to the short half-life of EXELON, dialysis (hemodialysis, peritonea! 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 antiemetics should be considered. In a documented case of a 46 mg overdose with EXELON, a
69 year old female patient experienced vomiting, incontinence, hypertension, psychomotor retardation and
loss of consciousness. The patient was managed conservatively with only 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 convuisions.
DOSAGE AND ADMINISTRATION
EXELON (rivastigmine as the hydrogen tartrate salt) capsules should only be prescribed by (or following

ftation with) clinicians who are experienced in the di is and of Alzheimer Disease.
Adults: The usual maintenance dose range for EXELON is 6-12 mg/day. The fotlowing dosage escalation
recommendations, derived from clinical trial data, are provided as a guide only, as individual tolerance to
dose i will vary. The inci 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.

blepharitis, conjunctival hemorrhage, diplopia, eye abnermality, eye pain,

Continued on page 45
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AVONEX
(Interferon beta-1a)

THERAPEUTIC CLASSIFICATION
Immunomodulator

ACTION AND CLINICAL PHARMACOLOGY

Description

AVONEX® (Interferon beta-1a) is produced by recombinant DNA technolagy.
Interferon beta-1a is a 166 amino acid glycoprotein with a predicted
molecular weight of approximately 22,500 daltons. It is produced by
mammalian cells (Chinese Hamster Ovary cells) into which the human
interferon beta gene has been introduced, The aming acid sequence of
AVONEX® is identical to that of natural human interieron beta.

Using the World Health Organization (WHO) natural interferon beta
standard, Second International Standard for Interteron, Human Fibroblast
(Gb-23-902-531), AVONEX® has a specific activity of approximately

200 million international units {IU) of antiviral activity per mg; 30 meg
of AVONEX* contains 6 million 1U of antiviral activity.

Generol

Interterons are a family of naturally occurring proteins and glycoproleins
that are produced by eukaryotic cells in response to viral infection and
ofher biological inducers. Interleron beta, one member of this family, is
produced by various cell types including fibroblasts and macrophages.
Natural interferon beta and Interferon beta-1a are similarly glycosylated.
Glycosylation of other proteins is known to atfect their stability, activity,
biodistribution, and hall-like in blood. Glycosylation also decreases
apgregation of proteins. Protein aggregates are thought to be involved in
the immunogenicity of recombinant proteins. Aggregated forms of inferferon
beta are known to have lower levels of specific activity than monomeric
(non-aggregated) lorms of interleron beta.

Biologic Activities

Interterons are cylokines that mediate antiviral, antiproliterative, and
immunomodulalory activities in response to viral infection and other
biological inducers. Three major interlerons have been distinguished:
alpha, beta, and gamma. Interferons alpha and beta form the Type | class
ol interferons and inlerleron gamma is a Type Il interferon. These
interferons have overlapping bul clearly distinct biological activities.
Interferon beta exerts its biological effects by binding lo specific receptors
on the surtace of human cells. This binding initiates a complex cascade
of intracellular events that lead to the expression ol numerous interferon-
induced gene products and markers. These include 2, 5'-oligoadenylate
synthetase, B,-microglobulin, and neoplerin, These products have been
measured in the serum and cellular fractions of blood collected from
palients treated with AVONEX®.

The specific interferon-induced proteins and mechanisms by which
AVONEX* exerts its effects in multiple sclerosis (MS) have not been fully
defined. To understand the mechanism(s) of action of AVONEX®, studies
were conducted to determine the effect of IM injection of AVONEX® on
levels of the immunasuppressive cytoking interleukin 10 (IL-10) in serum
and cerebrospinal fluid (CSF) of treated patients. IL-10, or cytokine
synihesis inhibitory factor, is @ poten! immunosuppressor of a number

of pro-inflammalory cylokines such as interferon gamma (IFN-v), tumor
necrosis factor aipha (TNF-e<), interleukin 1 (IL-1), lumor necrosis factor
beta (TNF- B), and interleukin 6 (IL-6), which are secreled by T lymphocyle
helper-1 (Th') cells and macrophages. Elevated serum IL-10 levels were
seen after IM injection of AVONEX®, from 48 hours post-injection through
al Ieast 7 days. Similarly, in the Phase 1 study, IL-10 levels in CSF were
significantly increased in patients trealed with AVONEX® compared to
placebo. CSF IL-10 levels correlated with a tavourable clinical treatment
response to AVONEX®. Upregulation of IL-10 represents a possible
mechanism of action ol interferon beta in relapsing MS. IL-10 has been
demonsirated lo decrease refapses in acule and chronic relapsing
experimental autoimmune encephalomyelitis (EAE), an animal model
resembling MS. However, no relationship has been established between
the abrsolute levels of IL-10 and the clinical outcome in MS.

CLINICAL TRIALS: EFFECTS IN MULTIPLE SCLEROSIS

The clinical efiects of AVONEX™ (Interferon beta-1a) in MS were studied

in a randomized, multicentre, double-blind, placebo-controlled study

in patients with relapsing (stable o progressive) MS. In this study,

301 patients received either 6 million IU (30 meg) of AVOMEX® (n=158)

of placebo (n=143) by IM injection once weekly. Patients were enlered

into the trial over a 2 1/2 year period, received injections for up to 2 years,
and continued to be followed untll study completion. By design, there was
stapgered enrollment into the study with lermination at a fixed poini,
leading o variable lengths of follow-up. There were 144 patients treated
with AVONEX® lor more than 1 year, 115 patients for more than 18 months,
and 82 patients for 2 years,

All patients had a definite diagnosis of MS of al least 1 year duration and
had al least 2 exacerbations in the 3 years prior to study entry (or 1 per year
if the duration of disease was less than 3 years). At entry, study participants

were without exacerbation during the prior 2 months and had Kurtzke
Expanded Disability Status Scate (EDSS) scores ranging from 1.010 3.5,
The mean EDSS score al baseline was 2.3 for placebo-treated patients

and 2.4 for AVONEX™-treated patients. Patients with chronic progressive
multiple sclerosis were excluded from this study.

The primary outcome assessmenl was lime to progression in disability,
measured as an increase in the EDSS of at least 1.0 point thal was sustained
for at least 6 months, The requirement for a sustained 6 month change was
chosen because this reflects permanent disability rather than a transient effect
due 1o an exacerbation. Studies show Ihat of the patients who progress and
are confirmed after only 3 months, 18% revert back to their baseline EDSS,
whereas after 6 months only 11% revert.

Secondary outcomes included exacerbation frequency and results of
magnelic resonance imaging (MRI) scans of the brain including gadolinium
(Gd)-enhanced lesion number and volume and T2-weighted (proton density)
lesion volume. Additional secondary endpoints included upper and lower
extremily function tests.

Time to onsel of sustained progression in disability was significantly

longer in patients treated with AVONEX® than in patients receiving placebo
(p=0.02). The Kaplan-Meier plots of these data are presented in Figure 1.
The Kaplan-Meier estimate of the percentage of palients progressing by

the end of 2 years was 34.9% for placebo-treated patients and 21.9% for
AVONEX™-treated patients, indicating a slowing of the disease process.

This represents a significant reduction in the risk of disability progression in
patients treated with AVONEX®, compared to patients ireated with placebo.

FIGURE 1
Onset of Sustained Disability Progression by Time on Study
MM G

(34.9%)

Note: Disability progression represents af least a 1.0 point increase in
EDSS score sustained for at least 6 months. The vaiue p=0.02 refers o
the statistical diflerence between the overall distribution of the twa curves,
not to the difference in estimates af any given fimepoint (e.g., 34.9% vs.
21.9% al Week 104.).

The distribution of confirmed EDSS change from study enlry (baseling) to
the end of the sludy is shown in Figure 2. There was a statistically signifi-
cant difference between treatment groups in confirmed change for patients
with at least 2 scheduled visits (136 placebo-treated and 150 AVONEX™-
trealed patients; p = 0.006; see Table 1). Confirmed EDSS change was
calculated as the difference between the EDSS score al study entry and 1 of
the scores delermined at the last 2 scheduled visits, Further analyses using
more rigorous measures of progression of disability were performed. When
the requirement for sustained EDSS change was increased from 6 months
to 1 year, a significant benefit in tavour of AVONEX™ recipients persisted
{p=0.002). When treatment failure was defined as 2.0 points or greater
increase in sustained for 6 months, 18.3% of placebo-treated patients
worsened compared 10 6.1% of AVONEX™-treated patients. Additionally,
significantly fewer AVONEX® recipients progressed to EDSS milestones

ol 4.0 (14% vs. 5%, p=0.014) or 6.0 (7% vs. 1%, p=0.028).

The rate and frequency of exacerbations were determined as secondary
outcomes {see Table 1). AVONEX® treatment significantly decreased the
frequency of exacerbations in patients who were enrolled in the study for
al least 2 years, from 0.90 in the placebo-trealed group to 0.61 in the
AVONEX*-treated group (p=0.002). This represents a 32% reduction.
Additionally, placebo-treated patients were twice as likely 10 have 3 or
more exacerbations during the study when compared 1o AVONEX-treated
palients {32% vs. 14%).

FIGURE 2
Confirmed EDSS Change from Study Entry o End of Study

- AVONEX® (N = 150)
mm Placebo (N = 136)

P =0.006

510 <05 Q0 05 1.0 15 220
Worse ————

- Batter —=
Confirmed Change from Baseline EDSS
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Gd-enhanced and T2-weighted (prolon density) MRI scans of the brain were
obtained in most patients at baseline and af the end of 1 and 2 years of
treatment. Gd-enhancing lesions seen on brain MRI scans represent areas
ol breakdown ol the blood brain barrier thought o be secondary 1o inflam-
mation. Patients treated with AVONEX® demonstrated significantly lower
Gd-enhanced lesion number after 1 and 2 years of treatment (p < 0.05;
see Table 1). The mean number of Gd-enhanced lesions for patients treated
with AVONEX® was 3.2 at baseline and 0.8 at Year 2, compared io 2.3 al
baseling and 1.6 at Year 2 for the placebo-treated patients. The volume

ol Gd-enhanced lesions was also analyzed and showed similar treatment
effects (p < 0.03). Percentage change in T2-weighted lesion volume from
study eniry to Year 1 was significantly lower in AVONEX®-ireated than
placebo-treated patients (p = 0.02). A significant difference in T2-weighted
lesion volume change was not seen between study entry and Year 2.
Treatment with AVONEX® resulted in a significant decrease in the number
of active (new and enlarging) T2 lesions over 2 years (p = 0.002).

The exact relationship between MRI findings and the clinical status of
patients is unknown.

Of the limb function tests, only 1 demonstrated a statistically significant
difference between treatment groups (favoring AVONEX®).

Twenty-three of the 301 patients (8%) discontinued treatment prematurely.
01 these, 1 patient treated with placebo (1%) and 6 patients treated with
AVONEX® (4%) discontinued treatment due to adverse events. 01 these
23 patients, 13 remained on study and were evaluated for clinical endpoints.
A summary of the effects of AVONEX™ on the primary and major secondary
endpaints ol this study is presented in Table 1.

Table 1
MAJOR CLINICAL ENDPOINTS

Plocsbo  AVONEX"  P-Value

PRIMARY ENDPOINT:

Time to sustained progression

in disability (N: 143, 158)
Percentage of patients progressing
in disability at 2 years 9% 9%
(Kaplan-Meier estimate)'

SECONDARY ENDPOINTS:

DISABILITY

Mean confirmed change in

EDSS from study entry to end 050 020 0.006'
of study (N: 136, 150)'

- See Figure 1 - 0.0

EXACERBATIONS FOR PATIENTS
COMPLETING 2 YEARS:
Number of exacerbations (N: 87, 85)
0 26% B% 00
1 0% 31%
2 1% 18%
3 14% %
>4 18% %
Percentage of paients
exacertation-lree (N: 87, 85) %% w/E 010
Annual exacerbation fale
(N: 87, 85) 090 061 0002
MRI

Number of Gd-enhanced lesions:
Al study enfry (N: 132, 141)

Mean (Median) 23010 32(10)
Range 0-23 0-56
Year 1 (N: 123, 134)
Mean (Median) 16(0) 10(0) 002
Range 0-22 0-28
Year 2 (N: 82, 83)
Mean (Median} 16(0) 0.81(0) 0.5
Range 0-34 0-13
12 lesion volume:
Percentage change lrom study entry
1o Year 1 (N: 116, 123)
Median -3.3% “13.1% 0.02
Percentage change from study entry
o Year 2 (N: 83, B1)
Median -65% -132% 036"
Number of new and enlarging lesions
at Year 2 (N: 80, 78)
Median 30 20 0.002

Nole: (N: , ) denoles the number of evaluable placebo and AVONEX®
(Interferon beta-ta) patients, respectively.
' Patient data included in this analysis represent variable periods
of time on study.
* Analyzed by Mantel-Cox (logrank) test
' Analyzed by Mann-Whitney rank-sum test.
* Analyzed by Cochran-Mantel-Haenszel lest.
* Analyzed by likelihood ratio fesl.
* Analyzed by Wilcoxon rank-sum fest
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INDICATIONS AND CLINICAL USE

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

with chranic progressive multiple sclerasis.

CONTRAINDICATIONS

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

WARNINGS

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

with depression. Depression and suicide have been reported to occur in
patients receiving other interferon compounds. Depression and suicidal
ideation are known to occur at an increased frequency in the MS population.
A relationship between the occurrence of depression and/or suicidal ideation
and the use of AVONEX® has not been established. An equal incidence of
depression was seen in the placebo-treated and AVONEX®-treated patients in
the 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® (Interferon
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 a combination of both. For
patients with no prior history of seizure who developed seizures during
therapy with AVONEX®, an etiologic basis should be established and
appropriate anti-convulsant therapy instituted prior to considering
resumption of AVONEX® treatment. The effect of AVONEX® administration
on the medical management of patients with seizure disorder is unknown.

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

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

Laboratory Tests

In addition to those (aboratory tests narmally required for monitering
patients with MS, complete blood cell counts and white blood cell
differential, platelet counts, and blood chemistries, including liver and
thyroid function tests, are recommended during AVONEX® therapy. During
the placebo-controlled study, compiete blood cell counts and white blood
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 inter-
ferons). Patients with myelosuppression may require more intensive moni-
toring of complete biood cell counts, with differential and platelet counts.

Drug Interactions

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

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

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

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

Use in Pregnoncy

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

and it should be recommended that the woman discontinue therapy. The
reproductive toxicity of AVONEX® has not been studied in animals or
humans. In pregnant monkeys given interferon beta at 100 times the recom-
mended weekly human dose (based upon a body surface area comparison),
no teratogenic or other adverse effects on fefal development were abserved.
Aportifacient activity was evident following 3 to 5 doses at this level. No
abortifacient effects were observed in monkeys treated at 2 times the recom-
mended weekly human dose (based upon a body surface area comparison).
Although no teratogenic effects were seen in these studies, it is not known
if teratogenic effects would be observed in humans. There are no adequate
and well-controlled studies with interferons in pregnant women.
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Nursing Mothers

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

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

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

information to Patients

Patients should be informed of the most common adverse events associated
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 shouid be cautioned to report depression or suicidal

ideation (sec Warnings).

When a physician determines that AVONEX® can be used outside of the
physician’s office, persons who wili 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 seff-administer, the physical ability of that patient to self-inject
intramuscularly should be assessed. If home use is chosen, the first
injection should be performed under the supervision of a qualified health
care professional. A puncture-resistant container for disposal of needles
and syringes should be used. Patients should be instructed in the technigue
and importance of proper syringe and needle disposal and be cautioned
against reuse of these items.

ADVERSE EVENTS

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

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

One patient in the placebo group attempted suicide; no AVONEX®-ireated
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 (see Warnings).

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

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

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

or to a combination of both (see Precautions).

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

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

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

AVONEX® has also been evaluated in 290 patients with illnesses other
than MS. The majority of these patients were enrolied in studies to evaluate
AVONEX® treatment of chronic viral hepatitis B and C, in which the doses
studied ranged from 15 meg 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 confrast,
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-controiled study.
Table 2

Adverse Events and Selected Laboratory Abnormalities
in the Placeho-Controlled Study

Adverse Event Placebo AVONEX®
(N=143)  (N=158)
Body as a Whole .
Headache 57% 67%
Flu-fike symptoms (otherwise unspecified)”  40% 61%
Pain 20% 24%
Fever* 13% 23%
Asthenia 13% 21%
Chilfs* 7% 21%
Infection 6% 1%
Abdominal pain 6% 9%
A-43

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%
QOvarian cyst 0% 3%
Ecchymasis injection site 1% 2%
Cordiovasculor System
Syncope 2% 4%
Vasadilation 1% 4%
Digestive System
Nausea 23% 33%
Diarrhea 10% 16%
Dyspepsia % 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
SGOT23x ULN 1% 3%
Musculoskeletal System
Muscle ache* 15% 34%
Arthralgia 5% 9%
Nervous System
Sleep difficult 16% 19%
Dizziness 13% 15%
Muscle spasm 6% 7%
Suicidal tendency 1% 4%
Seizure 0% 3%
Speech disorder 0% 3%
Ataxia 0% 2%
Respiratory Sysfem
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
QOtitis media 5% 6%
Hearing decreased 0% 3%
Uregenital
Vaginitis 2% 4%

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

Other events observed during premarket evaluation of AVONEX®,
administered either SC or IM in al! patient populations studied, are listed

in the paragraph that follows. Because most of the evenis were observed

in open and uncontrolled studies, the role of AVONEX® in their causation
cannot be reliably determined. Body as a Whole: abscess, ascites,
celiulitis, facial edema, hernia, injection site fibrosis, injection site hypersen-
sitivity, lipoma, neaplasm, photosensitivity reaction, sepsis, sinus headache,
toothache; Cardiovascular System: arrhythmia, arteritis, heart arrest,
hemorrhage, hypotension, palpitation, pericarditis, peripheral ischemia,
peripheral vascular disorder, postural hypotension, pulmonary embolus,
spider angioma, telangiectasia, vascular disorder; Digestive System:
blaad in staal, colitis, constipation, diverticulitis, dry mouth, gallbladder
disorder, gastritis, gastrointestinal hemorrhage, gingivitis, gum hemorrhage,
hepatoma, hepatomegaly, increased appetite, intestinal perforation, intestinal
obstruction, periodontal abscess, periodontitis, proctitis, thirst, tongue
disorder, vomiting; Endocrine System: hypothyroidism; Hemie

and Lymphatic System: coagulation time increased, ecchymosis,
lymphadenopathy, petechia; Metabolic and Nutritional Disorders:
abnormal healing, dehydration, hypogiycemia, hypomagnesemia,
hypokalemia; Musculoskeletal System: arthritis, bone pain, myasthenia,
osteonecrosis, synovitis; Nervous System: abnormal gait, amnesia,
anxiety, Bell's Palsy, clumsiness, depersonalization, drug dependence,

facial paralysis, hyperesthesia, increased libido, neurosis, psychasis;
Respiratory System: emphysema, hemoptysis, hiccup, hyperventilation,
laryngitis, pharygeal edema, pneumonia; Skin and Appendages: basal
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cell carcinoma, blisters, cold clammy skin, contact dermatitis, erythema,
lurunculosis, genital pruritus, nevus, rash, seborrhea, skin ulcer, skin
discolouration; Special Senses: abnormal vision, conjunctivitis, earache,
eye pain, labyrinthitis, vitreous floaters, Urogenital: breast libroadenosis,
breast mass, dysuria, epididymitis, fibrocystic change of the breast, fibwoids,
gynecomastia, hematuria, kidney calculus, kidney pain, leukorrhea,
menopause, nocluria, pelvic inflammatory disease, penis disorder, Peyronies
Disease, polyuria, post menopausal hemorrhage, prostatic disorder,
pyelonephritis, testis disorder, urethral pain, urinary urgency, urinary
retention, urinary incontinence, vaginal hemorrhage.

Serum Neutralizing Antibodies

MS patients treated with AVONEX® may develop neutralizing antibodies
specilic to inferferon beta. Analyses conducted on sera samples from

2 separale clinical studies of AVONEX® suggest that the plateau for the
incidence of neutralizing antibodies formation is reached al approximately
12 months of therapy. Data furthermore demonstrate that at 12 months,
approximately 6% of patients treated with AVONEX" develop
neutralizing antibodies.

SYMPTOMS AND TREATMENT OF OVERDOSAGE

Overdosage is unlikely to occur with use of AVONEX® (Interferon beta-1a),
In clinical studies, overdosage was not seen using Interferon beta-1a al

a dose of 75 meg given SC 3 times per week.

DOSAGE AND ADMINISTRATION

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

AVONEX® s 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, alter proper
training in IM injection technique.

PHARMACEUTICAL INFORMATION

Composition:

AVIONEX® is supplied as a sterile white to off-white lyophilized powder

in a single-use vial containing 33 mcg (6.6 million IU) of Interferon beta-1a,
16.5 mg Albumin Human, USP, 6.4 mg Sodium Chloride, USP, 6.3 mg
Dibasic Sodium Phosphate, USP, and 1.3 mg Monobasic Sodium
Phosphate, USP, and is preservative-free. Diluent is supplied in a
single-use vial (Sterile Waler for Injection, USP, preservative-free).

Reconstitution:

AVOMEX® is reconstiluted by adding 1.1 mL (cc) of diluent (approximate
pH 7.3) to the single-use vial of lyophilized powder; 1.0 mL (cc) is
withdrawn for administration.

Stability and Storage:

Vials of AVONEX® must be stored in a 2-8°C (36-46°F) refrigerator. Should
refrigeration be unavailable, AVONEX® can be slored at up lo 25°C (77°F)
for a period of up to 30 days. DO NOT EXPOSE TO HIGH TEMPERATURES,
DO NOT FREEZE. Do nol use beyond the expiration date stamped on the
vial. Following reconstitution, it is recommended the product be used as
5000 as possible but within 6 hours stored at 2-8°C (36-46°F).

DO NOT FREEZE RECONSTITUTED AVONEX®.

AVAILABILITY OF DOSAGE FORMS
AVONEX® {Interferon beta-1a) is available as:

Package (Administration Pack) containing 4 Administration Dose Packs
(gach containing one vial of AVONEX®, one 10 mL (10 cc) diluent vial,
two alcohol wipes, one gauze pad, one 3 o syringe, one Micro Pin®,
one needle, and one adhesive bandage).

REFERENCES:
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for disease progression in relapsing multiple sclerosis. Ann Neurol.
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Nervous SvsTem: Frequent: depression, anxiety, paresthesia; Infrequent: tremor, emotional
lability, convulsion, paralysis, thinking abnormal, vertigo, abnormal dreams, agitation,
depersonalization, euphoria, migraine, stupor, dysautonomia, neuralgia; Rare: dementia,
hemiplegia, neuropathy.

RespriraToRy SysTem: Infrequent: sinusitis, pneumonia, bronchitis; Rare: asthma.

Sk AND APPENDAGES: Frequent: rash, sweating, skin ulcer; Infrequent: pruritus, dry skin, acne,
alopecia, urticaria; Rare: exfoliative dermatitis, herpes simplex, herpes zoster, skin carcinoma,
SpeciaL Senses: Infrequent: ear pain, tinnitus, deafness, glaucoma, conjunctivitis, eye pain, optic
neuritis, otitis media, retinal hemorrhage, visual field defect; Rare: iritis, keratitis, optic atrophy.
UroGenTaL SysTem: Infrequent: urinary urgency, cystitis, menorrhagia, pyelonephritis, urinary
retention, kidney calculus, uterine fibroids enlarged, vaginal moniliasis, vaginitis; Rare:
albuminuria, glycosuria, hematuria, metrorrhagia.

SYMPTOMS AND TREATMENT OF OVERDOSAGE

One significant overdosage of Zanaflex (tizanidine HCI) has been reported. Attempted
suicide by a 46 year-old male with multiple sclerosis resulted in coma very shortly after the
ingestion of one hundred 4 mg Zanaflex tablets. Pupils were not dilated and nystagmus was
not present. The patient had marked respiratory depression with Cheyne-Stokes respiration.
Gastric lavage and forced diuresis with furosemide and mannitol were instituted. The patient
recovered several hours later without sequelae. Laboratory findings were normal.

Should overdosage occur, basic steps to ensure the adequacy of an airway and the monitoring
of cardiovascular and respiratory systems should be undertaken. For the most recent information
concerning the management of overdose, contact a poison control centre,

DOSAGE AND ADMINISTRATION

A single oral dose of B mg of Zanaflex (tizanidine HCI) reduces muscle tone in patients with
spasticity for a period of several hours. The effect peaks at approximately 1 to 2 hours and
ﬁsipates between 3 to & hours. Zanaflex dosing should be scheduled such that the peak effect
coincides with activities for which relief of spasticity is most desirable. Effects are dose-related.
Although single doses of less than 8 mg have not been demonstrated to be effective in
controﬁed clinical studies, the dose-related nature of Zanaflex's common adverse events,
particularly blood pressure reduction, make it prudent to begin treatment with single oral
doses of 4 mg. Increase the dose gradually (2 to 4 mg steps) to optimum effect (satisfactory
reduction of muscle tone at a tolerated dose).

The dose can be repeated at & to 8 hour intervals, as needed, to a maximum of three doses
in 24 hours. The total daily dose should not exceed 36 mg.

Experience with single doses exceeding 8 mg and daily doses exceeding 24 mg is limited.
There is essentially no experience with repeated, single, daytime doses greater than 12 mg or
total daily doses greater than 36 mg (see WARNINGS).

PHARMACEUTICAL INFORMATION

DRUG SUBSTANCE

Proper name: tizanidine HCI (USAN)

Chemical name: S-chloro-4-(2-imidazclin-2-ylaming)-2,1,3-benzothiodiazale hydrochloride
Molecular formula: CoHsCloNsS

Structural formula:

-

Molecular weight: 290.2

Appearance: white to off-white, fine crystalline powder, odorless or faint characteristic odor
Solubility: approximately 5% soluble in water and methanol; solubility in water decreases as
the pH increases

pK, value: 7.35 determined potentiometrically

pH:4.3-53

Partition coefficient: 3.6:1

Melting point: 288 - 290°C

COMPOSITION

Zanaflex (tizanidine HCI) tablets are composed of the active ingredient, tizanidine
hYdrochIorig:Ie (4.576 mg equivalent to 4 mg tizanidine base), and the inactive ingredients,
silicon dioxide colloidal, stearic acid, microcrystalline cellulose and anhydrous lactose.
STABILITY AND STORAGE RECOMMENDATIONS

Tlhe product should be stored at 15-30°C (58-86°F). Dispense in containers with child resistant
closure.

AVAILABILITY OF DOSAGE FORMS

Zanaflex is supPIiad as 4 mg white tablets for oral administration, embossed with the Athena
logo and "594" on one side and cross-scored on the other. Zanaflex is available in 75 cc white,
square, wide mouth high density polyethylene (HDPE) bottles of 150 tablets.

REFERENCES: 1. Nance PW, Bugaresti J, Shellenberger K, et al. Efficacy and safety
of tizanidine in the treatment of spasticity in patients with spinal cord injury.
Neurology. 1994;44(Suppl 9):544-552. 2. Wagstaff AJ. And Bryson HM. Tizanidine —
A Review of its Pharmacology, Clinical Efficacy and Tolerability in the Management of
Spasticity Associated with Cerebral and Spinal Disorders. Drugs 1997; 53(3):435-452.
3. Lataste X, Emre M, Davis C, Groves L. Comparative profile of tizanidine in the
management of spasticity. Neurology 1994;44(Suppl 9):553-559. 4. Coward DM.
Tizanidine: Meuropharmacology and Mechanism of Action. Neurology 1994;44(Supp!
9):56-511. 5. Zanaflex Product Monograph.

Full Product Monograph available upon request.

DRAXIS

Zana

Relief. Strength. Flexibility.
DRAXIS HEALTH INC.
6870 Goreway Drive,
Mississauga, Ontario L4V 1P1

®Zanaflex is a registered trademark of Elan Pharmaceuticals Inc. PAAB
DRAXIS HEALTH INC. is the Canadian distributor of Zanaflex. CCPP |
A-44 See page A-11
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Increases to 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 & 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.. 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 tesp&mally fsmalss} or
serious comorbid diseases (see WARNINGS and PRECAUTIONS), it is to start tr t wit
less frequent dosing (1.5 mg once a day) and to escalate dosage at a slower rate than for aduits. l< ING MEDIC AL
Renally or hepaticafly 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 rmmmonﬁea for adults. EXELON should be taken with food in divided doses
in the morning and evening. In a p i m‘oogn:r\..,' P indi safe mnf#slmdaﬂoﬂ'ral THE CANADIAN
ed
Pady s s _ ELECTRODE PLACE
Trade Name: EXELON
Commeon Nemcfl {Sejdl:' E“wll D]\Itsr;l:‘mg;; [;[ {dimelhylamlnoietnyfj phenyfcarbamale hydrogen-(2R,3R)-
fartrate, also referred to as (+) (1-di thyl « JARI - CHALGREN
tartrate. The optical rotation of the base is (-); the opti romcnnithe[]nfd tartrate salt i {}
Structural Formu: ot i o g g » KENDALL - NUTAB
» KING MEDICAL
]
CH, « MEDICOTEST
e - BLUE SENSOR
&0 - NEUROLINE
CH e « MEDTRONIC - DANTEC
N + 3M CANADA
I o + D.O. WEAVER
& Biggest selection in Canada
Molecular Formula: CnH;erﬂ; hydrogen tartrate of disposable Electrodes
Molecular Weight: 400
Description: White to ulf whlls fine crystalline powder
Melting Point: 123.0-127.0°C Tel (905) 833-3545
Solubilities: Very soluble in water, soluble in ethanol and acetonitrile, slightly soluble in n-octanol and very
Sighty soubl n otryl acetate. PR e Fax (905) 833-3543
pK, in n-octanol/phosphate buffer soluti t pH 7: 8.85 & % 7
Gon':o;mun of EIELCIN Each ha:; gﬁlﬂtlrlmcanpsule contains 1 5 3.0, 4.5, or 6.0 mg of rivastigmine base. E-mail soren @klngmedlcal.com
Inactive ingredients are: h microcrystalline cellulose;
silicon dioxide; hard gelatin capsules contain: gelatin, titanium dioxide and red and/or yellow iron oxides. King Medical Ltd.
Storage Requirements: Store at i i low 30" .
AVAILABILITY OF DOSAGE FORM T oo 0C) 145 Kingsworth Road
EXELON (rivastigmine as the hydrogen tartrate salt) is supplied as hard-gelatin capsules containing eith i T i
1.5 mg, 3.0 mg, 4.5 mg, or 6.0 mg of rivastigmine k;aseu copsies comang erher King City * Ontario L7B 1K1

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. ADVERTISERS INDEX

*Registered trademark EXE-00-06-4980E Bayer
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NEUROSURGEON @

Winnipeg Regional
SECTION OF NEUROSURGERY Health Authority
DEPARTMENT OF SURGERY Office régional de la
UNIVERSITY OF MANITOBA Santé de Winnipeg
UNIVERSITY
of MANITOBA Position Number: AGP 568

The Section of Neurosurgery, Department of Surgery, Faculty of Medicine at the University of Manitoba, and Surgery
Program of the Winnipeg Regional Health Authority seeks a contingent geographical full-time Neurosurgeon with fellowship
training in neuro-vascular procedures to commence February 1, 2002, or as soon as possible thereafter.

The clinical neurosurgery service is located at the Health Sciences Centre in Winnipeg and serves a population of 1.25
million. There is excellent support from the Section of Neurology and the Department of Radiology, with commitment to build a
state-of-the-art neuroradiology angiogram suite. The program incorporates a rich mix of emergent and elective neurosurgery.
The Department of Surgery has a Masters of Science Program and PhD qualifications are provided in associated specialties. The
successful candidate will have responsibilities for the teaching, research, and clinical activities.

Candidates must have senior qualifications in Neurosurgery in the country of current practice, and must be eligible for
registration with the College of Physicians and Surgeons of Manitoba.

Certification in Neurosurgery by the Royal College of Physicians and Surgeons of Canada is preferred.

Salary and academic rank will be commensurate with experience and qualifications. Salary and benefits are competitive.

The University of Manitoba encourages applications from qualified women and men including members of visible minorities,
Aboriginal peoples, and persons with disabilities. In accordance with Canadian Immigration requirements, this advertisement is
directed to Canadian citizens and permanent residents.

Applications, accompanied by a curriculum vitae, a list of publications, and the names of three referees, should be sent to:
Michael West, MD, PhD, FRCSC FACS,
Professor and Chief, ,Section of Neurosurgery
MS733 Thorlakson Building, Health Sciences Centre, 820 Sherbrook Street, Winnipeg, Manitoba R3A 1R9
Telephone: (204)787-7261 Fax: (204)787-3851, Email: mwest@hsc.mb.ca

Closing date for receipt of applications is January 1, 2002.

Subscribe Now!!!

YES! Please send me a one year subscription to the journal.

Complete the enclosed subscription form and send by mail, fax or e-mail to:
Subscriptions

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.cjnsorg PAYMENT METHODS:

O Cheque ($C drawn on a Canadian bank and $US drawn on a US bank)

SUBSCRIPTION RATES L1 visa 0] Mastercard
Canada*  US & Foreign ~ Credit Card No.:
Members $C70.00 $US 68.00 Expiry date:
Student Members $C35.00 $US 34.00 )
Signature:
Non-Members $C 7700 $US 75.00
Students Non-Members  $C 38.50  $US 37.50 Telephone:
* include 7% GST or 15% HST Last Name:
Agent discount 5% First Name:
Address:

Subscription Rate
* Tax: GST 7% / HST 15%
TOTAL *

City:

Province/State: Country:

Postal Code:
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AMERICAN HOSPITAL DUBAI
Neurologist

American Hospital Dubai, located in the cosmopolitan
city of Dubai in the United Arab Emirates, is a private, for
profit, modern facility, which opened in 1996. We are staffed
by a multinational team of consultants, with most subspecial-
ties represented. The Hospital was the first hospital in the
Middle East to achieve Joint Commission International
Accreditation (JCIA). Read about our hospital at
www.ahdubai.com

We are seeking a Neurologist who would be interested in
directing and marketing the Neurology services of our hospi-
tal in the community. Minimum of five years at Consultant
level is required after achieving FRCS, American Board or
equivalent.

An attractive salary/bonus package includes significant
tax-advantages, furnished villa, recreational facilities, airline
tickets, generous vacation time, dependent educational sup-
port, and other benefits. We would remiss if we did not men-
tion Dubai itself, with its miles of beaches, world-class
restaurants, golf and overall expatriate lifestyle. Read more
about Dubai at www.dubaitourism.com

Please send your C.V. stating your salary requirements to:

Director of Human Resources,

P.O. Box 5566, Dubai, U.A.E, Fax: (00971) 4-336-0068,

e-mail:hr_physicians@ahdubai.com

University of Toronto / Baycrest Centre

Behavioural
Neurology Fellowship

The Behavioural Neurology Program at Baycrest
Centre for Geriatric Care invites applications for a
one or two year fellowship. This position will be
open until a successful candidate is found. The
fellowship will offer clinical and research training
in the cognitive neurology of degenerative disease,
stroke, and neuropsychiatric disorders.

For further information please contact:
Morris Freedman, M.D.,

Director, Behavioural Neurology Program,
Baycrest Centre for Geriatric Care,

Room 4W38, 3560 Bathurst Street,
Toronto, Ontario Canada M6A 2E1.
Phone: (416) 785-2444

E-mail: morris.freedman@utoronto.ca

Boehringer Ingelheim Clinical Movement Disorder Fellowship / Bourse Boehringer Ingelheim en dyskinésie

F Parkinson Society Canada
Société Parkinson Canada

Parkinson Society Canada is pleased to announce the
establishment of the Boehringer Ingelheim Clinical
Movement Disorder Fellowship. This two-year fellowship of
$45,000 per year will fund a post-residency trainee. The
training is to provide expertise in the diagnosis and
management of Parkinson disease and other movement
disorders. Research may be a component of the program but
at least 80% is clinical training. This award will be tenable as
of July 1st, 2002.

Funded through a generous donation by Boehringer
Ingelheim. Parkinson Society Canada is responsible for the
selection and administration of the fellowship program.

Application packages may be obtained from:

Ms. Maryann Istiloglu (maryann.istiloglu@parkinson.ca)
National Director, Patient Services, Education and Advocacy
Parkinson Society Canada
Tel: 416-227-9700
Toll Free: 1-800-565-3000
Or at: www.parkinson.ca

~\ Boehringer
I"II Ingelheim

La Société Parkinson Canada est ravie d'annoncer la création
de la Bourse Boehringer Ingelheim en dyskinésie. Cette
bourse de deux ans, d’'une valeur de 45 000 dollars par an,
subventionnera un stagiaire en formation post-résidence. La
formation vise a accroitre l'expertise en diagnostic et en
gestion du Parkinson et d'autres perturbations des
mouvements. La recherche peut constituer un élément du
programme, mais ce dernier doit porter au moins a 80 p. 100
sur la formation clinique. Cette bourse sera valide a compter
du ler juillet 2002.

Ce nouveau programme de bourse est financé grace a un
généreux don de Boehringer Ingelheim. La Société Parkinson
Canada choisit les boursiers et administre le programme.

On peut obtenir une trousse de demande aupres de :
Mme Maryann Istiloglu (maryann.istiloglu@parkinson.ca)
Directrice nationale, services aux patients, éducation et
intervention
Société Parkinson Canada
416 227-9700 1 800 565-3000
ou a www.parkinson.ca

Deadline date for submission is December 3, 2001 -5:00 p.m. est.
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VEnCOUVETF

Voted Best City in North America to Live...

Neuroscience Nurses

Become clinical experts providing the highest standard of care as
part of our dynamic and motivated Neuroscience Patient Care team...

And we’ll provide the training!

A wide variety of challenging clinical opportunities are available within Neuroscience — ranging
from critical and specialized acute care to early rehabilitation.

The Neuroscience Department at Vancouver General Hospital combines Neurology and
Neurosurgery services and delivers both tertiary and quarternary care.With excellence and
leadership, the Neuroscience program provides the only Seizure Investigation Unit in British

Columbia; a 5-bed Step-down Unit; a 10-bed Neuroscience Intensive Care Unit and a 56-bed
Neuroscience Ward.

Patient-focused care is inherent in our philosophy and patient/family input is critical to the
functioning of our teams. The Neuroscience Patient Care team provides hospital-wide service
for Neuroscience patients/families and acts as a provincial clinical resource.

Full-time and casual opportunities are offered to Nurses wishing to join our dedicated group of
professionals. Dependent upon your current qualifications and experience in either acute or
critical care Neuroscience, you may be offered an initial 5-week Neuroscience Training Program,
or Advanced Specialty Training in Neuroscience through the 5-week Neuroscience Intensive
Care Unit course. (This specialty training prepares staff to care for critically-ill patients and
provides the foundation for a Neuroscience clinical expert.) The Neuroscience Patient Care
Unit is also delighted to offer an annual structured in-service schedule as well as support for
staff with self-directed learning interests. Assistance with relocation expenses is available.

If you are interested in being considered for employment with this dynamic team,

please forward your résumé in confidence to: Human Resources,Vancouver General
Hospital, 855 West |12th Avenue,Vancouver, BC V5Z IM9. Fax: 604.875.4761; email:
careers@vanhosp.bc.ca. Or contact Mary Nieforth, Patient Services Manager, at
1.800.565.1727 local 68700; email: mniefort@vanhosp.bc.ca.

VA SN
VANCOUVER GENERAL HOSPITAL

A part of the Vancouver/Richmond Health Board

George Pearson Centre * GF Strong Rehab Centre « Mary Pack Arthritis Centre
UBC Hospital * Yancouver General Hospital

www.vanhosp.bc.ca

https://doi.org/10.1017/50317167100050150 Published online by Cambridge University Press

A-48

M24953



mailto:careers@vanhosp.bc.ca
mailto:mniefort@vanhosp.bc.ca
http://www.vanhosp.bc.ca
https://doi.org/10.1017/S0317167100050150

HELP STOP MIGRAINES FAST

A reliable track record

»» 340,000,000 migraine attacks treated worldwide'

E e y = . . = 3
I M I T R E X® »» Fast onset —Starts in just 10 to 30 minutes

SUMATRIPTAN SUCEINATE * Onset of action: 1015 min. subcutaneous, 15 min. nasal spray, 30 min. tablet.
i ; 3t
AT BB AN » Fast relief —-Up to 86% efficacy was shown at 2 hours
»» Established tolerability profile®*
»» Flexible formats for fast relief?

A faster way back.™

F Multicentre, multinational open-label study of 288 Spatients receiving single oral doses of IMITREX® 100 mg. Efficacy was measured as reduction
in headache pain from severe or moderate (grade 3 or 2) to mild or no pain (grade 1 or 0).

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

“IMITREX is a registered trademark, used under license by GlaxoSmithKline Inc.
" used under license by GlaxoSmithKline Inc.

. ki
@ mi i TRAR® (1)
Product Monograph available to health care professionals upon request. - GlaxoSmithKline
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Exelon can make a difference in patients
with Alzheimer Disease

The only dual-acting cholinesterase inhibitor!

EXELON can help enhance cholinergic activity in the brain by
inhibiting acetylcholinesterase. In addition, EXELON also inhibits
butyrylcholinesterase.

Proven efficacy" in 3 key domains - the ABCs of
Alzheimer Disease

Activities of Daily Living were maintained or improved with a
mean difference of more than 3 points vs. placebo on the PDS
(p<0.05)."

Behaviour and other parameters of global functioning assessed
on the CIBIC-Plus were significantly improved vs. placebo
(p<0.05).25

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

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

Product Menograph available upon request

*Remstered trademark
EXE-01-09-7058F

) NOVARTIS

Dorval, Québec HIS 1
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Novartis Phsrmauutl:nls Canada Inc. @

EXELON (rivastigmine as the hydrogen tartrate salt) is indicated for the
symptomatic treatment of mild to moderate dementia of the Alzheimer type.

The most common side effects associated with EXELON therapy are
generally mild and of short duration, occur mainly in the titration phase,
and usually subside with continued treatment. During maintenance
therapy, the most common side effects at doses of 6-12 mg/day were
nausea (15%), vomiting (14%) and dizziness (10%).

EXELON has not been studied in controlled clinical trials for longer than

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

! Comparative clinical significance has not been established

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

¢ Double-blind, randomized, placebo-controlled, international multicentre clinical trial; n=725.
PDS=Progressive Deterioration Scale

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

1 Prospective, randomized, double-blind, placeba-controlled, clinical trial; n=699. ADAS-Cog= Alzheimer
Disease Assessment Scale, Cognitive Subscale

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

2. Schneider LS, Anand R, Farlow MR. Intl J Ger Psychopharm 1998,5uppl(1):51-534
3, Corey-Bloom J, Anand R, Veach J. Intl ] Ger Psychopharm 1998;1:55-65

4. Exelon Product Maonograph, Apnil 13, 2000, Novartis Pharmaceuticals Canada Inc

DUAL ACTING

-EXELON

(rivastigmine)

s To Help Preserve independence

For brief prescribing information see pages A-39, A-40, A-41, A-45
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