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received 5-HT, agonists for severe headaches that were subsequently shown to have been
secondary 1o an evolving neurological lesion. For newly diagnosed patients or patients
presenting with atypical symptoms, the diagnosis of migraine should be reconsidered if no
response s seen after the first dose of ZOMIG™

Seizures: Caution should be observed if ZOMIG™ is to be used in patients with a history of
epilepsy or structural brain lesions which lower the convulsion threshold.

Hepatic impairment. ZOMIG® should be administered with caution to patients with moderate
or severe hepatic impairment, using a dose lower than 2.5 mg (see ACTIONS AND CLINICAL
PHARMACOLOGY, WARNINGS, and DOSAGE AND ADMINISTRATION)

Psychomotor Effect: Atthough ZOMIG® did not interfere with psychomotor perfomance in
healthy volunteers, some patients in clinical trials experienced sedation with ZOMIG®, Patients
should thus be advised to avoid driving a car or operating hazardous machinery untit they
are reasonably certain that ZOMIG® does not affect them adversely.

Drug Intergctions:

Ergot-Containing Drugs: Ergot-containing drugs have been reported to cause prolonged
vasospastic reactions. Because there i5 2 lheoretlcal basis for these eﬁects being addmve
ergot-containing or ergot-type medii (ke

contraindicated within 24 hours of ZOMIG® administration {see CONTRAINDICAT\ONS)

Other 5-HT, Agonists: The administration of ZOMIG™ with other 5-HT, agonists has not been
evaluated in migraine patients. As an increased risk of caronary vasospasm is a thearetical
possibility with coadministration of 5-HT, agonists, use of these drugs within 24 hours of
each other is contraindicated.

All drug interaction studies with drugs listed below were performed in healthy volunteers
using a singte 10 mg dose of ZOMIG® and a single dose of the other drug, except where
otherwise noted.

MAO Inhibitors: In a limited number of subjects, following cne week administration of 150 mg
b.i.d moclobemide, a specific MAQ-A inhibitor, there was an increase of approximately 26%
in both AUC and Cras for 20lmitriptan and a 3-fold increase in the AUC and Cmax of the active
N-desmethyl metabolite. Administration of selegiline, a selectwe MAO-B inhibitor, at a dose of

10 mo/day for one week, had no effect on the of iptan and
the active N-desmethyl metabolite. The specificity of selegiline diminishes with higher doses
and varies hetween patients. Therefore, coadministration of zolmitriptan in patients taking
MAGQ inhibitors is contraindicated (see CONTRAINDICATIONS).

Cimeticine and offier 1A2 inhibitors: Following administration of cimeticine, a general P450
inhibitor, the half fife and AUC of zolmitriptan and it active metabolite were approximately
doubled. Patients taking cimetidine should not exceed a dose of 5 mg ZOMIG in any 24 hour
period. Based an the overall interaction profile, an interaction with specific inhibitors of CYP
1A2 cannot be excluded. Therefore, the same dose reduction is recommended with compounds

of this type, such as ine and the qui feq. Following the
admlnlslratlon of rifampicin, no ciinically relevant differences in the pharmacokinetics of
Zoimitriptan or its active metabolite were cbserved.

Oral C: analysis of ic data across studies indicated
that mean plasma concentrations of zolmitriptan were generally greater in females taking oral
contraceptives compared to thase not taking oral contraceptives. Mean Cmax and AUC of
zolmitriptan were found to be higher by 30% and 50%, respectively, and tmax was delayed
by 30 minutes in females taking oral contraceptives. The effect of ZOMIG® on the
pharmacokinetics of oral contraceptives has not been studied.

Propranolol: Propranolol, at a dose of 160 mg/day for 1 week increased the Gy, and AUC
of zolmitriptan by 1.5-fold. Cmax and AUC of the N-desmethyl metabolite were reduced by
30% and 15%, respecme\y There were no \merachve effects on lood pressure or pulse
rate following admi of prop with

Selective serotonin reuptake inhibitors (SSRIs, e.g., fluoxetine, paroxetin, fuvoxamine,
sertraling): SSRis have been reported, rarely, to cause weakness, hyper-reflexia, and
incoordination when co-administered with 5-HT, agonists. If concomitant treatment with
ZOMIG® and an SSRI is clinically warranted, appropriate chservation of the patient for acute
and long-term adverse events is advised.

The pharmacokinetics and effects of ZOMIG® on blood pressure were unaffected by 4-week
pre-treatment with oral fluoxetine (20 mg/day). The effects of zolmitriptan on fluoxeting
metabolism were not assessed.

After concurrent of single 10 mg doses of ZOMIG® and 1 ¢
acetaminophen, there was no significant effect on the pharmacokinetics of ZOMIG®. ZOMIG®
reduced the AUC and Gy, of acetaminophen by 11% and 31% respectively and defayed
the tmax of acetaminophen by 1 hour.

Metociopramide: Metociopramide (single 10 mg dose) had ne effact on the pharmacokinetics
of ZOMIGE or its metabolites.

Use in Pregnancy: The safety of ZOMIG® for use during human pregnancy has not been
established, ZOMIG® should be used during pregnancy only if the potential benefit justifies
the potential risk to the fetus.

Use in Nursing Mothers: It is not known whether zolmitriptan and/or its metabolites are
excreted in human milk, Because many drugs are excreted in human milk, caction should
be exercised when considering the administration of ZOMIG® to nursing women. Lactating rats
dosed with zolmitriptan had milk levels equivalent to maternal plasma levels at 1 hour and
4 times higher than plasma levels at 4 hours

Use in Pediatrics: Safety and efficacy of ZOMIG® have not been studied in children under
12 years of age. Use of the drug in this age group s, therefore, not recommended.

Use in Adolescents (12-17 vears of age): Systemic exposure to the parent compound does
not differ significantly between adolescents and adults, however exposure to the active
metabolite is greater in adolescents (see ACTIONS AND CLINICAL PHARMACOLOGY). Safety
and efficacy of ZOMIG® have not been established in patients 12-17 years of age. The use of
ZOMIG® in adolescents is, therefore, not recommended.

Use in the Elderty: The safety and effectiveness of ZOMIG® have not been studied in individuals
aver 85 years of age. The risk of adverse reactions to this drug may be greater in elderly
patients as they are more likely to have decreased hepatic function, be at higher risk for
CAD, and experience blood pressure increases that may be more pronounced. Clinical
studies did not include patients over 65 years of age. Its use in this age group is, therefore,
ot recommended.

Drug/Laboratory Test Interactions: Zolmitriptan is not known to interfere with commonly
employed clinical laboratory tests.

Dependence Liahllity: The abuse potential of ZOMIG* has not been assessed in clinical trials.

Binding to Melanin-Containing Tissues: When pigmented rats were given a single oral dose
of 10 mg/kg of radiclabeled zolmitriptan, the radioactivity in the eye after 7 days, the latest
time point examined, was still 75% of the values measured after 4 hours. This suggests that
zoimitriptan and/or its metabolites may bind 10 the melanin of the eye. Because there could
be accumulation in melanin rich tissues over time, this raises the possibility that zolmitriptan
could cause toxicity in these tissues after extended use. However, no effects on the retina
related to treatment with zolmitriptan were noted in any of the toxicity studies, No systematic
monitoring of ophthalmolcglc funcnon was undertaken in clinical trials, and no specific
are offered, however, prescribers should
be aware of the possmmty of long-term ophthalmologic effects.

ADVERSE EVENTS

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 o! CAD Evems reported have |nc|uded
coronary artery transient

ventricular tachycardia, and ventricular fibrillation (see CONTRAINDICAHONS WAHNINGS
AND PRECAUTIONS).

Experience i lled Clinica) Trials with ZOMIG® (zolmitriptan}
Typical 5-HT, Agonist Adverse Reactions: As with other 5-HT, agonists, ZOMIG® 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.
In very rare cases, as with other 5-HT, agonists, angina pectoris and myacardial infarction have
been reported.

Acute Safety: In placebo-controlled migraine trials, 1,673 patients received at least one dose
of ZOMIG®. The following table (Table 3) lists adverse events that occurred in placebo-controlled
clinical trials in migraing patients. Events that occurred at an incidence of 1% or more in
any one of the ZOMIG® 1 mg, 2.5 mg or 5 mq dose groups and that occurred at a higher
incidence than in the placebo group are included. The events cited refiect experience gained
under closely monitored conditions in clinical trials, in a highiy seiected patient population.
In actual clinical practice or in other clinical trials, these frequency estimates may not apply,
as the conditions of use, reporting behavior, and the kinds of patients treated may differ.
Several of the adverse events appear dose related, notably paresthesia, sensation of
heaviness or tightness in chest, neck, jaw and throat, dizziness, somnolence, and possibly
asthenia and nausea.

Table 3: Treatment Emergent Adverse Events in Five Single-Attack
Placebo-Controiled Migraine Trials, Reported by > 1% Patients Treated With ZOMIG®

urgency. Rare were miscarriage and dysmenorrhea.

SYMPTOMS AND TREATMENT OF OVERDOSAGE

There is no experience with clinical overdose. Volunteers receiving single 50 myg oral doses
of ZOMIG® (zolmitriptan} commonly experienced sedation,

The elimination half-life of zoimitriptan is 2.5 - 3 hours (see ACTIONS & CLINICAL
PHARMACOLOGY), and therefore monitoring of patients after overdase with ZOMIG®
should continue for at least 15 hours or while symptoms or signs persist.

There is no specific antidote to zolmitriptan, In cases ot severe mtux»catlon intensive
care p are including and a patent
airway, ensuring adequate oxygenation and ventilation, and monitoring and support of the
cardiovascular system.

It is unknown what effect hemodialysis or peritoneal dialysis has on the serum concentrations
of zolmitriptan.

DOSAGE AND ADMINISTHATION

Pacsho  Zomig®tmg Zomigh25mg  Zomig® Smg

Number of patients 401 163 4% 112
ncidence

Symptoms of potential cardiac origin:
neckithroal/jaw sensations” 38 81 70 108
chestfthorax sensations™ 1.2 18 34 38
upper limb sensations” 05 2.4 42 41
paipitations 0.7 0 02 22
Other Body Systems:
Neurological:
dizingss 40 55 84 95
nervousness 02 0 14 07
somneience 30 48 80 7
thinking abnorma! 05 0 12 03
fremor 07 08 1.0 07
vertigo [ 0 i} 15
hyperesthesia [} Q 08 u
Digestive:
diarrhea 05 06 10 06
dry mouth 17 49 32 32
dyspepsia 05 31 18 19
dysphagia 0 0 0 18
nausea 37 37 9.0 6.2
vomit 25 0§ 14 15
Misceligneous:
asthenia 32 49 32 88
limb sensations {upper & lower)™ Q7 06 04 16
limb sensaticns flower)* 07 12 04 18
sensations - focation unspeciiied 52 49 58 92
abdominal pain 17 12 06 13
reaction aggravated 1.0 12 10 07
head/face sensations* 1.7 8.7 86 109
myalgia 02 0 02 13
myasthenia 02 0 06 19
dyspnea 02 06 02 12
rhinitis 02 12 12 09
sweating 12 0 18 25
taste perversion 0.5 25 li%:3 a7

* The term sensation encompasses adverse events descnbed as pain, drscomfort
pressure, Neaviness, tightness, tingling and paresth

ZOMIG® is generally well tolerated. Across all doses, most adverse events were mild to
moderate in severity as well as transient and self-limiting. The incidence of adverse events
in controlled clinical trials was not affected by gender, weight, or age of patients; use of
prophylactic medications; or presence of aura, There were insufficient data to assess the
impact of race on the incidence of adverse events.

Long-Term Safety: In a long-term open label study in which patients were allowed to treat
muttiple migraine attacks for up to one year, 8% {167 of 2,058) of patients withdrew from
the study due to an adverse experience. In this study, migraing headaches could be treated
with either a single 5 mg dose of ZOMIG®, or an initial 5 mg dose followed by a second 5 mg
dose if necessary (5+5 mg). The most common adverse events {defined as occurring at
an inciderce of at feast 5%) recorded for the 5 mg and 5+5 my doses, respectively, were
little different and comprised, in descending order of frequency: neck/throat sensations”
(16%, 15%), head/face sensations™ (15%, 14%), asthenia (14%, 14%), sensations™
location unspecified (12%, 11%), limb sensations" (11%, 11%), nausea (12%, 8%),
dizziniess (1%, 9%), {10%, 10%), chestAnora (7%, 7%),

dry mauth {4%, 5%), and nyperesthesm (6%, 4%). Due to the lack of a placebo arm

in this study, the role of ZOMIG® in causation cannot be refiably determined. (*See
footnote for Table 3.) The long-term safety of a 2.5 mg dose was not assessed in

this study, Long-term safety information on the 2.5 mg dose is not et available.

{Other Events: In the paragraphs that follow, the frequencies of less commonly reported
adverse clinical events are presented. Because the reports include events observed in open

and uncontrolied studies, the role of ZOMIG® in their causation cannot be reliably determined.

Furthermore, variability associated with adverse event reporting, the terminclogy used

to describe adverse events, etc., iimit the value of the quantitative frequency estimates
provided. Event frequencies are calculated as the number of patients who used ZOMIG®
(n=4,027} and reported an event divided by the total number of patients exposed to ZOMIG®.
Al reported events are included except those already listed in the previous table, those too
general to be informative, and those not reasonably associated with the use of the drug.
Events are further classified within body system categories and enumerated in order of
decreasing frequency using the following definitions: infrequent adverse events are those
occurring in 17100 to 1/1,000 patients and rare adverse events are those occurring in
fewer than 1/1,000 patients.

Alypical sensation: Infrequent was hyperesthesia.

General: Infrequent were allergy reaction, chills, facial edema, fever, malaise and
photosensitivity.

Cardiovascutar: Infrequent were archythmias, hypertension and syncope. Rare were
i postural Tp ! fia and

¥

thrombophlebitis

Digestive: Infrequent were increased appetite, tongue edema, esophagitis, gastroenteritis,
liver function abnormality and thirst. Rare were anorexia, constipation, gastritis, hematemesis,
pancreatitis, melena and ulcer.

Hemic: Infrequent was ecchymosis. Rare were cyanosis, thrombocytopenia, eosinophilia
and leukopenia.

Metabolic: nfrequent was edema. Rare were hyperglycemia and aikaling phosphatase
increased,

Musculoskeletal: Infrequent were back pain, leg cramps and tenosynovitis. Rare were
arthritis, tetany and twitching.

Neurological: Infrequent were agitation, anxiety, depression, emotional lability and insomnia.
Rare were akathesia, amnesia, apathy, ataxia, dystonia, euphoria, hallucinations, cerebral
ischemia, hyperkinesia, hypotonia, hypertonia and irritability.

Respiratory; Infrequent were bronchilis, bronchospasm, epistaxis, hiccup, laryngttis and yawn
Rare were apnea and voice alteration.

Skin: Infrequent were pruritus, rash and urticaria,

Special Senses: infrequent were dry eye, eye pain, fyperacusis, ear pain, parosria, and
tinnitus. Rare were diplopla and lacrimation,

Urogenital: Infrequent were hematuria, cystitis, polyuria, urinary frequency, urinary
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Z0MIG® only for the acute treatment of migraine attacks.
ZOMIG® should not be used prophylactically.

Adutts; The minimal effective single adult dose of ZOMIG® is 1 mg. The recommended single
dose is 2.5 mg. The 1 mg dose can be approximated by manually breaking a 2.5 mg tablet
in half.

In controlled clinical trials, single doses of 1 mg, 2.5 mg or 5 mg ZOMIG® were shown to be
effective In the acute reatment of migraine headaches, In the only direct comparison of the
2.5 and 5 mg doses, there was little added benefit from the higher dose, while side effects
increased with 5 mg ZOMIG® (see Therapeutic Clinical Trials, Table 1, and ADVERSE EVENTS,
Table 3).

If the headache returns, the dose may be repeated after 2 hours. A total cumulative dose of
10 mg should not be exceeded in any 24 hour period. Controlled trials have not established
the effectiveness of a second dose if the initial dose is ineffective.

The safety of treating more than 3 migraine headaches with ZOMIG™ in a one month period
remains to be established

Hepatic impairment: Patients with moderate 10 severe hepatic impairment have decreased
clearance of zolmitriptan and significant elevation in blood pressure was observed in some
patients. Use of a low dose (<2.5 mg) with bloed pressure monitoring is recommended
{see ACTIONS AND CLINICAL PHARMACOLOGY, and WARNINGS)

Hypertension: ZOMIG® should not be used in patients with uncontrolled or severe hypertension,
In patients with mild to moderate controlled hypertension, patients should be treated cautiously
at the lowest effective dose:

Cimetidine and other 1A2 inhibiters: Patients taking cimetidine and other 1A2 inhibitors
should not exceed a dose of 5 mg ZOMIG® in any 24 hour period {see PRECAUTIONS,
Drug Interactions).

PHARMACEUTICAL INFORMATION
Drug Substance

Proper name: Zolmitriptan
Chemical name: {9)-4-{13-12-(dimethylaminojethyl]-1H-indol-5-yimethyi}-2-
oxazolidinone

Structural Formula:

i

H
(o] NH N
Molecular Formula:  CygHyyNo0, N (CHa)z
Molecular Weight: 287.36
Physical Form: White to almost white powder
Solubility: slightly soluble in water
(1.3 mg/mL at 25°C),
0.1M hydrochloric acid
(33 mg/mL at 25°C),
pKa : 964 +0.01
Partition co-efficient.  octanol-1-olAwater parition log Kp=-1.0
Melting point: 136°C.

Composition Inactive ingredients: anhydrous lactose, hydroxypropy! methylcellulose, magresium
stearate, miceacrystalline cellulose, patyethylene glycal 400 and 8000, sedium starch glycolate,
titanium dioxide, yellow iron oxide (2.5 mg).

Stability and Storage Recommendations Store at room temperature between 15 and 30°C.

AVAILABILITY OF DOSAGE FORMS

ZOMIG® (zolmitriptan) 2.5 mg tablets are yeliow, round biconvex film-coated tablets intagliated
‘Z' on one side. Available in blister packs of 3 and 6 tablets.

Praduct Monograph available on request.

Zomige (zolmitriptan) is a registered trademark of the AstraZeneca group of companies.

References: 1. Rapoport AM et al. Optimizing the dose of zolmitriptan Zomig, "311C90} for the
acute treatment of migraine. A multicenter, double-blind, placebo-controlled, dose range-finding
study. Neurology 1997:49(5):1210-1218. 2. Zomig® (zoimitriptan) Product Monograph,
AstraZeneca. 3. Saper J et al. Zomig is consistently effective in the acute treatment of migraine.
Headache 1998,(38):400. 4. Zagami AS. 311C90: Long-term efficacy and tolerability profile for
the acute reatment of migraine. Aewrology 1997;48(Suppl 3):525-528. 8. Edmeads JG, Millson DS,
Tolerahility profile of zolmitriptan (Zomig™; 311C90), a novel dual central and peripherally acting
5-HT1es1o agonist. Cephalaigia 1997,17(Suppl 18):41-52. 8. Tepper SJ et al. A Long-term study to
maximise migraine relief with zolmitriptan. Curr Med Res Opin 1999;15(4).

AstraZenecaéz

Mississauga, Ontario L4Y 1M4
The AstraZeneca logo is a trademark of AstraZeneca PLC and is
used under license by Astra Pharma Inc. and Zeneca Pharma Inc.

99-1117€

See page A-27



https://doi.org/10.1017/S0317167100050095

oo

1 & 25 my Tablets
Therapeutic Classification: Migraine Therapy
h}ﬂmm1mgm Agonist
Actions and Clinical Pharmacology: AMERGE (naratriptan hydrochloride) has been demonstrated to be a selective agonist for a
ingy receptor subtype {Drubd:lfamemherofms-HTmD!am!ﬂnthrﬂhmmhmdmgaimlur
alphas-, aiphag-, or beta-adrenergic; dopamines, dopamine,; mustarinic; or benzodiazepine receptors.
dﬂmmﬂwm&mmmmﬂwmmmm and 5-HT recaptor-mediated actvities.
Themerawncmm‘MﬂGEmmmsgwwmumdmﬂsaummﬁs—mmmmmm Two current
theories have bean proposed to explain the efficacy of S-HT4 receptor agonists in migraine. One theory suggests that activation of
5-HTy receptors the arteriovenous anastomoses,

mq:lursnnpeﬁmhtﬁbrssdmemuunmgmemrssunsmli"e|nhﬁionofpro-mnammmreumpqmemmTheee
thearies are not
mmmmmmmmwummm with 74% oral bioaaiablty in females and 63% in males. After
oral administration, the absorption is rapid and peak concentrations are obtained in 2 t 5 hours. A two-period crossover stu ms
mmmedIn151'en'ﬁlemlmalnemmmM%Eaaswbzﬁmeuwammmmm
mmwmﬁwwduwamn-mwnemod During a migraing attack, absorption is slower, although
exposure (AUC) and elimination half-ie are not significantly affected.

mmmmmhmwmummﬁmmmummm'

Parameter Migraine Aack (N<15) Non-Migraine Period (N=15)
Crge (O] 76 (07 950 (369)
e ) a2l 20 (10)
ALC (ng/mLh) %7 (325) Q20 (37)
CUF (mimin) 4675 (1264) 5207 (2226)
typ (1) 675 (144) (239

* values quoted are arithmetic mean (standard deviation)
G - masdimum concentrations  CU7 - apparent clearance ~fimé to maximum concentration 15 - elimination hatf-ife
AUC - mmmmummwmmu to infinity

manner consistent plmmkmewsmalwwmdnm
mmmmwummmmmmmme Mmsmnn food does ag reciably influence the
dnhaumhm naratriptan. Repeat administration of AMERGE tablets (up to 10 mg once daily for 5 days) does not result in
ug accumul
mwmmmmmﬂBWMWawﬂedermPﬂmmanumwd
Inactive metaboltes. Naratriptan & a poor inhibitor of cytochrome P450 isoenzymes, and does not inhibit monoamine xidase
) enzymes; metabolic interactions between naratriptan and drugs metabalized by PAS0 or MAO are, thesefore, uniikey.
mnuloapopuhhun estimate, naratriptan is destributed into a volume of approximeately 261 L

Protsin Binding: Plasma protein binding s low (20%).

Elimination: The elimination halt-ife generally ranges from 5-8 hours. Oral clearance is 509 mL/min in females and 770 mL/min in
maleemrmddmnwmﬂmm]mdsmabmhmmmmmmmdmumauesmtdmar
secretion. Naratriptan is predominantly efiminated in urine, with 50% of the dose recovered unchanged and 30% as metabolites.

Special Populations:
Age Effects: A study was performed to compare the pharmacokinetics of naratriptan in young (6 female/s male, 24-44 years) and
smwkmms&ﬁm}summwmmmmmdmm1mqmm1mtanand25mg
naratriptan separated by 4 hour intenvals. A minimum 96 hour period intervened between consecutive treatment

Elderty subjects experienced a higher degree of exposure o naratriptan than did younger subjects.
plasma concentration time curve values were 28% and 38% higher, respectively, for the 1 mg treatment group and 15% and 32%
mrswwrsuheﬂmqgoupTDTaIandrmIclearmmdeb;abummwmleﬂm&matonmnlrfems
Elevations in systoic blood pressure at the 2.5 mg dose were more pronounced in the elderly subjects than in the young subjects
[mmmmiEmmudemmmmnmmsubm]

Renal Impairment: Renal excretion fs the major route for elimination of naratriptan. A study to compare male and female subjécts
with mild to moderate renal impairment (n=15; 31-58 yrs, screening creatinine clearance: median 41.2 mL/min, range 18 to 115
mLimin) to gender-matched healthy subjects (n=8, 21-47 yrs) showed a decrease in oral cearance (mean decreased by 50%)
resulting in a longer mean halt-ife (approximatedy 11 hiours, range 7 to 20 hours} and an increase in the mean {appmmmely
40°%). In this study, blood pressune measurements suggested that increased exposure in renally-impaired may be
assoclated with increases in blood pressure which are targer than those seen in heatthy subjects receiving the same dose (5 my).
(ses DOSAGE AND ADMINISTRATION.)
Hepatic Impairment: Liver metabolism plays a limited role in the clearance of naratriptan, The pharmacokinetics of a single 2.5 mg
duseofnafamptanmdebemmdnymwsmmmmemmlmwmm[ ild-Pugh grade A or B, n=8) and gender and
age-matched healthy subjects (n=8). Subjects with hepatic impairment showed a moderate decreasa in clearance (approximately
30 resutting in increases of approximately 40% in the half-ite (range 8 to 16 hours) and the area under the plasma concentration
Iinem{seenomuemnammmm}
Clinical Studies herapeutic Ctinicaf Trials: Four double-blind, placebo-controlled, dose-ranging clinical trils evaluated th safety
and efficacy of AMER atualﬂnsesrawlmmﬂ1w10mqmtuea}uf31mmwmsmmmaﬂamd1mrm
by moderate or severe pain. The minimal effective dose was 1.0 mg. In three of the four clinical trials, a higher overall rate of
headache relief was achieved with a 2.5 mg dose. Single doses of 5 my and higher are not recommended due 10 an increased
incidence of adverse events. Onset of signiicant headache relief (defined as no or mild pain) became apparent at 60-120 minutes
after these doses. AMERGE also refieved the nausea, phonophobia, and photophobia associated with migraine attacks.
T'r!emuuvdnulahlasmmlhedMUerﬁummimmmmeﬂd@nﬁdm%mﬁwmw

ing efficacy studies. In Study 1, patients were randomised to recenve placebo or a particular dose of AMERGE for the treatment
Mawhmmmmmmmmurwmenm@smMEMvmmmwmmmme
treatrmients for separate migraine attacks according to  crossover design. In both studies, patients who achieved headache relief at
240 minutes post-dose, but experienced a worsening of severity between 4 and 24 hours post-dosing were permitted to take a
second dose of double-blind medication identical to the first.

Table 2: Results at 240 Minutes Post First Dose

Parameter Study 1 Study 2
Pacsbo  AMERGETmg AMERGE25mg |Placsbo  AMERGE1mg AMERGE 25 mg
(n=107)  (n=219) (n=209) (n=602)  (n=595) (n=586)
Pain relief (0/1)" % 52%" B6%"M 3% 57%" 8% M
Pain free (0)2 10% 6% 435%™ 15% 3% 45%"
Nausea free 56% ns' 77! 54% £9%" 75%"
Photophabia free % 57%! 67%' ki 53%" 61%"
Phonophobia free A A A 36% 55%" 5%
Clinical disability? 49% B! 725! 50% %" 76%"
01}

1 Pain relief s defined 25 a reduction in headache severity from grade 3 or 2 (severe or moderate) to grade 1 or 0 (mid or no pain)

2 Pain e is defined 2 a headache severfty score of 0 (no pain)

3 Clinical disabiity is measured on a 4-point scale (O=able to function normall, 1=abiity médty impaired, 2=abilty severely
impaired, 3=bed rest required)

* photophobia and phonophobia collected as one measure

p<0.01 versus placebo

Mp<0,01 versus AMERGE 1 myg. Note: comparisons were not performed for any parameter other than pain refief and pain free in

smcmamforpmnrdunsmdyz

‘Statistical comparisons not performed

SnnmmmmmMmstHhoursDaramrourpBanehnconhulledsmdes:rhathshummmTﬂn
patients who achieved headache refief with AMERGE Tablets 2.5 my, 72% to 83% did not experience recurrence of headache
betwesn 4 and 24 hours post-dosing. Subgroup analyses of the overall poputation of patients participating in the placebo-controlied
trials, indicate that the efficacy of AMERGE was unaffected by migraine type (with/without aura), gender, oral contraceptive use, or
mrmmweuloummunmammﬁmmgs:au beta-nlndm calciumn channed blockers, tricyckc antidepressants).
n 2 long-term, repeat dose, open study of 417 patients (all were initiated on a 2.5 my dose of AMERGE but were given the option to
fitrate down to a 1 mg dose if 2.5 mg was not well tolerated) a total of 15,301 attacks were treated (mean number of treated
atacks/patient=36 for the 2.5 mg dose and 8 for the 1 mg dose) over a period of up o 12 months, Headache response was
sustained (2 judged by the proportion of atacks treated with AMERGE resufting in headache relief). The median percentage of

?dsspetpatentreqwmamﬂdoeefuluﬁaﬂnmmms% Of the 417 patients treating attacks, 10 patients opted
3 dosage red
Indications and Clinical Use: AMERGE (naratriptan hydrochioridz) Tablets are indicated for the acute reatment of migraine attacks
with or without aura. AMERGE Tablets are not for use in the management of hemiplegic, basilar, or ophthalmoplegic migraine (see
CONTRAINDICATIONS). Safety and efficacy have not been established for cluster headache which is present in an oider
predominantly male population.

Contraindications: mmvmmmmmummmmmmmgmmudm
of ischemic cardiac, cerebrovascular or vascular syndromes, valvutar heart disease or cardiac amtythmias

e fo o LT LT
na @, a5

i ﬂwmmum Cerebrovascular syndromes include, but are not limited to,
mmmwuwlluWMMM] Peripheral vascular disease includes, but is not limited to,

mmmn
u%mmnmmnmwmmumummwumm

WE[WM}MNHMMW!MMMMMMMW
mm&@fmmmmmm&nm&mummmms
coronary o myocardial ischemia. cases of seripus m«mmb
mnm'l mmubmnm

or coronary artery disease (see ). It is strongly aneumlmh

patients in whom unrecognized coronary artery disease (CAD) is predicted by the presence of risk factors (¢.g., hypertension,

hypercholesterolemia, smoking, obesity, diabetes, strong family of CAD, female wha Is surgically or physiologically

postmenopausal, or male who is over 40 years of age) unless a evaluation satisfactory

evidence that the patient is reasonably free of coronary artery and ischemic myocardial disease or other undertying

cantiovascular disease. The sensitivity of candiac diagnostic procedures to detect cardiovascular disease or predisposition lo

coronary arfery vasospasm is unknown. I, during the cardiovascular evaluation, the patient’s medical history or

electrocardiographic investigations reveal indicative of or consistent with coronary artery vasospasm or myocardial

ischemia, AMERGE should not be administered (see CONTRAINDICATIONS).

For patients with risk factors predictive of CAD who are considered to have a satisfactory cardiovascular evaluation, the first

tose of AMERGE should be administered in the setting of a physician's office or similar medically stafied and equipped facility,

Because cardiac ischemia can occur in the absence of clinical symptoms, consideration should be given o obtaining

MhmmamumnMImmwmmmhmmmm

oceasion of use. However, an absence of effects on the occasion of the initial dose does not
MWMMNN:WM mm:mmummhmmmm described above, should receive

users or a
perindic interval cardiovastular evaluations over the course of treatment,
i symptoms consistent with angina occur after the use of AMERGE, ECG evaluation should be carried out to look for ischemic

mmﬂcwmmamwmmmmmmmﬁm
dissase will be inadvertently exposed fo AMERGE (naratriptan

Cardiac Events and mmmm1mmssmmmw artery vasospasm. Serious adverse
cardiac events, inciuding acute myocardial infarction, kfe threatening disturbances of cardiac rhythm, and death have been reported
mammummmwwmw&ﬁm,mmmwmdmdw. agonists in patients with

migraine, the incidence of thes events is
Pre Tablets: patients with migraine who

marketing Experience With AMERGE Among approximeately 3500 participated in
premarketing ciinica triaks of AMERGE Tablets, four patients treated with single oral doses of AMERGE ranging from 1 to 10 mg
experienced asymplomatic ischemic ECG changes with at least one, who took 7.5 mo, likely due o coronary vasospasm,
Gerebrovascular Events and Fatalities With 5-HT1 Agonists: Cerebral hemorrhage, subarachnold hemorrhage, stroke, and other
cerebrovascular events have been reported in patients treated with 5-HT, agonists, and some have resulled in fatalities. In a number
of cases, it appears possible that the cersbrovascular events were primary, the agonist having been administered in the incorrect
befefﬁmmesymmumsmmdmammwmmmmm mmmmnmmmmmm
mngmma;beatmreasedrsmwmwahrmlar stroke, hemorrhage, TIA).

Cardiovascular Pharmacology Studies: In subjects [n=1ﬂ}msmmedwmmdmuanngmm
naratriptan at a subcutanequs dose of 1.5 mg produced an 8% increase in aortic blood pressure, an 18% increase in pulmonary
artery biood pressure, and an 8% increase in systemic vascular resistance. n addition, mild chest pain or tightness was reported by
four subjects. Clinically significant increases in biood pressure were experienced by three of the sublects (two of whom also had

chest pain‘discomfort).
Mng:alnepmnts{n=35]hﬁﬁmﬂmukdﬁmmmmmmwdwmwnwmmmm
tomography while recehving subcutaneous naratriptan 1.5 my in the absenca of a migraine altack. Naratriptan was associaled with a
reduced coronary vasodilatory reserve (~10%), increased coronary resistance (~20%), ammmmmwﬁm
fiow (~10%). The relevance of these findings to the use of recommended oral doses of naratriptan is not
Hypersensitivity: Raehymmmamanpmxww'ymm::mmwnnmmm&m] agonists such 5
AMERGE. Such reactions can be life threatening or fatal. In general, reactions to drugs are more likely to occur in
indhviduals with a history of sensitivity to muftipie allergens (see INDICATIONS). Owing to the possibsity of cross-reactive
hypersensitivity reactions, AMERGE should not be used in patients having a history of hypersensitivity 1o sumatriptan or chemicall-
related 5-HT, receptor agonists. MMRGEMasthldemmmnunMQammmmmmm
reactions in patients with known hypersensitivity to sulphonamides
Dther Vasospasm-Related Events: 5-HT; mnmm;ymmmmmmwmwmwmm
Extensive post-market experience has shown another 5-HT+ agonist to be associated with rare occurmences of peripheral
vascular ischemia and colonic ischemia with abdominal pain and bloody diarrhea.
Increases in Blood Pressure: Elevations in blood pressure have been reported following use of AMERGE. At the recommended oral
doses, the elevations are generally small (population average maximum increases of <5 mmHy systolic and <3 mmHg diastolic at
the 2.5 mq dose). The effects may be more pronounced in the elderly and hypertensive patients. In a pharmacodynamic study
conducted in narmotensive patients (n=12) and in hypertensive patients controlled by antinypertensive treatment (n=12), the pressor
effects of AMERGE were greater in hypertensive pabents (weighted mean increases in systolc and diastolic bood pressure of 6 and
4 mmHg in hypestensive subjects versus 3 and 2 mmHg in normotensive patients receiving two 2.5 my doses separated by a 2 how
time interval), Two hypertensive patients experienced three events of chest discomfort while receiving naratriptan. Significant
elevation in blood pressure, including hypertensive crisis, has been reported on rare occasions in patients receiving 5-HTy agonists
with and without a history of hypertension, AMERGE is contraindicated in patients with uncontrolied or severe hypertensian (see
CONTRAINDICATIONS).
Precautions: Cardiovascular; aninmedmmdc%uatmja«tmmwn pressure, heaviness, tightriess) has
been reported after administration of AMERGE {naratriptan hydrochloride). Because 5- My CaUse coronary artery
mmmmwmmmmmmmmsmmm be evaluated for the
mnmufﬂhﬂmamdmﬁmhwﬂmbﬂmmmﬂﬁwidmmﬂﬂmﬁmmmwem
cardiographically if dosing is resumed and simila symptoms recur. Simitarly, patients who experience other Symptoms or signs
suggestive of decreased arterial flow, such as ischemic bowel syndrome or Raynaud's syndrome naratriptan
should be evahuated for atheroscierasis or predisposition to vasospasm (see CONTRAINDICATIONS and WARNINGS).
Neurologic Conditions: Care should be taken to exchude other potentially serious neurologic conditions before treating headache in
pahemsnotm&deMmummmmmmamMSWImm There have been rare reports
where patients received Whrmmmmsubwqum;smmmbmmmmnm
neurologic lesion, anru&,niaqrmeo Jﬁmmmmmummsmmmmum
reoorsﬂemdrlmresm:ssemaﬂsmeﬁrstdnswf RGE
Seizures: Caution should be nbserved if AMERGE i to be used in patients with a history of epilepsy or structural brain lesions which
lower the convulsion threshold.
Renal or Hepatic Impairment: AMERGE Tablets should be administerad with caution to patients with impaired renal or
function (see mﬂm ANIJl CLINICAL PHARM&CDLDEIY CONTRAINDICATIONS, and DOSAGE ;.ND R%MINmﬂQ:}M ok
Psychomaotor mntnammmwm ndnmnmm,wumm:imulsm and 10 mg of
were associated with sedation and decreased alertness. Although these doses are higher than those recommended for the treatment
of migraine, patients should bewLmomdMMrnssnwmurmmmnmmmmGE They should be advised not
to perform skilled tasks (2.9. driving or operating machinery] if drowsingss occurs.
Drug Interactions: The MMmmMER&mmmewmmmummWMmmm
by in vitro studies, ﬂmmign drug interactions with AMERGE are uniikely. AMERGE did not inhibit monoaming oxidase
mmm (mrﬁmmt ) in The possibdity of pharmacodynamic in vivo interactions between AMERGE and monoamine
oidase inhil

been investigated.
Ergot-Containing Drugs: Ergot-containing drugs have been reported to cause prolonged vasospastic reactions. Because there is a
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theoretical basis for these ffects being additive, ergot-containing or ergot-type medications (like dihydroergotamine or methysergide)
are contraindicated within 24 hours of AMERGE administration (see CONTRAINDICATIONS).

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

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 AMERGE and
an SSRI {e.g., fluoxetine, fluvoxamine, paroxetine, sertraline}, tricyclic antidepressant, monoaming oxidase inhibitor, or other drug with
serotonergic activity is clinically wastanted, appropriate observation of the patient for acite and long-term adverse events is advised.
Hormonal contraceptives: In a population pharmacokinetic study in migraine patients, hormonal contraceptive use was associated
with a 32% decrease in naratriptan clearance.

Tlabacco: tn a population pharmacokinetic study in migraine patients, tobacco use was associated with a 23% increase in naratriptan
clearance.

Allcohol and Fgod: Clinical studies did not reveal any pharmacokinetic interaction when naratriptan was administered together with
alcohol or food.

Use in Pregnancy: The safety of AMERGE for use during human pregnancy has not been established. AMERGE Tablets should be
used during pregnancy only if the potential benefit justifies the potental risk to the fetus. To monitor fetal outcomes of pregnant
women exposed to AMERGE, Glaxo Wellcome Inc. maintains a Naratriptan Pregnancy Registry. Heatth care providers are
encouraged to register patients by calling (800) 722-9292, ext. 39441.

Use in Nursing Mothers: AMERGE and/or its metabofites are distributed into the milk of lactating rats (at 2 hours post oral gavage
dosing, levels in milk were 3.5 times higher than maternal plasma levels). Therefore, caution should be exercised when considering
the administration of AMERGE Tablets to nursing women.

Use in Pediatrics: Safety and effectiveness of AMERGE Tablets have not been studied in children under 12 years of age. Use of the
drug in this age group is, therefore, not recommended.

Adolescents: The efficacy of AMERGE Tablets at single doses of 0.25, 1.0 and 2.5 mg was not demonstrated to be greater than
placebo in adolescents {12-17 years). Terefore, the use of the drug in adolescents is not recommended.

Use in the Eldery: The safety and effectiveness of AMERGE has not been adequately studied in individuals over 65 years of age.
AMERGE Tablets are known to be substantially excreted by the kidney, and the risk of adverse reactions to this drug may be greater
in elderty patients who have reduced renal function, In addition, eiderly patients are more likely to have decreased hepatic function;
they are at higher risk for CAD; and blood pressure increases may be more pronounced in the elderly. Clinical studies of AMERGE
Tablets did not inciude patients over 85 years of age. Its use in this age group is, therefore, not recommended.

Drug/Laboratory Test interactions: AMERGE Tablets are not known to interfere with commonly emploved clinical laboratory tests.
Dependence Liabifity: In one clinical study enrolling 12 subjects, all of whom had experience using oral opiates and other
psychoactive drugs, subjective responses typically associated with many drugs of abuse were produced with less intensity during
treatment with AMERGE (1-5 mg) than with codeine (30 to 90 mg). Long term studies (12 months) in migraine patients using
AMERGE Tablets revealed no evidence of increased drug utilization.

Melanin Binding: In pigmented rats treated with a single oral dose (10 mg/kg) of radiolabelled naratriptan, radioactivity was detected
inthe eyes at 3 months post-administration, a finding which suggests that the drug or its metabolites may bind to the melanin of the
eye. The possible clinical significance of this finding is unknown. No systematic monitoring of ophthalmologic function was
undertaken in clinical trials. Prescribers should consider the possibility of leng-term ophthaimologic effects due to accumulation of
naratriptan in melanin-rich tissues.

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 reporied in patients with risk tactors predictive ot CAD. Evenis
reported have included coronary artery vasospasm, transient myocardial ischemia, myocardial intarction, ventricular
tachycardia, and ventricular fibxillation (see GONTRAINDICATIONS, WARNINGS and PRECAUTIONS).

Experience [0 C Clitical T AMERGE

i

Typpical 5-HT; Agonist Adverse Reactions: As with other 5-HT+ agonists, AMERGE (naratriptan hdrochloride) has been associated
with sensations of heaviness, pressure, tightniess or pain which may be intense. These may occur in any part of the body including
the chest, throat, neck, jaw and upper limb.

Acute Safety: The safety and efficacy of the 1 and 2.5 mg doses of AMERGE were investigated in four placebo-controlled clinical
trials in adutt migraine patients. Twa of these trials were of parallel group design and invalved the treatment of a single migraine
attack. A third study was of crossover design and involved the treatment of one migraine attack per dose group. The fourth study
was a parallel group trial in which patients treated up to 3 migraine attacks. In all studies, patients who achieved headache relief at
240 minutes post-dose, but experienced a worsening of severity between 4 and 24 heurs post-dosing, were permitted to take a
second dose of double-blind medication identical to the first.

The overall incidence of adverse events following doses of 1 mg or 2.5 mg AMERGE (one or two doses) were similar to placebo
(28.5% and 30.2% versus 28.9% with placebo). AMERGE Tablets were generally well tolerated and most adverse reactions were
mild, transient and seff-imiting. The most common adverse events to occur at a higher rate than in the corresponding placebo group
were malaise/fatigue (2.4% versus 0.8% with placebo) and neckAhroat/jaw sensations (2.1% versus 0.3% with placebo). Table 3
lists the most commeon adverse events that occurred in the four large placebo-controlfed clinical trials. Only events that occurred at a
frequency of 1% or more in the AMERGE Tablets 2.5 mg or 1 mg group and were more frequent in that group than in the placeho
group are included in Table 3. From this table, it appears that many of these adverse events are dose related.

Table 3: Treatment-Emergent Adverse Events in Placebo-Contralled Clinical Trials Reporied by at Least 1% of Patients With

Migraine*
Placeho AMERGE1mg  AMERGE 2.5 mg

Number of Patients 922 1024 1016
Number of Migraine Attacks Treated 1059 1387 1368
Symptoms of Potentially Cardiac Origin

* neck/throat/jaw sensations* 0.3% 1.7% 21%

« chest sensations* 11% 0.8% 12%

* upper limb sensations* 0.3% 05% 14%
Neurology

* dizziness 15% 1.0% 22%

* drowsiness/sleepingss 08% 0.9% 1.7%

* paresthesia 0.8% 16% 15%

« head/face sensations* 0.5% 0.5% 1.3%

* headache 0.2% 04% 1.0%
Gastrointestinat

* nausea 6.2% 5.9% 6.3%

« hyposalivation 03% 05% 1.0%
Non-Site Specitic

« malaise & fatigue 0.8% 1.6% 24%

“The term “sensations” encompasses adverse events described as pain & discomfort, pressure, heaviness,
iction, tightness, ing sensation, p i b tingling, and strange sensations.

Long-Term Safely: In a long-term open study, 417 patients treated 15,301 migraine attacks with AMERGE over a period of up to

1 year. The most common adverse events in descending order of frequency were as follows: nausea (16%); malaise/fatigue (11%);
drowsiness (10%); chest sensations* (8%); neck/throatfaw sensations* (8%); paresthesia (7%); head/face sensations* (6%);
vomiting (6%); and dizziness (5%). Due to the lack of a placebo arm in this study, the role of AMERGE in causation cannot be
reliably determined. {*See footnote for Table 3)

Other Adverse Events Observed in Association with AMERGE: In the paragraphs that follow, the frequencies of less commonly
reported adverse clinical events are presented. Because some events were observed in open and uncontrolled studies, the role of
AMERGE Tablets in their causation cannot be reliably determined. All reported events are included except those already listed in Table
3, those too general to be informative, and those not reasonably associated with the use of the drug. Event frequencies are calculated
asthe number of patients reporting an event divided by the total number of patients (N=2790) exposed to AMERGE Tablets. Events
are further classified within body system categories and enumerated in order of decreasing frequency using the following definitions:
frequent adverse events are defined as those occurring in at least 1/100 patients; infrequent adverse events are those occurring in
1/100 to 11,000 patients; rare adverse events are those occurring in fewer than 1/1,000 patients.

Cardiovascufar: \nfrequent were palpitations, increased blood pressure, tachyarrthmias and abnormal EGGs. Rare were
bradycardia, hypotension, varicostties and heart murmur.

Ear, Nose & Throat: Frequent were ear, nose & throat infections. Infrequent were phonophobia, sinusttis, and upper respiratory
inflammation. Rare were allergic rhinitis, labyrinthitis, tinnitus, ear, nose & throat haemarrhage and hearing difficutty.

Endocrine & Metabolle: Infrequent were thirst and polydipsia, dehydration and fluid retention. Rare were hyperlipidemia,
hypercholesterolemia, hypothyroidism, hyperglycemia, glycosuria and ketonuria and parathyroid neoplasm.

Eye: Infrequent was photophobia. Rare were eye haemarrhage, dry eyes and difficuity focusing.

Gastrointestinal: Frequent was vomiting. Infrequent were dyspeptic symptoms, diarrhea, hyposalivation, gastrointestinal discomfort
& pain, gastroenteritis and constipation. Rare were abnormal liver function tests, abnormal bilirubin levels, salivary gland swelling,
hemorrhoids, gastritis, esophagitis, oral ftching & irritation, regurgitation & reffux and gastic ulcers.

Musctiloskeletal: Infrequent were musculoskeletalmuscle pain, muscle cramps & spasms, arthralgia & articular rheumatism. Rare
were joint and muscle stiffness, tightness & rigidity.

Neurology: Frequent was migraine. Infrequent were vertigo, tremors, sleep disorders, cognitive function disorders and
hyperesthesia. Rare were disorders of equilibrium, decreased consciousness, confusion, sedation, coordination disorders, neuritis,
dreams, altered sense of taste, motor retardation, muscle twitching & fasciculations.
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Non-Site Specific: Frequent were p ia and heat were chills and/or fever, descriptions of odour or taste
and feelings of pressure/tightness/eaviness. Rare were allergies & allergic reactions, mobility disorders and faintness.

Psychiatry: Infrequent were anxiety and depressive disorders. Rare were aggression, agitation and detachment,

Reproduction: Rare were lumps of female reproductive tract and inflammation of the fallopian tube.

Skin: \nfrequent were skin photosensitivity, skin rashes, pruritus, sweating and urticaria. Rare were skin erythema, dermatitis &
dermatosis and pruritic skin rash.

Urology: Infrequent were urinary infections. Rare were urinary tract haemorrhage, urinary urgency and pyelitis.

Symptoms and Treatment of Overdosage: In clinical studies, numerous patients (n=222) and healthy subjects (n=196) have
received AMERGE (naratriptan hydrochloride) Tablets at doses of 5-25 mg. In the majority of cases, no serious adverse events were
reported. One patient treated with a 7.5-mg dose experienced ischemic ECG changes which were likely due to coronary vasospasm.
This event was not associated with a serious clinical outcome. A patient who was mildly hypertensive experienced a significant
increase in blood pressure (baseline value of 150/98 to 204/144 mmHg at 225 minutes) beginning 30 minutes after the
administration of a 10 mg dose (4 times the maximum recommended single dose). The event resolved with antiypertensive
treatment. Administration of

25 mg (10 times the maximum recommended single dose) in one heafthy male subject increased blood pressure from 120/67
mmHg pretreatment up to 191/113 mmHg at approximately 6 hours postdose and resufted in adverse events including light-
headedness, tension in the neck, tiredness, and loss of coordination. Blocd pressure returned to near baseline by 8 hours after
dosing without any pharmacological intervention.

The efimination half-life of naratriptan is about 5 to 8 hours (see ACTIONS AND CLINICAL PHARMACOLOGY), and therefore
monitoring of patients after overdose with AMERGE Tablets should continue for at least 24 hours or longer if symptoms or signs
persist. Standard supportive treatment should be applied as required. If the patient presents with chest pain or other symptoms
consistent with angina pectoris, electrocardiogram monitoring should be performed for evidence of ischemia. Appropriate treatment
{e.g., nitroglycerin or other coronary artery vasodilators) should be administered as required.

Itis unknown what effect hemodialysis or peritoneal dialysis has on the serum concentrations of AMERGE.

Dosage and Administration: AMERGE (naratriptan hydrochloride) Tablets are recommended only for the acute treatment of migraine
attacks. AMERGE should not be used prophylactically.

Adults; The minimal effective single adult dose of AMERGE Tablets is 1 mg. The maximum recommended single dose is 2.5 mg (see
CLINICAL STUDIES).

Table 4: Percentage of Patients with Headache Relief at 4 Hours Post-Dosing?

Placebo AMERGE 1 mg AMERGE 25 mg

% M) % N % ()
Study 1 39 (@) o (®) 8 )
Stuy 2 3 (122 50 (117) 80 (127
Study 3 7 (107) 5 (219 66:M (209)
Study 4 3 (602) 57" (59) 68"M (586)

? Pain religt is defined as a reduction in headache severity from grade 3 or 2 (severe or moderate) to grade 1 or 0 (mild or no pain}
* Comparison between 1 mg and 2.5 mg AMERGE doses was not performed *p<0.05 versus plagebo
M p<0.01 versus AMERGE 1 mg

In three of the four studies, optimal rates of headache relief were achieved with a 2.5 mg dose. As patients may vary in their dose-
responsiveness, the choice of dose should be made on an individual basis, weighing the possible benefit of the 2.5 mg dose with the
potential for a greater risk of adverse events.

If the migraine headache retums, or if a patient has a partial response, the initial dose may be repeated once after 4 hours, for a
maximum dose of 5 mg in a 24 hour period. The safety of treating, on average, more than four headaches in a 30 day period has
not heen established.

AMERGE Tablets should be swallowed whole with fluids. AMERGE tablets should be taken as early as possible after the onset of a
migraing headache, but are effective if taken at a later stage.

if a patient does not respond to the first dose of AMERGE Tablets, a second dose should not be taken for the same attack, as it is
unlikely to be of benefit.

Renal disease/functional impairment causes prolongation of the half-life of orally administered AMERGE. Consequently, if treatment
is deemed advisable in the presence of renal impairment, a maximum single dose of t mg should be administered. No more than a
total of 2 mg should be taken in any 24 hour period. Repeated dosing in renally impaired patients has not been evaluated (see
ACTIONS AND CLINICAL PHARMACOLOGY). Administration of AMERGE tablets in patients with severe renal impairment (creatinine
clearance <15 mL/min) is contraindicated (see CONTRAINDICATIONS).

Hepatic diseaseffunctional impairment causes prolongation of the half-iife of orafly administered AMERGE. Consequently, if
treatment is deemed advisable in the presence of hepatic impairment, a maximum single dose of 1 mg should be administered. No
more than a total of 2 mg should be taken in any 24 hour period (see ACTIONS AND CLINICAL PHARMACOLOGY). Administration
of AMERGE Tablets in patients with severe hepatic impairment {Child-Pugh grade C) is contraindicated (see CONTRAINDICATIONS).
Hypertension: AMERGE should not be used in patients with uncontrolled or severe hypertension. Patients with mild to moderate
controlied hypertension should be treated cautiously at the lowest effective dose.

Pharmaceutical Information

Drug Substance

Proper Name: naratriptan hydrochloride

Chemical Name: 2-[3-{1-Methy}-piperidin-4-yl)-1H-indol-5-yi]-ethanesulphonic
acid methylamide hydrochloride

Struetura| Formula: CH,

N -
CH, NHSO,
N -HCI

Malgcular Formula; Ci7Ha5N302S HCI H

Molecular Weight: 3719

Physical Characteristies: white 10 pale yellow microcrystatiine solid with a mefting point
of 246°C

Solubility; In water (25°C) = 35 mg/mL

pH and pXa; pKa =97 (piperidinyl nitrogen)

pH (1% agueous solution) = 6.3

Composition: AMERGE 2.5 mg Tablets contain 2.5 myg of naratriptan (base) as the hydrochloride salt and the following non-
medicinal ingredients: croscarmellose sodium; hydroxypropy! methyleellulose; indigo carmine aluminium fake (FD&C Blue No. 2);
iron oxide yellow; lactose; magnesium stearate; microcrystalline cellulose; titanium dioxide; and triacetin.

AMERGE 1 mg Tablets contain 1 mg of naratriptan (base) as the hydrochloride saft and the following non-medicinal ingredients:
croscarmellose sodium; hydroxypropyl methylcellufose; lactose; magnesium stearate; microcrystalline cellulose; titanium dioxide;
and triacetin.

Stability and Storage Recommendations: AMERGE Tablets should be stored below 30°C.

Availability of Dosage Forms: AMERGE Tablets 2.5 mg are green fitm-coated, D-shaped tablets embossed GXCES on one side,
available in blister packs of 2 or 6 tablets (4 blister packs inserted intc a carton), or bottles of 60 tablets.

AMERGE Tablets 1 mg are white film-coated, D-shaped tablets embossed GXCE3 on one side, available in blister packs of 2 tablets
{4 blister packs inserted into a carton}, or bottles of 60 tablets.
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‘BETASERON'

Interferon beta-1b

THERAPEUTIC CLASSIFICATION
immunomodulator

ACTION AND CLINICAL PHARMACOLOGY
BETASERON® (interferon beta- b} is a

purified, sterile, yophilized peotein product produced by
recombinant DNA techniques and formulated for use by
hpulm Interferon beta-1b nsmanulnduraﬂ by bacterial

of & strain of £ colithat bears a
geneticalty engineered plasmid containing the gene for
human interfaron betay,,,. The natve gene was obtained
from human fibroblasts and altered in a way that sub-
stifutes serine for the cystaine residue found at position
17. Interferon beta- 1b i a highly purified protein that has
165 amino acids and an appraximate molecular weight
of 18,500 daftons. It does not include the carbotydeate
side chains found in the natural material,

General: Interferons are a family of naturally occurring
proteing, which have molecukar wesghts ranging from
15,000 to 21,000 daltons. Three major classes of inter-
ferons have been identified: alpha, beta, and gamma.
Interferon beta-1b, inerteron alpha, and interferon gamma
have overlapping yet distinct biclogic acthities. The
activities of interferon heta-m are species-restricted and,
theredore, the most ical information
on BETASERON (interferon beta- 16} is derived from studies
of human cells in culture and in o,

Biologic Activities: Interferon beta- 1b has been shown
to possass both antiviral and immunomodulatory activities.
The mechanisms by which BETASERON exerts s actions in
muitiple sclerosis (MS) are not clearly understood. However,
it is known that the biologic response-modifying properties
of interferon beta- 1b are mediated through its interactions
with specific call receptors found on the surface of human
celis, The binding of interferon beta-1b 1o these receptors
induces the expression of a number of interferan-induced
gene products (e.g., 2'.5"-oligoadenylate synthetase, protein
kinase, and indoleaming 2,3-tloxypenase) thal are believed
to be the mediators of the biological actions of interferon
beta-1b. A number of these interferon-induced products
have been readily measwed in the serum and cellular
fractions of blood collected from patients treated with
interferon bata 1.

Clinical Trials: The efficacy of 8 MIU BETASERON,
administened subcutaneously every other day. has been
studied in cne placebo-controlled clinical trial in re-
lapsing-remiiting MS patients (n=124) and a placebo-

fhed trial in Y- peogs MS patients
(n=360).

1. Relapsing-Remitting MS: The effectivenass

of BETASERON in relapsing-remitting MS was

Patients selected for study were

Figure 1: Distribution of Change in MRI Area

with either placebo (n=123}, 0.05 mg (1.6 MIU}
BETASERON (n=125), or 0.25 mg (8 MIL) BETASERON
(n=124) self every other day.
Ouicome based on the first 372 randomized patients was
evaluated after 2 years.

Pallenls who recurrsd mnle 1han three 28-day courses
of ¢ the study. Minor

' and oral
mlo{en were anmed ad Boitum but chronic nonstesoidal
anti-inflammatory drug (NSAID) use was not allowed.

The primary, protocol defined, outcome assessment
measwes were 1) frequency of exacerbations per
patient and 2) proportion of exacerbation free patients.
A number of secondary outcome measures were also
employed as described in Table 1,

In addition t0 clinical measures, annual magnetic re-
sonance imaging (M) was performed and quantitated
for extent of disease as determined by changes in total
area of lesions. In a substudy of patients (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.

Rasults at the protocol designated endpoint of 2 years
(see TABLE 1): In the 2-year analysis. there was a 31%
reduction in annual exacerbation rate, from 1.31 in the
placebo group to 0.9 in the 0.25 mg (8 ML) group. The
p-value for this difference was 0.0001, The proportion
of patients free of exacerbations was 16% in the placebo
group, compared with 25% in the BETASERON 0.25 mg
(8 ML) group,

Of the first 372 patients randomized, 72 (19%) failed to
complele 2 full years on their assigned treatments. The
reasons given for withdrawal varied with treatment assign-
ment. Excessive use of steroids accounted for 11 of the
26 placebo withdrawals. In contrast, among the 25 with-
drawals from the 0.25 mg (8 MIU) assigned group, ex
cessive steroid use accounted for anly one withdrawal,
‘Withdrawals for adverse events attributed to study articla,
however, were more common among BETASERON-treated
patients: 1 and 10 withdrew from the placebo and
0.25 mg (8 MIL) groups, respectively.

Over the 2-year period, there were 25 MS-related
hospitalizations in the 0.25 mg (8 MIU) BETASERON-treated
mmmmwmmllmmemm
group. In comparison, non-MS hospitalizations were evenly
distributed between the groups, with 16 in the 0.25 mg
(8 MILJ) BETASERON group and 15 in the placebo group.
The average number of days of MS-related steroid use was
A1 days in the 0.25 mg (8 ML) BETASERON group and
55 days in the placebo group {p=0.004).

MR data were also anatyzed 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

wene

in a doubke-blind, multiclinic (11 sites: 4 in Canada
and 7 in the US), iped, paraliel, placebo-
clinical investigation of 2 years duration, The study included
MS patients, aged 18 1o 50, who were ambuiatory Kurtzke
expanded disability status scale [EDSS] of < 5.5, exhibited
a relapsing-remitting clinical course, met Poser's criteria for
d!riwl;deﬁrie andior taboratory suppoted definite MS and
i at least two exacerbations over 2 years

preceding the trial without exacerbation in the preceding
month. Patients who had received prior immuncsuppressant
therapy were excluded

An exacerbation was defined, per protocol, as the
appearance of a new clinical sign/symptom or the
clinical 0 of a previous sig fone that
had been stable for at least 30 days) that persisted for
a minimum of 24 hours.

the in intarvals of equal width.
Figure 1 displays a histogram of the proportions of patients
who fiedl into each of these imervais. The median percent
change in MAI area for the 0.25 myg (8 MIL) group was -
1.1% which was significantly smaller than the 16.5%
obsarved for the placebo group (p=0,0001).

Fifty-two patients at ene site had frequent MRI scans
{every 6 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=0.006).

MAI scanning is viewed as a useful means to visualize
changes in white matter that are believed to be a reflection
of the pathologic changes that, appropriately kocated within
the central nervous system (CNS), account for some of the
signs and symptoms that typify relapsing-remitting MS. The
exact relationship between MR findings and the clinical
status of patients is unknown. Changes in lesion area
often do not coredate with clinical exacerbations probably
because many of the lesions affect so-called “silent”

Betaseron 0,25 mg (8 million 1U)
40

(Placebo: 64.2% vs. 35.8%; BETASERON: 58.1% vs.
41,9%), but this difference was not statistically
significant. The mean time on treatment was 886

Modian Change -1.1%
n=g5

days for placebo and 909 days for BETASERON,
Eighty-eight (88) patients were los! 1o follow-up;

the remainder were followed up untll the end of
study irrespective of continuation of study drug, Over
the 3-year study period, treatment was discontinued
‘prematurely by 117 (32.7%) placebo patients and
103 (29.6%) BETASERON patients. Lack of efficacy,
adverse events and non-compliance were the most
common reasons for ending treatment in 15.6%,

0
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6.4% and 7.5% of the placebo group and in 7.5%,
14.2% and 3.3% of the BETASERON group,
respectively. The treatment were well-batanced
for il relevant basaline values, including EDSS at
baseline, and time since evidence of sacondary-
progressive disease.

There was a statistically significant difference in
time 1o confirmed progression in disability in favour
of BETASERON (p=0.0046), as shown in Table 2. The

regions of the CNS. Mareover, it is not clear what fraction
of the lesions seen on MAI become foci of imeversible
demyelinization {1.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

treatment group accepted. Although
toward patient benefit in the BETASERON groups during
the third year, particularty in the 0.25 mg (8 MIU) group,
there was no statistically 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 (B MIU) 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
mmhmmdmwﬂmwm
of direct the patient groups in this
extension study make the interpretation of these results
difficult. The third year MR data did not show a trend
toward additional benefit in the BETASERON arm
compared with the placebo amm.

Throughout the clinical trial, serum samples from patients
were monitored for the d of antit to
interferon beta- 1. In patients receiving 0.25 mg (8 ML)
BETASERON {n=124) every other day, 45% were found to
have serum neutralizing activity on at least one occasion
One third had neutralizing acthvity confirmed by at least two
consecutive positive titres. This development of nevtralizing
activity may be associated with a reduction in clinical
efficacy, although the exact refationship between antibody
formation and therapeutic efficacy is not yet knawn.

2. Secondary-Progressive MS: The effectiveness

of BETASERON administered subcutaneously at a dose

of 0.25 mg (B MILj) every other day for 3 years was
studied in a European multicenter (32 sites), randomized,
double-biind, placebo-controlled trial in patients with
secondary-progressive MS.

The study included patients between 18 and 55 years
of age who had chnically definite or laboratory-supported
definite MS for not less than one year. Disease had 10 be
in the secondary-peogressive phase and

could not be exclusively related to incomplete recovery
from relapses. EDSS score at study entry was between
3.0 and 6.5 and patients had to have a history of at least
two clearly identified relapses, or deterioration of at least
1 EDSS paint {or 0.5 paints between EDSS scores of 6.0

detay in progression in disability became apparent

after 9 months of reatment and was statistically
significant from month 12 onwards. The proportion of
patients with confirmed progression in disabifity was
reduced from 60.9% in the placebo group 10 51.9%
in the BETASERON group (p=0.02485).

The treatment effect was consistent across all basefine
EDSS levels studied; however, the difference in the pro-
portion of patients having confirmed progression in dis-
ability between BETASERON and placebo-treated patients
wass lower for patients with study entry EDSS values of
26.0, compared to the other EDSS categories (EDSS <3.5:
15.0%; EDSS 4.0-5.5: 11.3% and EDSS 26.0: 3.5%).

the proportion of male patients in the BETASERON
group with confirmed progression in disability was slightly
ighes than that of female patieats, piecewise logistic

regression analyss did not reveal any significant treatment
b\rnmcler interaction (p=0.4335).

Kaplan-Meler plots (post-hoc analysss) of the data are
shown in Figure 2. The Kaplan-Meier 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 wheeichair-bound (EDSS = 7.0)
mamsagmhmunroimoed{p:timnandm

of patients bound was
rsducedlmm?ES%mhaplncehumIMBS‘bn
the BETASERON group (p=0.0069).

BETASERON reduced the relapsa rate by 26.3% over the
entire study period (p=0.0034). The proportion of patients
with moderate or severe relapses was raduced from 54.2%
in the placebo group 1o 47.2% in the BETASERON group
{p=0.0508). The mean annual rate of moderate or severg
relapses was 0.44 and 0.31 in the placebo and the
BETASERON group, respectively (p=0.0037).

mmdmmmmk‘Smm:
44.4% of placebo pati
MSv&JM%nI!eBETASEHMQIMHOCm}W
number of patients with steroid courses was 73.2% and
62.5% of patients in the placebo and BETASERON group
respectively (p=0.0010).

In addition 1o clinical measures, annual
resonance imaging (MRI) was performed, All patients
underwent a T2-wesghted MRI scanning at baseling and
yearly thereatter, while a subgroup of patients (Placebo,
n = 61; BETASERON, n = 64) underwent monthly scans
in months 1-6 and 19-24 in addition 1o the annual scans
stheduled for the general study population. Results of
secondary and tertiary MR endpoints showed si
differences between treatment groups in favor of
BETASERON (see Table 2). The exact relationship betwesen
MR findings and the clinical status of patients is unknown,

Table 1: 2-Year Study Results to 7.0) within the preceding 24 months. Serum sampies were collected throughout the study 1o
Primary and Seceadary Endgoins The primary efficacy endpoint was time to confirmed Iwmf‘;ﬁmmm 18Imm M
g in disabiity, as determined by an increase against in -1b. were
Efficacy Parameters Treatment Groups Statistical Comparisons Mmmlmmmmimwlmﬂ&ﬁw ?“Mﬁmmﬁm'“@w“
i score was 3.0to 5.5, or 0.5 points on the if the an ral treatment response
Primary Glrical Endpoints Placebo | O005mg | 0Zmg | Pacebo | 005mg | Placeo  paceiine score was 6.0 or 6.5. The increased scorehad s measured by clinical and MRI outcome measures.
(1EMU) | (3w (1.6 ML) mbemﬂalnedfalhraemmmbamepr@mm Contirmed NAB titers of 1:20, 1:100 and 1:400 were
i N hid efficacy endpoints inchuded observed in 28%, 14% and 8% of patients, respectively.
(n=123) (n=125) (n=124) | 005mg | 0.25mg 025 mg ttrm to becoming wheelchair- MED@?O}W Despite continued therapy with BETASERON, 50% of the
(1EMY) | annual relapse rate. NAB-positive patients were found to have negative tters
Annual rate 13 1.14 090 0005 013 0.0001 Although the study was designed wilh a treatment to the first of
of exacerhation-free 16% 18% 2% 0609 0288 0.0%4 duration of three years, a prospectively planned interim quantifiable titers. The relationship between antibody
Exacerbation froquency o ] ] E] 0151 oon 0001 analysis of efficacy was performed after all patients focmation andt clinical efficacy is not knawn,
per patient 1 n a1 ] had completed 2 years in the study. This resulted in a
2 ] 2% i decision by an independent Advisory Board 10 terminate
3 15 15 14 the study early. Approximately 85% of all EDSS data for
4 15 7 9 the three year study duration were available for the interim
25 2 16 [l analysis of the primary endpoint. The primary analysis of
Secondary Endyoints" eﬁ-cacww?shaseﬂnnaﬁoaﬂentsrandonimmmlmm
(Intent to The primary statistical
Wecian nurmber of months ta frst 5 § 3 o | 0@ | oon e mm”;immm b
on-study 7 anon. ic analysis of coveriance P2
Rate of moderate or severe 047 02 023 020 0257 0001 with stratification for centre and [orpT— oy T Sy
exacerbations per year for baseline EDSS. Haplan-Meker Methodology. Pos- o Analyss.
Mean number of moderate or severe 440 nz 195 022 0064 0.001 Results presented below are for
‘eascertation days per patient the dataset at study termination. b
Mean change in EDSS scored on an 007 0995 0 0144 During the study, assessment of the "
at endpoint EDSS was performed by a pysician not.~ Bso
Mean change in Scripps scoredt 053 050 068 0541 0.051 017 otherwise involved in the treatment of o
at the patient, All EDSS physicians i
Median duralon pr exscertation (days) 5 T 55 0 W T were regularly trained to guarantee ‘:
:mumww-u 2N4% 98% 0% 0015 0019 0.0001 dmm“m“mmmn Ew
mﬂmm toma_mlamlhemm_g eg. standard o
' 14 excebation oo ents 0 fom plcebo, & Som 0.05 o, and B ¥om 0.25 ma roups) ckopped outof he sty belore complting § monihs o mﬁmmmwm I R Rt e L LI
easn These ot i mehiced S T el : A total of 718 patients (358 on placebo Boseen: 4 iMoge, LS e e i
n
m?mummmmmmmw.mmmumuwmma ?ﬁwmmm:g"wu i Mmmmmmmmuam
1 EDIS soures range from 010, wih igher socres reecting greter disabilly wmmwm&mmmm Mete: Tre etween the of

14 Scripps neusciogic rafing scoes range from 0- 100, with semalles scores reflecting grester drsabiity
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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 efimination.
The effect of aternate-day administration of 0.25 mg (8 MIU)
BETASERON ot drug metabolism in MS patients Is

Interferons have been reported o 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) shawed no apparent adverse effects on

"Probabilty of remaining progression-free during the interval.
*Peabablity of not becoming wheelchair-bound during the interval.

INDICATIONS AND CLINICAL USE

BETASERON firterferon 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 incompiete 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

BETASERCN (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 monoclonal gammepathy has been associated
with the development of systemic capillary leak syndrome
with shock-like symptoms and fatal outcome,

in the BR-MS clinical trial, one suicide and four attempted
suicides were observed among 372 study patients during
a 3-year period. All five patients received BETASERON
{interferon beta-1b) {three in the 0.05 mg [1.6 MIU] group
and two in the 0.25 mg [8.0 MIU] group). There were no
attempted suicides in patients on study who did not receive
BETASERON. In the SP-MS study there were 5 suicide
attempts in the placeho group and 3 in the BETASERON
group including one patient in each group who committed
suicide. Depression and suicide have been reported to
occur in patients receiving interferon alpha, a refated
compound. Patlents 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. f this ocours, and 2 relationship to BETASERON
{interferon beta-1b) is suspected, treatment should be
discontinued.

Rare cases of thyroid dysfunction {nyper- as wefl 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 monitored
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 Self-injection Technique and
Procedures: It is recommended that the first injection be
administered by, ar under the direct supervision of, a
physician, Appropriate instructions for reconstitution of
BETASERON and self-injection, using aseptic technigues,
should be given to the patient. A careful review of the
BETASERON® INFORMATION FOR THE PATIENT
section is also recommended.

Patients should be cavtioned against the re-use
of needles or syringes and instructed in safe disposal
procedures. information on how to acquire a puncture-
resistant container for disposal of used needles and
syringes should be given to the patient afong with
instructiens for safe disposal of full containers.

https://doi

Overall, 80% of patients in the two contralied 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. Response to treatment of injection
site necrosis with antibiotics and/or stercids has been
variable. In some of these patients glective 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. tn 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 technigue 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
congultation,

of Adverse 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
notential of BETASERON (see PRECAUTIONS, Use in
Pregnancy).

Laboratory Tests: The following laboratory tests are
vecommended prior to initiating BETASERON therapy and
at periodic intervals thereafter: thyroid function test,
fhemoglobin, complete and differential white blood cell
counts, platelet counts and blood chemistries including
liver function tests, A pregnancy test, chest roentgenogram
and ECG should also be performed prior to initiating
BETASERON therapy. In the controiled MS 1rials, patients
were monitored every 3 months. The study protocot sti-
pulated that BETASERON therapy be discontinued in the
event the absolute neutrophil count fell below 750/mm?*
When the absolute neutrophit 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 helow these levels, therapy could be restarted
at a 50% dose reduction, if clinically appropriate. Dose was
reduced in two patients due to increased liver enzymes;
one continued on treatment and one was ultimately
withdrawn.

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

the cycle or on associated hormonal profiles
{progestercne 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.
Pregnancy: BETASERON was not teratogenic at
doses up to 0.42 mg (13.3 MIUy/kg/day in rhesus
monkeys, but demonstrated dose-related abortifacient activity
when administered 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 MiU)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
BETASERON groups in the SP-MS trial. BETASERON given
to chesus mankeys an gestatian 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-
controlied 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
discontinue 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.

Table 2
Secondary-Progressive MS Study Results
Summary of Key Efficacy Endpoints
Treatment Groups p-value
Placebo Betaseron 0.25 mg
@M unknown.
(n=358) (n=360)
Primary Endpoints
Time to Conlirmed Progression in Disability' 0.0046
Year1 070 0.81 0.0032
Year2 053 0.64 00013
Morth 33 044 053 0.0068 for clearance.
Secondary Clinical Endpoints
Time to becoming wheelchair-bound 0.0047
Year 1 0.90 0.96 0.0139
Year2 0.81 0.86 0.0098
Month 36 0.69 0.80 0.0047
Propartion of patieqts hecoming 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
{baseling to last scan) Usein
MRI: mean number of newly active lesions {menths 1-6) 10.24 357 <0.0001
=61} (n=64)
Tertiary Endpoints
Proportion of patients with confirmed progression 60.9% 51.9% 0.0245
Mean endpeint EDSS 593 558 0.0065
Median time to first relapse (days) 385 644 0.0088
MR}: mean number of persistently enhancing iesions 30 102 0.0008
{months 1-6) {n=61) {n=64)
MRL: mean number of persistently enhancing lesions 3.04 0.36 0.0004
(months 19-24) {n=53) (n=56)

ADVERSE REACTIONS

The following adverse events were abserved 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: (njection 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 MiU)
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 months of treatment compared
to 47% during the last 6 months. The median time to the
first occurrence of an injection site reaction was 7 days.
Patients with injection site reactions reported these events
183.7 days per year. Three patients withdrew from the
0.25 mg (8 MIU) BETASERON-treated group for injection
site pain.

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

A patient was defined as having a flu-like symptom
complex if flu-like syndrome or at [east 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 fiu-ike 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%),
» absolute neutrophil count < 1500/mm?® (18%)
{no patients had absolute neutrophil counts <500/mmd),
* WBC < 3000/mm? (16%), and
* total bilirubin > 2.5 times baselice value 6%).

Three patients were withdrawn from treatment with 0.25
mg {8 MIU) BETASERON for abnormal liver enzymes
including one foliowing 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, emotional
lahility, 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 neurclogical basis of MS, to
BETASERON treatment, or to a combination of both. Some
similar symptoms have been noted in patients receiving
interferon alpha and both interferons are thought to act
through the same receptor, Patients who experience these
symptoms should be monitored closely and cessation of
therapy should be considered.

Adgitional common clinical and laboratory adverse events
associated with the use of BETASERON are listed in the
following paragraphs. These events occurred at an
incigence 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%),

o 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 baseling value (%),
somnolence (6%},

laryngitis (6%),

pelvic pain (6%),

menorrnagia (6%}

injection site necrosis {5%), and

peripheral vascular disorders (5%).

R R

Atotal of 277 MS patients have been treated with
BETASERON in doses ranging from 0.025 mg (0.8 MIU)
to 0.5 mg {16 MIU). During the first 3 years of treatment,
withdrawals due to clinical adverse events or Jaboratory
abnormalities not mentioned above included:

« fatigue (2%, 6 patients),

cardiac arrhythmia (< 1%, 1 patient),

allergic urticarial skin reaction to injections

{< 1%, 1 patient),

headache (< 1%, 1 patient},

unspecified adverse events (< 1%, 1 patient), and
“felt sick” {< 1%, 1 patient)

The table that follows enumerates adverse events and
{aboratory abnormalities that occurred at an incidence of
2% or more among the 124 MS patients treated with 0.25
Mg {8 MiL) BETASERON every other day for periods of up to
3 years in the controlied trial and at an incidence that was
at least 2% more than that observed in the 123 placebo
patients. Reported adverse events have been re-classified
using the standard COSTART glossary to reduce the total
number of terms employed in Table 3. In the following table,
terms $0 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 0.25mg
n=123 (B MI)
n=124
Body as a Whole
— Injection site reaction” 37% 85%
- Headache 7% 84%
— Fever” 41% 59%
— Flu-like symptom complex” 56% 6%
- Pain 48% 52%
- Asthenia* 35% 49%
— Chilis* 19% 46%
— Abdominal pain 24% 32%
— Malaise* 3% 15%
- Generalized edema 6% 8%
— Pelvic pain 3% 6%
- Injection site necrosis* 0% 5%
- Cyst 2% 4%
— Necrosis 0% 2%
~ Suicide attempt 0% 2%
Cardiovascular System
— Migraine 7% 12%
— Palpitation™” 2% 8%
— Hypertension 2% 7%
- Tachycardia 3% 6%
- Peripheral vascular disorder 2% 5%
—Hemorrhage 1% 3%
Digestive System
— Diarrhea 28% 35%
~ Constipation 18% 24%
- Yomiting 19% 21%
— Gastrointestinl disorder 3% &%
Endocrine System
~ Goiter 0% 2%
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Table 3: Adverse Events and Laboratory

Abnormalities
Adverse Event Placebo  0.25 mg
n=123  {8MIV)
n=124
Hemic and Lymphatic System
- Lymphocytes < 1500/mm* 67% 82%
— ANC < 1500/mm** 6% 18%
—WBC < 3000/mm** 5% 16%
— Lymphadenopathy 1% 14%
Metabolic and Nutritional Disorders
—ALT (SGPT) > 5 times baseline” 6% 19%
- Glucose < 55 mg/dL 13% 18%
~ 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
— Dizziness 28% 35%
— Hypertonia 24% 26%
— Depression . 24% 25%
— Anxiety 13% 15%
- Nervousness 5% 8%
~ Somnolence 3% 6%
— Confusion 2% 4%
— Speech disorder 1% 3%
— Convulsion 0% 2%
- Hyperkinesla 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% 7%
Urogenital System
— Dysmenorthea 1% 18%
— Menstrual disorder* 8% 17%
— Metrorrhagia 8% 15%
~ Cystitis 4% 8%
— Breast pain 3% 7%
- Menorrhagia 3% 8%
— Urinary urgency 2% 4%
~ Fibrocystic breast 1% 3%
— Breast neoplasm 0% 2%

* significantly associated with BETASERON treatment
{p<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 factors 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 MIU BETASERON or placebo for up to
three years, gr 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 to placebo (p<0.05) are also indicated in
Table 4.

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

Adverse Event Placebo  0.25 mg
n=358 {8 MIU}
n=360
Body as a Whole
- Asthenia 58% 63%
— Flu syndrome* 40% 61%
— Pain 25% 31%
— Fever* 13% 40%
— Back pain 24% 26%
— Accidental injury 17% 14%
- Chills™ 7% 23%
— Pain in Extremity 12% 14%
- Infection 11% 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

— Vomiting

— Dysphagia

— Gastrointestinal disorder

— Tooth disorder

— Dyspepsia

- Anorexia

— Fecal incontinence

— Liver function test abnormal
— Gastritis

— Flatulence

~ Sore throat

~ Colitis

— Gastrointestinal pain

— Gingvitis

Hemic and Lymphatic System
— Leukopenia*

— Anemia

— Ecchymosis

— Lymphadencpathy
Injection Site

- Injection site reaction*

— Injection site inflammation*
— Injection site pain

— Injection site necrosis*

— Injection site hemarrhage

Metabolic 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®

— Abnermal gait

— Depression

— Ataxia

— Dizzingss

- 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 abnormal
— 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%
4%
5%
0%
2%

7%

32%

2%

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

15%
10%
9%
5%
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 7% 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% — Amenorrhea 4% 3%

3% — Dysurla 2% 2%

2% — Impotence 4% 7%

3% — Menopause 4% 2%

2% — Menorrhagia 4% 2%

0% — Nocturia 1% 2%

2% — Vaginal meniliasis 2% 2%

2% — Kidney pain 2% 0%
— Pyelonephritis 0% 2%

10% — Prostatic disorder 1% 2%

2%

1%

3% *significantly associated with BETASERON treatment
(<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% througheut 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 abserved 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

1% in the paragraphs that follow. Given that most of the events

34% were observed in open and uncontrolled studies, the role of

27% BETASERON in their causation cannot be reliably

19% determined

14% Body as a Whale: abscess, adenoma, anaphylactoid

1% reaction, ascites, cellulitis, hernia, hydrocephalus, hypo-

12% thermia, infection, peritonitis, photosensitivity, sarcoma,

8% sepsis, and shock;

8% Cardiovascular System: angina pectoris, arhythmia,

8% atrial fibrillation, cardiomegaly, cardiac arrest, cerebral

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

6% hypotension, myocardial infarct, pericardial effusion,

6% postural hypotension, pulmonary embolus, spider angioma,

5% subarachnoid hemorrhage, syncope, thrombophlebitis,

5% thrombosis, varicose vein, vasospasm, venous pressure

6% increased, ventricular extrasystoles, and ventricular

6% fibrillation;

6% Digestive System: aphthous stomatitis, cardiospasm,

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

2% mouth, enteritis, esophagitis, fecal impaction, fecal

2% incontinence, flatulence, gastritis, gastrointestinal

3% hemorrhage, gingivitis, 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% letukemia, hemoglobin less than 9.4 g/100 mL, petechia,

9% platelets less than 75,000/mm?, and splenomegaly;

5% Metabolic and Nutritional Disorders: alcohol

8% intolerance, alkaline phosphatase greater than 5 times

5% baseling value, 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, chronic

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

3% depersonalization, diplopia, dystonia, encephalopathy,

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

2% hemiplegia, hypalgesia, hyperesthesia, incoordination,

1% intracranial hypertension, libido decreased, manic reaction,

1% meningitis, neuralgia, neuropathy, neurosis, nystagmus,

1% ocuilogyric crisis, ophthalmoplegia, papilledema, paralysis,

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

1% subdural hematoma, forticollis, tremor and wrinary
refention;

1% Respiratory System: apnea, asthma, atelectasis,

7% carcinoma of the lung, hemoptysis, hiccup, hyper-

7% ventilation, hypoventilation, interstitial pneumonia, 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 hypertrophy, skin necrosis, skin ulcer,

1% urticaria, and vesiculobullous rash;

1%

A-34

i.org/10.1017/50317167100050095 Published online by Cambridge University Press

Special Senses: blepharitis, blindness, deafness, dry
eyes, ear pain, iritis, keratoconjunctivits, mydriasis, otitis
externa, otitis media, parosmia, photophobia, retinitis,
taste loss, taste perversion, and visual field defect;

Urogenital System: anuria, bafanitis, 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, utering neoplasm, and vaginal hemorrhage.

DOSAGE AND ADMINISTRATION
FOR SUBCUTANEOUS USE ONLY

BETASERON (interferon beta-1b} should only be pre-
scribed by {or following consultation with) clinicians who
are experienced In the dlagnosis 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 CLINICAL PHARMACOLOGY, Clinical Trials).

In the secondary-progressive MS study, patients initiated
freatment 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 yea's 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 mL of
solution contains 0.25 mg (8 MU} 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 self-injection
include abdomen, buttocks and thighs. A vial is suitable for
single use only; unused portions shoulo 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-1b} is presented as a 3 mL
single-use vial of lyophilized powder containing 0.3 mg
(9.6 MIU) interferon beta-1b, 15 mg Aloumin 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 Sedium Chioride 0.54% sohtion, per vial).
Store under refrigeration at 2° to 8°C (36° to 46°F).

References:

1. Product Monograph of "BETASERGN® finterferon beta-1t),
Berlex Canada, June 1999.

2. The IFNB Muttiple Sclerosis Study Group and the University of British
Columbia MS/MRI Analysis Group. Interferon beta- 10 in the treatment
of multiple sclerosis: Final outcome of the randomisad controlied
frial. Neurofogy 1995;45:1227-1285.

Product Monograph available upon request.

See pages A-6, A-7, A-18, A-19



https://doi.org/10.1017/S0317167100050095

‘Nsunol\!!_'!ﬂ'av

{Gabapentn)100 mg. 300 mg, 400 mg Capsules

(Antuepileptic Agent)
INDICATIONS AND CLINICAL USE
Neuroatin (g 15 Indicated as ad therapy for e 0 of patients with epdepsy who are not
CONTRAINDICATIONS
Neurontin dicated in patients wh h ity 10 1he drug of to any of
Ihecumws of 1he1u(muhl|m
PRECAUTIONS

General
Neurontin (gabapenting is not considered effectrve in the treatment of absence seizures and should therefore be used
with caution in patients wha have mived sezure disorders thal include absence seiures.

Tumorigenic Patential

Gabapeniin produced an increased nCgence of acinar cel adencmas and carcinomas i the pancreas of male rats, bul
not female rats of in mice, in oncogenc studies with doses of 2000 mg/kg which resulted in plasma concentrations
14 times highet than those occuring in humans at the maximom recommendid dose of 2400 m/day. The relevance
ol these pancreatic acinar cell fumours in male rats 1o humans 1S unkngwn, particulady since tumours of ductal rather
thian acinas cedl origin are the predominant foem of human pancreatic cancer

Drug Discontinuation

s with oher ant agents, abhupl 5 nol because ol the passibility of increased seirure
Irequency. When in the judgement of the clinician these is a need for dose reduction, m:nrlummma Substitution
wilh alternative medscabion. this should be done gradually over 3 minimum of one week

Occupational Hazards
Patients wilh uncontrolied epikepsy should not drive or handle potentially dangerous machinery. During clinical trials,
the most common adverse reactions observed were somnolence, ataxia, tbgue and mystagmus. Patients should be
advised 10 refrain from actities requiring mental alertness of physical coordination until they are sure that Newontin
does not atlect them adversely.

Drup Interactions

Antiepileplic Agents:

MN&NMMMWUC;W valproic acid, carbamazepine, or
may be used in combination with other commonly used

miummmmmmdmmmdmwh

Ga:muim sheady-state pharmacolmetics are samiky for heality subjects and patents with epilepsy recerving
antiepileplic agents
Oral Contraceplives:

Coadmenisiration o Newontin with the oral contraceptive Norlestrin does nol mfluence the steady-state pharmacokinetics
ol nodeshindrone of ethinyl estradiol
Antacids:

cmms:na!m of Neurontin with an aluminum and magnesium-based antacd reduces gabapentin bicavailability
by up 1o 24%  Althowgh the clinica! significance of this decrease 15 nol known, coadministiation of semilar antacids
and gabapentin is not recommended

Probenecid:
Renal excretion of gabapentin is unaiered by probenecid
Cimetidine:

A shight decrease in renal excrebon of gabapentin observed when it 15 coadministered with cimetidme is not expected to
be ol clinical importance
Use in Pregnancy

Mo evidence ol impaired Berlility of harm 10 Me fetus due Io gabapentin administralion was revealed in reproduction
‘studies in mice 3 doses up 10 62 times, and in rats and rabibds at doses up 1o 31 times the human dose of 2400 mg/day.
There are, however, no adequate and well-controlled studses in pregnant women Because animal reproduction
studies are nol always predictive of human response, this drug should onty be used during pregnancy if the polential
benetd 1o the mother jushiies the polental risk 1o the letus

Use in Lactalion

It i nat known of gabapentin is excreted i human milk, and the slect on 1he nursing infant 15 unknown However,
because many drugs are excreted in human milk, and because of the polential for sefigus adverse reactions in nursing
intants from gabapentin, brearst-leedeng is only recommendad i the potential beneh! outweighs the polential fisks.
Use in Children

Systematic studies 1o estabiish salety and efficacy in civideen have not been pertonmed Data in 39 patients between the
ages of 12 and 18 years included in the double-blind, placebo-controlled trials showed that gabiapentin was superior 1o
placebo in reducing seipure frequency Salety data showed that the incidence of adverse evenls i ihis group of patients
‘were similar 10 1hose observed in ider indrviduals

Use in the Elderly

Systemalc studies in geratne patients have not been conducted Adverse clinacal events reported amaong 59 patents
over the aQe ol 65 years Ireated with Neurontin did not ditfer from those reported for younger indeviduats. The smail
mumbes of indriduals evaluated and the lmiled duration of exposure limals the strength of any conclusions reached
aboul the influence of age. # any, on the kind and incidence of adverse events associaled with e use of Neurontin As
Neurortsn s efiminated primarily by renal escretion, dosage adjustment may be requined in elderly patients because of
declining renal function (See Dosage and Administration)

Use in Renal Impairment
Gabapentin clearance is markedly reduced in this gatient population and dosage reduction & necessary (See Table 3 in
Dosage and Adminstration)

Laharatory Tests .
Clinical trias data do nol indicate that routine momidonng of clinical laboratony parameters s necessary for the sale use
of Newroatin Neurontin may be used in combination with other commonly used antiepilephic drugs withou concern

.Appmu:umaen ﬁ 4% u nn, 543 pams vmn remm uumenm in the placebo-controlled studies withdrew due 1o
8 ¥ 4.5% of the 378 placebo-controlied participants withdrew due 1o adverse
mummsrm mmmmmmmmm withdrawal were somnolence {1 2%).
am:atos%] Hugue rased m vmtmn and mmess {2l at 06%)

Adwse everts mal nomed n u leasl T‘\- orme?ou individuals who participated in all chinical trials are described
below, except those already listed in the previous section

Body As 2 Whole aesthenia, mataise, facal edema

Cardiovascular System hypettension

Digestive System angrexia, llatulance, gengrvilis

Hematologic/Lymghatic System purpura. most often described as brueses resulting from
physical trauma

Musculoskeletal System anthatagia

Nervous System vertigo, hyperkingsia, parasthesia, anxiety, hostility,
decreased or absent reflexes

Respiratony System poeumania

Special Senses abnaemal vision

SYMPTOMS AND TREATMENT OF OVERDOSAGE
Acute, Iike-threatening lomcity has ot been observed wilh Neutontin (gabapenting overdoses of up to 49 grams
ingested al one ime. In these cases, double vision, slurred speech, drowsiness, lethargy and diasthea were observed
Al patients recovered with supportive .
Gabapentin can be removed by Kithough b fysis has nol been in the lew overdose
cases reported, il may be indicated by the patient’s clinical slale o in patients with significant renal impairment
Reduced absomiion of gatapentin & hegher doses may e drug absorplion & e time of overdasing and, hence. feduce
Towicity from overdoses
An oral lethal dose of gabapentin was nol identified in mice and rals given doses as hph as B000 mg/g. Signs of
acule foxicity in animals included ataxia. laboured breathing, prosis, ypoactivily, of excitation

DOSAGE AND ADMINISTRATION

Adults
The usual eftective maintenance dose rs 900 10 1200 my/day Treatment should be initiated with 300 to 400 mo/day
Titration 10 an effective dose. in increments of 300 mg or 400 mg/day, can progress rapedly and can be accomplished
over three days (see Table 1). Neutorlin is given orally with of without food

Table 1. Titralion Schedule

— R . L =Bept & E... Lo
900 moday 300 mg 0D 300 mg BID 300mg T
1200 mday 400 mg 00 400 mg BID 0mg TI0

Data from clinical trials supgest that doses higher than 1200 mg/day may have increased efficacy in some patients,
however, higher doses may also increase the incidence of adverse events (See Adverse Reactions)

Daily maintenance doses should be given in three equally divided doses (See Table Z). and the maamum tane
Dbetween doses in 3 theee times daily schedule should not exceed 12 hours: It is nol necessary 1o monior gatapentin
plasma concentrations in onder 1o optimize Newrontin theragy, Further as there are no drug interactions with common-
Iy used antiepilepbic drugs. Neurontin may be used in combination with these drugs without concenn for alteration of

phasma ¢ of esther gatx of othes antiepileptic drugs
Table 2. Mai Dosage Schedul
Total Daily Dose {mg/day) Schedule
00 300 mg 110
1200 400 mg TID
1600 2x300mg TID
2400 2% 400 mg TIO

Dosage adjustment in elderty patients due to declining renal function and in patients wilh renal mpasment of under-
oing hemodialysis s recommended as follows

Table 3. Mai Dosage of N in in Adults With Reduced Renal Function
Dose Regimen
" Creatinine Clearance (mg/day) (mg)
g T2 7
3060 600 300 Twsice a Day
15-30 300 300 Once a Day
a5 150 300 Onoce Dty Every Ot Dy
Hemodialysis' - 200-300

* Loading dose of 300 fo 400 mg
Maintenance dose of 200 to 300 mg Neurontin foflowing each 4 hours of hemodialysis

The dosage used in a limited number of patients in this age group was 900- 1200 mog/day. Doses above 1200
mg/iay have not been mvestigaled
AVAILABILITY OF DOSAGE FORMS
Neurontin (gabapentin) capsules are supphed a5 follows:
100-mg capsules;
Hard gelatin capsules wilh whie opague body and cap prined with "PD" on one side and "Neurontiny 100 mg” on Ihe céhex
~biotties of 100 capsules
300-mg capsules;

and cap prined with “PD" on one side and “Newrondin300 mg” on he olhes

ok il

-hotties of 100 capsules
400-mg

capsules;
Hard gelatin capsules with orange opague body and cap printed with “PD" on ane side and "Neurontin/400 mg” on the other
-botties of 100 capsules

Full Preseribing It Avalable On Request

for ateration of the blood ¢ of gabapentin or other phic deugs. For uninary protein o
the sullosahcylic acid precapitation procedure s recommended, as talse posilive readings were reported with the Ames
N-Multistix 5G* dipstick test, when gabapentin or placebo was added 1o other anticonvulsant drugs

ADVERSE REACTIONS

Adverse Events in Contralled Trials

The most commonly observed adverse events associaled with the use of Neurontin in combination with olher
antiepeleptic drugs, not seen at @ equivalent frequency in placebo-treated patients, were somnolence, diziness. atax-
fa, fatigue, mystagmus and Memor Amang the heatment-emergent adverse events occurming in Neurontin-treated
patients, somnalence and ataxia appeared to exhibil 2 positve dose-response relationship. Patients reated with 1800
ma/day (ne54, from one controlled shady) experienced approximately a two-fold increase, as compared 1o patients on
lower doses of 600 to 1200 mg/day (n=489_ from several controlled studies), in the incidence of nystagmus (20 4%),
Iremor (14.8%), rhinitis {13%), peripheral edema (7 4%), abaonmal coordination, depression and myalgia (all at 5 6%)
Advesse events were usualty mild 1o moderate in inlensity. with 2 median time fo resolution of 2 weeks. Since Neusantin
was administered most offen i combrralon with other antiepdaptic agents. it was not possible 1o defermine which
agent(s} was associaled wilh adverse events. Data from long-term. open, uncontrolled studies shiws that Neurontmn
reatment does not tesult in any new of unusual adveess events
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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

INDICATIONS AND CLINICAL USE
TOPAMAX (topiramate) is indicated as odjunctive therapy for the management of patients (adults and children two years and older) with epilepsy who are
not setisfoctorly controlled with conventional therapy. There is limited information on the use of topiromate in monotherapy at this fime.
CONTRAINDICATIONS
TOPAMAX {topiramate) is confraindicated in patients with  history of hypersensifivity o any components of this product.
WARNINGS
Antigpileptic drugs, including TOPAMAX {tapivamate), should be withdrawn gradually to minimize the potential of increased seizure frequency. In adult clinical
Hrials, dosages were decreased by 100 mg/doy of weekly intervals.
Central Nervous System Effects
Adverse events most often associated with the use of TOPAMAX were central nervous systemrefated. In aduls, the most significont of these con be dossified
iitto two ganeral categories: i} psychomator slowing: difficulty with concentration and speech ar languoge grobleims, in parficuler, word{inding difficuities and
ii) somnolence or fafigue.
Additianal nonspecific (NS effects occasionally abserved with topiramate as addvon therapy include dizziness or imbolunce, confusion, memory prablems, and
exacerbation of mood disturbances (e.g. initabiity and depression).
These evants were gensrally mild to maderate, and generally occurred early in theragy. While the incidence of psychamotor slowing does not appeat ta be
dose related, both longuage problems and difficulty with cancentration or aitention increased in frequency with increasing dosage in the six double-blind trials,
suggesting that these events are dose reloted. (See ADVERSE REACTIONS )
PRECAUTIONS
Effects Reloted 1o Carbonic Anhydrase Inhibition
Kidney Stones A total of 32/1,715 (1.5%) of patients exposed to TOPAMAX (ropiromate) during its development reported the accurtence of kidney stones,
an incidence about 10 fimes that expected in a similar, unfreated population (M/F ratio: 27/1,092 male; 5/623 female). In the general population, risk
factors for kidney stone formation include gender (male), uges between 20-50 years, prior stone formation, fomily history of nephrofithicsis, and
hypescalciurio. Bosed on lagistic regression analysis of the dinicol ol duta, no comelotion besween meon opisomose dosoge, dwosion of fopiromate sheropy,
ar age and the occurence of kidney stones was established; of the risk factors evaluated, onfy gender (inale) showed a conrelation with the occurrence of
kidney stones. In the pediatric patients studied, there were no kidney stones observed.
Corbonic onhydrose inhibitors, &.9. ocetazolomide, promote stane formation by reducing rinary cifrate excretion and by increosing urinary pH. Concomitant
use of TOPAMAY, o weok carbonic anhydrase inhibitor, with other corbonic anfiydrase inhibitors may create o physiological environment that increases the
tisk of kidney stone formation, and should therefore be ovoided.
Patients, especiolly those with o predisposition to nephrolithiasis, may have on incrensed risk of renal stone formation. Increased fluid intake increoses the
urinary output, lowering the concentration of substances involved in stone formation. Therefore, adequate hydrafion is recommended to reduce this risk. None
of the risk factors for nephrolithiasis can reliably redict stone formation during TOPAMAX treatment.
Paresthesia Poresthesia, on effect associated with the use of other corbonic anhydrose inhibitars, appears to be o common effect of TOPAMAX therapy.

Other Orug Interactions

Digoxin: In o singledose study, serum digoxin AUC decreased 12% due to coricomitant TOPAMAX administrafion. Mulfiple-dose studies hove not been
performed. When TOPAMAX is added or withdrown in potients an digoxin theropy, careful attention should be given to the rautine monitoring of sesum digoin.
NS Depressants: Concomitant administration of TOPAMAX topitamate and alcohol or other NS depressant drugs hos not been evaluated in dlinicol studies.
Itis recommended that TOPAMAX topiramote not be used concomitontly with alcohel or ather CNS depressont drugs.

Oral Comraceptives: In a phormacokinefic inferaction study with oral contraceptives using o combination product cantaining norethindane plus ethiny
estradiol, TOPAMAX topiramate did not significantly offect the oral dlearance of narethindrone. The serum levels of the estrogenic component decreosed by
18%, 21%, ond 30% ot daily doses of 200, 400 and 80D mg, respectively. Consequently, the efficacy of lowdose (e.g. 20 ) oral contraceptives may
be reduced in this situation. Pofients taking oral contraceptives should receive o preparation contoining not fess than 30 pg of estrogen. Patients toking oral
controcepfives should be asked to report any change in theis bleeding patterns.

Others: Concomiton use of TOPAMAX topiramate, o weak carbonic anhydrase inhibitor, with other corbonic anhydrase inhibitars, e.g. acetazolomide, may
create a physiological environment that increases the risk of renal stone formation, and should therefore be avoided if possible.

Laboratory Tests
These are no knawn interactions of TOPAMAX topiramate with commonly used loboratory fests.

Use in Pregnancy and Lactation
Like other onfiepileptic drugs, fopiromate was terotogenic in mice, ofs, and sabbifs. In rofs, topiromate crosses the placantal borrier.
There are no studies using TOPAMAX topiromate in pregnant women. However, TOPAMAX theropy should be used during pregnoncy only i the potentiol
benefit outweighs the potential risk to the fetus.
Tapiramote is excreted in the milk of lactofing rafs. It is not known if topiramate is excreted in human milk. Since many drugs ore excreted in humon milk,
ond becouse the potential for seviows adverss reactions in nursing infants to TOPAMAX topiramote exists, the prescriber should decide whether fo discontinue
nursing or disconfinue the drug, taking into account the risk / benefit rafio of the importunce of the drug to the mother and the risks to the infant.
In postmorkefing experience, cases of hypospadios hove been reported in mole infants exposed in-utero to topiramate, with or without ather anticonvulsonts,
however, o causol relationship with togiramate has not been estoblished,
The effect of TOPAMAX topiramate ant labour and delivery in humans is unknown.
Pediatric Use
Sofety and effectiveness in children under 2 years of age have not been estoblished.
Geriatric Use
There is fimited informotion in patients over 65 years of age. The possibility of age-associated rencl function abnormiities should be considered when using
TOPAMAX topiramate.
Race and Gender Effects
Although direct comparison studies of pharmacokinetics have nat been conducted, analysis of plasma concentrotion data from dlinicol efficacy trals have
shown that race ond gender appear fo have no effect on the plosma clearance of topiramate, In addifion, based on poaled analyses, race and gender appear
1o have no effect on the efficacy of topiromate.
ADVERSE REACTIONS
Adults
The most commonly observed adverse evens associoted with the adjunctive use of TOPAMAX fopiramate af dosages of 200 fo 400 mg,/day in controlled
trials in adults that were seen ot greater frequency in topiramaote-treated patients and did not oppear to be dose related within this dosoge range were:
somnolence, dizziness, atoxia, speech disorders and related speech problems, psychomator slawing, nystagmus, and poresthesia (see Table 2).
The most common dese-elated ndverse events ot dosages of 200 to 1,000 mg/day were: nervousness, difficulty with concentrafion ar atfention, confusion,
depression, onorexia, fanguage problems, and mood problems (see Table 3.
Table 2
Incidence of Treatment-Emergent Adverse Events in Placebo-Controlied, Add-On Tricls in ADULTS **
(Events that occurred in > 2% of topiromote-treated patients ond occurred more frequently in topiromate-treated than plocebo-treated potients)

These events were usually intermittent and mild, ond ot necessarity reloted to the dosage of fopiramate. TOPWMAX Dusage (mg/doy)
Nutritional Supplementation Body System/ Placebo 200400 600-1,000
A dietary supplement or increased food intoke may be considesed if the patient is losing weight while on this medication. Advarse Event n=218) {n=113) (n=414)
Welght Loss in Pediatrics
Topiramate administrotion is associoted with weight loss in some children that generally occurs early in therapy. Of those pedihic subjects freated in dlinical Body usa Whole
iials for at least @ year who experienced weight loss, 6% showed a resumption of weight gain within the period tested. In 2-4 yeor olds, the mean change ﬁzmgm l; 2(2] g]q
in weight from boseline af 12 months (n=25) was +0.7 kg (range -1.1 to 3.2); at 24 months (n=14), the mean change wos +2.2 {range -1.1 fo 6.1). Chest Pain 28 44 24
0510 year olds, the mean change in weight from boseline at 12 months (1=88) was +0.7 kg (range 6.7 to 11.8); ot 24 months (n=67), the mean InflugnzoLike Symptoms 17 35 16
change was +3.3 (range -8.6 to 20.0). Weight decreases, usually associated with onorexia or appetite changes, were reported as adverse events for 9% leg Pain 23 35 36
of topiromate-treated pediatric patients. The long term effects of reduced weight goin in pediatric patients is not known. Hot Flushes 19 27 07
Adjustment of Dose in Renal Fallure Nervous System
The major route of elimination of unchonged topiramate and its metabolites is via the kidney. Renal elimination is dependent on renal function and is Dizziness 153 283 321
independant of age. Patients with impaired renal function (CL, < 70 mL,/min/1.73m") or with endstage renol disease receiving hemodialysis treatments Aaxia 69 22 145
may take 10 10 15 days to reach steady-state plasma concentrafions os compared to 4 1o 8 days in pafients with normal renal funcrion. As with ll potients, Spesch Disorders Relaed Speech Prodlems 2.3 168 14
the fitration schedule should be quided by dinical autcome (i.e. seizure control, avoidance of side effects) with the knowledge that patients with known rencl gvsru'%m\{s Zg }gg ;H
impairment may require o longer fime fo reach steady-state ot each dose. (See DOSAGE AND ADMINISTRATION.) Tlue[:fm esi0 6.0 10’ 5 89'
Decrsased Hepatic Function Languoge Prblems 05 62 104
In hepatically impaired patients, topiramote should be administered with coution as the clearance of fopiromate was decreased compared with narmal Coordinotion Abnermal 19 53 34
subjecs. Hyooaesthesia 09 27 12
Information for Patients Abnormal Gait 14 18 22
Adequate Hydrotion Patients, especially those with predisposing factors, should be instructed to maintain an adequate fuid intake in order o minimize the Gaostrointestinal System
tisk of renal stone formation. Nousen 74 1.5 12
Effects on Abilty to Drive and Use Machines Bg;"e".s'"( i 65 22 63
Patients should e wamed about the patential for somnolence, dizziness, canfusion, and difficulty concentrating and advised not to drive or operate machingry Congtlim:go:ﬂm gg 5'3 gg
until they have gained sufficient experience on topiramate to gouge whether it adversely affects their mental and/or motor performance. by Mzuth 0'9 2'7 3'9
Drug Interactions Metabolic and Nutritional
Antiepileptic Drugs Wieight Decreose 28 7 128
Eftects of TOPAMAX on Other Antiepileptic Drugs Potential interactions between topiramate ond stondord AEDs were measured in contiolled dlnical ~~ Neuropsychiatric
phormacokinetic shudies in patients with epilepsy. The addition of TOPAMAX to other anfiepilepfic drugs (phenytoin, carbamazepine, velproic acid, Somnalence 9.7 301 278
phenobarbital, primidons) hs no effect on their steady-state plasma concentrations, except in the occasional putient, where the addition of TOPAMAX to Psychomotor Slovwing 23 168 208
phenytoin may result in an increase of plosma concentrations of phenytoin. N?’_VOUS"“F 74 159 193
The effect of topiramate on steady-state pharmacokineics of phenytoin may be reloted to the frequency of phenytain dosing. A slight increuse in steady-state D'fﬂ‘“hv with Memory 31 124 145
phenytoin plosma concentrations was observed, primarily in pafients receiving phenytoin in two divided doses. The slight increase may be dus to the saturable I(]oniuspn gz Zé llgg
nofure of ohenytoin phormacokinetics and \nhihition of phenYroin metthﬂism (CYP2C,qp0. v o ) . Diefgi'cixli\lya;}m Concentration,/Aftention 1:4 B:O 14:5
The addition of TOPAMAX therapy fo phenytoin should be guided by clinical outcome. In genera, as evidenced in clinical trials, pofients do nof reqire dose Anorexio 37 53 123
adjustments. However, any patient on phenytoin showing cliical signs or symptoms of foxicity should have phenytoin levels monitored. Agitation 14 44 34
Effects of Other Antiepileptic Drugs on TOPAMAX Phenytoin and carbumazepine decrease the plosma concentration of TOPAMAX. The addition or Mood Problems 19 35 92
withdrowal of phenytoin and/or carbomazepine during odjunctive therapy with TOPAMAX may require adjustment of the dose of TOPAMAX. This should be Aggressive Reuction 05 124 29
done by fitrating to clinical effect. The oddition or withdrowal of valproic ocid does not produce dinically significant changes in plasma concentrafions of Apathy - 0 18 3)
TOPAMAX, and therefare, does not warrant dosage adjustment of TOPAMAX The effeck of these interctions on plasma ¢ ons ore ized in D g ¢ 09 18 12
Toble 1: EmohonnI'Lubwlny 09 18 27
Toble 1 Rowodu4|ve, Female (n=59) (n=24) (n=128)
Drug Inferactions with TOPAMAX. Therapy Breast i, Feme l; gg g :
Menstrual Disorder 0 42 0.8
M AD TOPAAX Reproductive, Male (n=157) (089 (0=286)
Coodministered Concentration Concentration Prostatic Disorder 06 22 0
Respiratory System
Phenytoin o 459% Pharyngitis 23 Al 31
Catbomazeping (CBZ) © L40% Rhinitis 6.9 Al 63
(81 eporide* = NS Biﬂusiﬁs gg ‘]“; gi
Volproic acid L% L14% Dyspren X . )
Phenobarbitol © NS Skin fmd Appendages
Pimidone o o V.Pv.umus 14 18 31
ision
* Is not adrministered but is an active metabolite of carbamazeping B;EE:?Ianmmul gg }ig ;8‘:
=3 No effect on plasma concentrafion (< 15% change White Cell and RES
** Plasma concentrations increased 25% in some patients, generally those on a b.i.d. dosing regimen of phenytain Leukaperio 05 27 12

) Plosma concentrations decrease in indvidual patients
NS Not studied
AED  Aniepileptic drug

Patients in these odd-on trials were receiving 1 to 2 concomitant antiepileptic drugs in oddition to TOPAMAX topiramate or placebo.
Volues sepresent the pescentoge of pofients seporfing o given odvesse evens. Patients may have reported mose than one odverse event dusing e siudy
and can be included in more than one adverse event category.
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Table 3
Dose-Reloted Adverse Events From Placebo-Controlled, Add-On Trials in ADUCTS

Post-Marketing Adverse Reactions
The most frequently reported adverse events in sponfoneous postmarketing seports on Topiramote include:

Psychiatric: somnolence or sedation, hallucinafion(s), depression, onorexia, aggressive reaction, psychosis, thinking chormal, paranoid reaction,
insomnia, emotional lobility, suicide otfempt, delusion

Central and Peripheral Nervous System: confusion, convulsions aggravated, poresthesie, gitation, speech disorder, otaxia, dizziness,
convulsions, amnesia, headache, hyperkinesia

und Nutritional: weight decreose

TOPAMAX Dasoge (mg/day)
Adverse Event Placebo 200 400 600-1,000
(n=116) {n=45) (n=68) (=414} Metaboli

Fafigue 134 1.1 1.8 n7
Nervousness 74 133 17.6 19.3
Difficulty with

Concentrotion/Attention 14 67 88 145
Confusion 42 89 103 138
Depression 56 8.9 74 13.0
Anorexio 37 44 59 123
Languoge problems 05 22 8.8 101
Anxiety 60 22 29 104
Mood problems 19 0.0 59 9.2

Autonomic Nervous System: vomifing
Vislon: vision cbnormal
Gostrointestinal: nausea, diorthea, abdominal pein, consfipation
Body as a Whole - General Disorders: fafigue
Urinary System: renol colculus
Skin and Appendages: rash
SYMPTOMS AND TREATMENT OF OVERDOSAGE

In ocute TOPAMAX topiromate overdase, if the ingestion is recent, the stomath should be emptied immediately by lovage or by induction of emesis.
Activoted charcoal has not been shown fo adsorb tapitamate in vitro. Therefore, ifs use in overdosage s not recommended. Treatment should be

In six double-blind clinical trigls, 10.8% of subjects (n=113) ussigned to o fopiramate dosage of 200 to 400 mg,/doy in addition to their standard AED
therapy discontinued due to adverse events, compored to 5.8% of subjects (n=69) receiving placebo. The percentage of subjects disconfinuing due fo adverse
events appeated 1o increase of dosages chove 400 mg/doy. Ovesall, approximately 17% of oll subjects (n=527) who received topiramate in the double-
blind trials discontinued due to adverse events, compared to 4% of the subjects (n=216) receiving placebo.

Pediatrics

Adverse events ossacioted with the use of topiramate ot dosages of 5 to 9 mg/kg/day in worldwide pediarric clinical tiials that were seen of grenter
frequency in topiramate-treated patients were: fatigue, lence, anorexia, , difficulty with attention, difficulty with memory,
qggressive reqction, and weight decrease.

Table 4 lists treotment-emergent adverse events that occurred in af least 2% of children treated with 5 1o 9 mg/kg/day topiramate in controlled tials that
were numerically more common than in pofients freated with placeba.

Table 4

Incidence (%) of Treotment-Emesgent Adverse Events in Worldwide Pediatric Clinical Trials Experience {2-16 years of Age)*
{Events thot Occurred in 22% of Topiramate-Treated Patients and Occurred More Frequently in Topiramote-Treated Thon Placebo-Treoted Patients)

Budy System/ Placebo Topiamete
Adverse Event (§=101) (§=98)
Body as a Whole - General Disorders
Fotigue 5 16.3
Injury 12.9 143
Mlergic Reaction 1 2
Central & Peripheral Nervous System Disordars
Goit Abnormal 5 82
Atoxio 2 4.1
Hyperkinesio 4 51
Dizziness ? 41
Speech Disorders/Related Speech Problems 2 4]
Convulsions Aggrovated 3 31
Hyporeflexia 0 2
Gastrointestinal System Disorders
Nousen 5 6.1
Saliva Increased 4 6.1
Constipation 4 51
Gastroenteritis 2 a1
Metobolic and Nutritional Disorders
Weight Decrense 1 92
Thirst 1
Platelet, Bleading, & Clotting Disorders
Purpurg 4 8.2
Epistaxis 1 41
Nervous Disorders
Somnolence 15.8 255
Anorexia 149 245
Nervousness 69 143
Personality Disorder (Behavior Problems) 89 m2
Difficulty with Concentration/Attention 2 102
Aguressive Reofion 4 9.2
Insomnia 69 8.2
Mood Problems 69 7
Difficulty with Memory NOS¢ 0 51
Emotional Lability 5 51
Confusion 3 41
Psychomotor Slowing ? 31
Reproductive Disorders, Female
Leukorrheg 0.0 23
Resistonce Mochanism Disorders
Infection Viral 30 71
Infection 30 31
Respiratory System Disorders
Upper Respiratory Troct Infection 36.6 36.7
Pneumonia 10 51
Skin and Appendages Disorders
Skin Disorder 20 31
HNopeda 19 0
Dermatifis 0.0 20
Hypertrichosis 10 20
Rash Erythemotous 0.0 20
Urinary System Disorders
Yrinary Inconfinence 20 43
Vision Disorders
Eye Abnormality 0 20
Vision Abnormel 10 20
White Cell and RES Disorders
Leukopenia 0.0 2.0

* Patients in these add-on ticls were receiving 1 to 2 concomitant anfiepileptic drugs in addition to TOPAMAX topiramate or placebo.

* Vohes represent the percentnge of patients reporfing o given adverse event. Pafients muoy hove reported more fhan one odverse event during fhe shudy
and can be included in more than one adverse event category.

¢ Not Otherwise Specified

Nong of the pediaric patients who received topiramate adjunctive therapy at 5 to 9 mg kg /day in controlled dlinical trils discantinued due fo adverse

events. In open extensions of the controlled clinical trials, approximately 9% of the 303 pediatric potients who received topiramate af dosages up fo

30 my,/ky/doy disconfinued due 1o udverse events. Adverse events ossocioted with discontinuing theropy included oggrovated convolsions (2.3%),

lenguage problems (1.3%), and difficulty with concentration /attention (1.3%).

In adult and pediatric patients, nephrolithiasis wos reported rarely. isolated coses of thromboembolic events have alsa been reported; o causal ossociation

with the drug hos not been established.

When the sofety experience of potients receiving TOPAMAX topiramate os adjunctive therapy in both double-blind and open-abel triols (1,446 adults

ond 303 children) wos onalyzed, o sinmilor ponem of odverse events emerged.
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iorely supportive.
Hemodialysis is an effective means of removing topiramate from the body. However, in the few cases of acute averdosoge reported, induding doses of
over 20 g in one individual, hemodiolysis has not been necessary.

DOSAGE AND ADMINISTRATION

General TOPAMAX Tablets or Sprinkle Capsules can be faken without regard to meals, Tablets should not be broken. TOPAMAX Sprinkle Capsules may be
swallowed whole or may be admiristered by corefully opening the copsule and sprinkling the enfire contents on o small amount (reaspoon) of soft food.
This drug,/food mixture should be swollowed immediately and not chewed. It should not be stored for future use. The sprinkle formulation is provided for
those patients who cannot swallow tablefs, ¢.9. pediotric and the elderly.

Adults {Age 17 vears and older) It is recommended that TOPAMAX fopiramate as adjunctive therapy be initiated at 5O mg/day, followed by firation
as needed and toleroted to an effective dose. At weekly infervals, the dose may be incraased by 50 mg,/doy and taken in two divided doses. Some patients
oy benefit from fowsr inticl doses, e.g. 25 mg ond/or o slower firetion schedule. Some pafients may achieve efficacy with oncecdoy dosing,

The recommended tofal daly maintenance dose is 200 mg-400 mg/day in two divided doses. Doses above 400 mg,/day have nat begn shown to improve
responses and have been associated with o greater incidence of adverse events. The moximum recommended dose is 800 mg,/day. Daily doses above 1,600
mg have nof been studied.

Children (Ages 2-16 years) It is recommended thot TOPAMAX topiramte os odjunctive therapy be iniiated of 25 mg (or less, bused on a range of 1 to
3 moy/kg/day) wightly for the first week foflowed by titrotion o5 needed and soleroted to on effective dose. The dosage should then be increased of 1- of
Z-week infervals by increments of 1 to 3 mg/kg/day (odministered in two divided doses). Some patients may benefit from lower iitial doses and /or o
slower tifrafion schedule.

The ded totol daily

shudied and were generally well toleroted.
Geriatrics

See PRECAUTIONS section.
Patients with Renal Impairment

I renally impaired subjects (creatinine clearance less than 70 mL/min/1.73m?), one-haf of the usul adult dose is recommended. Such patients will require
o longer fime to reach steady-stafe at each dose.

Patients Undergoing Hemodialysis

Tapiramate is cleored by hemodialysis at a rafe that is 4 to 6 fimes greater than o normal individual. Accordingly, a profonged period of diolysis may couse
fopiromate concentration %o fall below that required to maintain on onfiseizure effect. To avoid rapid drops in topirumate plasma concentration during
hemodialysis a supplemental dose of topiramate may be required. The actuol adjustment should take into account 1) the duration of dialysis, 2) the decrance
rate of the dialysis system being used, and 3) the effective renal clearance of topiramate in the patient being dialyzed.

Patients with Hepatic Diseuse

n hepatically impaired patients, topiromate plosma concentrations are increased approximately 30%. This moderate increase is not considered fo warrant
adjustment of the topiramate dosing regimen. Inifiate topiramate therapy with the same dose and regimen as for pafients with normal hepaic function, The
dose fifration in these patients should be guided by clinical autcome, i.e. seizure control, and ovoidunce of adverse effects. Such potients will require  longer
fime fo reach steady-sfote at each dose.

dose is

ly 5 109 mg/kg/day in two divided doses. Daily doses up to 30 mg/kg/doy have besn

AVAILABILITY OF DOSAGE FORMS

TOPAMAX topiramote is available as embassed tablets in the following strengths os described below:
25mg:  white, round, coated tablets containing 25 mg topiromate.

100 mg: yellow, round, coated tablets containing 100 wg topiramate.

200 mg:  salmon-coloured, round, cooted tablets containing 200 mg topiramate.

TOPAMAX topiramate Sprinkle Capsules contain small white o off-white spheres, The gelatin capsules are white and clear. They are marked as Tollows:
15mg:  “TOP" and "15 mg” on the side.
25mg  "TOP" and "25 mg" on the side.

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

TOPAMAX is o Schedule F Drug.

Product Monograph availuble to physicicns and pharmecists upon request.
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What if

one day NEXt
week you

Speak?

Or maybe you couldnt walk. Or your vision was blurred. That's what it’s like to live with multiple sclerosis,

an unpredictable disease of the central nervous system. Things you take for granted can become impossible
and you don't know when or where or if it will strike again. But the research and services programs of

the Multiple Sclerosis Society of Canada are providing some answers. Mu“ﬂiple sclerosis

With your help, we can connect with a cure. 1-800-268-7582 Society of Canada
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“DID IT MAKE A DIFFERENCE TO THE PEOPLE THAT
‘DOCTORS WITHOUT BORDERS’ WAS THERE?
FOR ME, THE ANSWER IS YES.”

SIDNE MADDISON, NURSE FROM BRANTFORD, ONT BOSNIA & CROATIA

octors Without Borders Canada volunteers run hospitals, every dollar donated to Doctors Without Borders Canada is used

set-up feeding stations for starving children, perform to buy supplies and materials for emergency field missions.

emergency surgery, train local health care personnel, Doctors Without Borders Canada is the Canadian partner of
manage massive vaccination campaigns and much more. They Médecins Sans Frontiéres /[ Doctors Without Borders, the world's
work in areas of the world where the health care system has largest independent charitable emergency medical aid organization.
broken down or is non-existent, in areas of immense poverty, in It is a registered Canadian charity, # 0800516-11.

the midst of war and violence,

Your support will keep these volunteers where they are so
desperately needed. Please donate to Doctors Without Borders
Canada today. é

Through a special arrangement with our international partners,
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MEDECINS SANS FRONTIERES
DOCTORS WITHOUT BORDERS

CANADA

355 ADELAIDE ST. W., SUITE 5B, TORONTO, ONTARIO, CANADA M5V

2000 International Neuro-ophthalmology

Society Meeting

SEPTEMBER 10-14, 2000 TORONTO, ONTARIO, CANADA

Deadline for early registration: May 31, 2000 = Abstract submission deadline: April 21, 2000

For further information, please contact The Rocky Mountain Satellite Meeting will take
Venue West Conference Services Ltd. place from September 15-17, 2000 in Banff,
#645 - 375 Water Street, Vancouver, BC, V6B 5C6 Canada Alberta, Canada. This Meeting is available to
Tel: (604) 681-5226  Fax: (604) 681-2503 registrants of INOS 2000. Space is limited
Email: congress@venuewest.com and on a first come-first serve basis.
Website: www.venuewest.com/finos 2000

Regsitration and abstracts forms may
be dowlpaded from our website

Feel free to visit our website:

www.venuewest.com/inos2000
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"Zanaflex:

(tizanidine hydrochloride)

Zanaflex®
(tizanidine HCI)
equivalent to 4 mg tizanidine
Antispastic Agent
PRODUCT MONOGRAPH
CLINICAL PHARMACOLOGY
MECHANISM OF ACTION .23
Tizanidine is an agonist at ap-adrenergic receptor sites and presumably reduces spasticity by
increasing presynaptic inhibition of motor neurons. In animal models, tizanidine has no direct
effect on skeletal muscle fibers or the neuromuscular junction, and no major effect on
monosynaptic 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 aj-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 Crax Dy 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 bioavailability of
tizanidine is approximately 40% (CV = 24%), due to extensive first-pass metabolism in the
liver; approximately 5% 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 Lkg
(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 Eharmacokinetic study was conducted to investigate age effects. Cross
study comparison of pharmacokinetic data, following single dose administration of 6 mg
Zanaflex® (tizanidine HC) 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 HC) 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.
Response was assessed by physical examination; muscle tone was rated on a 5 point scale
(Ashworth score), with a score 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 considerable 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 treatment. A statistically significant
reduction of the Ashworth score for Zanaflex compared to placebo was detected at 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 6 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
occurring in each group.
In a multiple dose study, 118 patients with spasticity secondary to spinal cord injury were
randomized to either ﬁlacebo or Zanaflex.> Steps similar to those taken in the first study were
employed to ensure the 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)
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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 morning and afternoon and 16 mg given at
night). Patients were then maintained on their maximally tolerated dose for 4 additional
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 living. 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 multiple 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 daigl iven in three equal doses. Patients were then
maintained on their maximally tolerated dose 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-specitied 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 HCI) is contraindicated in patients with known hypersensitivity to Zanaflex or
its ingredients.
WARNINGS
HYPOTENSION
Tizanidine HCl is an az-adrenergic agonist (like clonidine) and can produce hypotension. In a
single dose study where blood pressure was monitored closely after dosing, two-thirds of
Eatients 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 rarel{ syncope. The hypotensive effect is dose related and has been
measured following single 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 ay-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 é months) and per’»odica\C\}( 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% oFthese 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 dasing. The effect Eeaked 1.5 hours following dosing. Of the
?atients who received a single dose of 16 mg, 51% continued to report drowsiness 6 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
f::st wegk of titration and then remained stable {;r the duration of the maintenance phase of
the study.

A-40


https://doi.org/10.1017/S0317167100050095

https://doi.org/10.1017/50317167100050095 Published online by Cambridge University Press

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.
LUMITED 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-controlled 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 mL/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 Tn, of acetaminophen by 16 minutes.
Acetaminophen did not affect the pharmacokinetics of Zanaflex.
Alcohol: Alcohol increased the AUC of Zanaflex by apzfroximately 20% while also increasing
its Crax by approximately 15%. This was associated with an increase in side effects of
Zanatlex. 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 antihypertensive medications in 30 patients. The addition of Zanaflex to
antih?lpertensive therapy was associated with a 20-30% increase in the incidence of clinically
significant decreases in systolic or diastolic blood Eressure 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 Zanaflex 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 possibility 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 placebo. Adverse events, including severe adverse events, were
more frequently reported witﬁ 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 cﬁﬂen 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 group 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
utl 7 10
Infection 5 6
Constipation 1 4
Liver function tests abnormal <1 3
Vomiting 0 3
Speech disorder 0 3
Amblyopia (blurred vision) <1 3
Urinary Eequency 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
oceurrence 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 =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
controlled 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 o?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 1/100 patients (onlﬁ those not already listed in the tabulated results
from placebo-controlled studies appear in this listing); infrequent adverse events are those
occurring in 17100 to 1/1000 patients.
Boby 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, dyspepsia; Infrequent: dysphagia,
cholelithiasis, fecal impaction, flatulence, gastrointestinar 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.
MeTaBOLIC AND NUTRTIONAL SYSTEM: Infrequent: edema, hypothyroidism, weight loss; Rare:
adrenal cortex insufficiency, hyperglycemia, hypokalemia, ﬁyponatremia, hypoproteinemia,
respiratory acidosis.
MUSCULOSKELETAL SYSTEM: Frequent: myasthenia, back pain; Infrequent: pathological fracture,
arthralgia, arthritis, bursitis.

Continued on page 45
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(Rivastigmine as the Hydrogen Tarrate Sai (rivastigmine)

Capsules - 1,5 mg, 3 mg, 4.5 mg, 6 mg
PHARMACOLOGICAL CLASSIFICATION
Cholinesterase Inhibitor

ACTIONS AND CLINICAL PHARMACOLOGY
Pathological changes in Dementia of the Alzheimer type involve cholinergic neuronal pathways that project
from the basal forebrain to the cerebral cortex and hippocampus. A decrease in the function of these
cholinergic pathways has been proposed to account for some of the clinical manifestations of dementia.
Rivastigmine, a reversible cholinesterase inhibitor of the carbamate-type, is thought to enhance cholinergic
nen.lrotransmmsﬁun by s]owmg the degradation of acetylcholine released by cholinergic neurons through the
of acetylcholi If this prop mechanism of action is correct, rivastigmine’s effect may
lessen as the disease process advances and fewer cholinergic neurons remain functionally intact.There is no
evidence thal rivastigmine alters the course of the underlying dementing process.
Clinical Pharmacokinetics
Absorption: Rivastigmine is well absorbed and peak plasma concentrations (Co) are reached in
approximately 1 hour. A doubling of the dose within the recommended dose range yields an increase in
bioavalability 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 {li ) of rivastigmine is about 1 to 2 hours in both the young and elderly. Plasma clearance is
dose dependent and is approximately 1 Uh/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 (Tay) of fvastigmine was delayed by 90 min, and Ca was lowered while the AUC,. was
Increased by approximately 25%.
Distribution: Rivastigmine is approximately 40% bound to plasma proteins over a concentration range of
1-400 ng/mL. Rivastigmine distributes equally between blood and plasma with a blood-to-plasma
partition ratio of 0.9 at concentrations 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 AUCs..z ratio of CSF/plasma averaged 40 = 0.5% following 1-6 mg bid doses.
Metabolism: Rivastigmine is subject to first pass clearance and is rapidly and extensively metabolised,
primarily via esterase-, including acetylcholinesterase-, mediated hydrolysis to a decarbamytated phenolic
metabolite. in vitro preclinical studies suggest that the decarbamylated phenclic metabolite has
approximately 10% the activity of the parent compound. The plasma half-lite of the decarbamylated
phenolic metabolite ranges from 2.5 to 4 hours. Additional metabolites include a sulphate conjugate, a
demethylated sulfate conjugate and several unidentified minor metabolites. The pharmacokinetics of
rivastigmine in patients with butyrylcholinesterase enzyme deficiency are unknown (see PRECAUTIONS:
Genetic Polymorphism). Evidence from fn witro studies suggest that the major cytochrome P450 isozymes
are minimally involved in rivastigmine metabolism (see PRECAUTIONS: Drug-Drug Interactions).
Ri ine inhibits fcholi (ACHE) and butyrylcholinesterase (BChE) activity. In patients with
Alzheimer Disease sigi fic dose-dep inhibition of AChE and BChE activity were noted in cere-
brospinal fluid, with comparable maximum mean inhibition (62%). In plasma, significant inhibition of BChE

Study | (B352, USA, 26 week trial)

This trial was of 26 weeks duration and was conducted in the USA The study was subdivided into two
phases, a forced titration phase, which could last up to 12 weeks, followed by a 14 week maintenance
flexible-dose phase. A total of 699 patients were randomized to a 1-4 my daily dose (n= 233) or a 6-12 mg
daily dose (n = 231) of rivastigmine or placebo (n = 235) to be taken with food in two divided doses.
Patients in the active treatment groups must have been able to tolerate the minimum dose in their assigned
group (l.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 + 057 units). Both
rivastigmine treated groups aiso showed significant differences from placebo in ADAS-cog mean change
scores at Week 26: (1-4 mg/day: 1.66 = 0.57 units; 6-12 mg/day: 4.32 = 0.60 units). A greater treatment
effect size is noted for the 6-12 mo/day treatment. At the end of the 26-week treatment period, either no
evidence of deterioration or an improvement was observed in 27% of the placebo group, 35% (1-4 mg/day)
and 51% (6-12 mg/day) in the rivastigmine groups. The difference between the 6-12 mg/day group and the
placebo group was statistically significant. A 4-point improvement in ADAS-cog score from baseline was
observed in 6% of placebo patients, 12% (1-4 mg/day) and 23% (6-12 mg/day) of rivastigmine treated
patients at the end of the 26 week period. Statistical significance 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 to 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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activity is generally observed from 1.5 hours post-dose up to 8 hours post-dose, with a maximum
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 14C-labelled rivastigmine,
excretion of radioactivity in the urine (expressed as a percent of the administered dose) is over 90% within
24 hours. Approximately 7% of the decarbamylated phenolic metabolite is found in the urine. The sulfate
conjugates account for about 40% of the dose. Less than 1% of the administered dose is excreted in the
faeces. The 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 piasma ations of rivastigmine were i d by almost 2.5 fold and overall plasma levets
(AUC) of the decarbamylated phenolic metabolite were i d by approxi y 50% pared to

levels in age, weight, and gender matched control subjects. In this ame study, painents 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 |

Hepatic: In a single dose s1udv ol 10 sub]eﬂs with mopsy proven liver impairment (Child-Pugh score of
5-12), plasma g were i d, while that of the decarbamylated phenolic
metabolite were decreased bgr about 60% compared to an age, weight and gender matched control group.
The safety and efficacy of rivastigmine in Alzheimer Disease patients with hepatic impairment have not
been studied (see PRECAUTIONS: Hepatic Impairment).

Age: In a study in which the effect of age on the pharmacokinetics of rivastigmine was assessed, 24 healthy
male elderly (age range: 61-71 years) and 24 healthy young patients (age range: 19-40 years) received

1.0 mg or 2.5 mg single oral doses of rivastigmine under fasted conditions. Plasma concentrations of
rivastigmine exhibited a wider range of values and tended to be higher in the elderly as compared to young
subjects after the 1 mg dose. This difference was more pronounced with the higher dose (2.5 mg) at which
rivastigmine plasma concentrations were 30% greater in the elderly than in young subjects. Plasma levels
of the decarbamylated phenolic metabolite were not substantially affected by age.

Gender and Race: No specific pharmacokinetic study was conducted to investigate the effect of gender

and race on the disposition of rivastigmine. However, retrospective pharmacokinetic analyses suggest that
gender and race (Blacks, Oriental, and Caucasians) will not affect the clearance of rivastigmine.
Nicotine Use: Population PK analysis showed that nicotine use increases the oral cl of ri

Effects on PDS: The progressive deterioration scale was used as a secondary efficacy measure. At baseline,
mean PDS scores (mean + SE) were for the placebo group: 53.7 = 1.2 units; for the 1-4 mg/day group:
54.7 = 1.2 units; for the 6-12 mg/day group: 52.0 = 1.2 units. At Week 26, the placebo group declined an
average of 5.2 0.7 units, the 1-4 mg/day group declined 5.3 = 0.7 units and the 6-12 mg/day group
deteriorated minimally (1.0 = 0.8 units). The difference between the 6-12 mg/day group and the placebo
group was statistically significant.
Study Il (8303, Multinational, 26 week trial)
This trial of 26 weeks duration was a multinational study (Austria, Canada, France, Germany, Switzerland
and USA). A total of 725 patients were randomized into three different treatment arms: Placebo: n = 239;
1-4 mg/day rivastigmine: n = 243; 6-12 mg/day rivastigmine: n = 243. As in Study |, this trial was
comprised of two phases, a forced titration phase, which could last up to 12 weeks, followed by a
maintenance fiexible-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 baseling was observed in 18% of patients who received placebo,
16% (1-4 mg/day) and 27% (6-12 mg/day) of rivastigmine treated patients at Week 26. Differences between
rivastigmine (6-12 mg/day} and placebo treated groups were significant for both categorical measures.
Effects on CIBIC-Plus: At Week 26 the mean drug-placebo differences were 0.15 + 0.14 units for the
I 4 mg.fday group and 0.44 = 0.15 units for the 6-12 mg/day group. Drlfersru:as from placebo were

of the

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

Clinical Trial Data: Efficacy data for rivastigming 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 59%
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, the effectiveness of rivastigmine was evaluated using the
following criteria: for primary efficacy two measures were used, (1) the cognitive subscale of the Alzheimer
Disease Assessment Scale (ADAS-Cog), a widely used and well validated multi-item instrument which
samples cognitive domains affected by the disease and (2) the CIBIC-Plus (Clinician Interview Based
Impression of Change that required caregiver information), The CIBIC-Plus evaluates four major areas of
functioning: general, cognition, behaviour and activities of daily living. As a secondary efficacy measure, the
Progressive Deterioration Scale (PDS) was used. The PDS is a caregiver-rated evaluation which yields a
compound score derived from a visual analogue scale of 29 items conceming 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.,
All patients who were randomized dless of whether or not they were able to complete the
study. For patients unable to complete the stud; their last observation while on treatment was carried
forward and used at endpoint).

ificant anly for the 6-12 mg/day dose group. A hist:
CIBIC-Plus scores achieved at Week 26 by patients assigned to each of the three haalrnant 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 secondary efficacy measure. At baseline,
mean PDS scores (mean + SE) were for the placebo group: 54.8 + 1.3 units; for the 1-4 mg/day group:

53.8 + 1.3 units; for the 6-12 mg/day group: 55.2 + 1.2 units. At Week 26, while the placebo group declined
an average of 2.2 + 0.9 units and the 1-4 mg/day group deteriorated by 3.3 + 0.9 units, the 6-12 mg/day
group improved by 0.5 + 1.0 units, which was a statistically significant difference. The 6-12 mg/day group
was statistically significantly superior to placebo as well as the lower dose range.

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

INDIGATIONS AND CLINICAL USE

EXELON (rivastigmine as the hydrogen tartrate salt) is indicated for the symptomatic treatment of patients
with mild to moderate dementia of the Alzheimer type. EXELON has not been studied in controlled
clinical trials for longer than 6 months. EXELON capsules shoutd only be prescribed by (ar following
consultation with) clinicians who are experie d in the di is and t of Aizheimer Disease.
CONTRAINDICATIONS

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

WARNINGS

EXELON (rivastigmine as the hydrogen tartrate salt) as a cholinesterase inhibitor, is likely to
exaggerate succinylcholine-type muscle relaxation during anesthesia.
Neurological Conditions: Seizures: In placebo controlled clinical trials with EXELON cases of seizures were
reported. Cholinomimetics are believed to have some potential to cause generalized convulsions. However,
seizure activity also may be a manifestation of Alzheimer Disease. The risk/benefit of EXELON treatment
for patients with a history of seizure disorder must therefore be carefully evatuated. EXELON has not been
studied in patients with moderately severe or severe Alzheimer Disease, nan-Alzheimer dementias or
individuals with Parkinsonian features. The efficacy and safety of EXELON in these patient poputations 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 Gonditions: Because of their pharmacological action, cholinomimetics may have vagotonic
effects on heart rate (e.g., bradycardia). The potential for this action may be particularly important to patients
with “sick sinus syndrome” or other supraventricular cardiac conduction conditions. In clinical trials patients
with serious cardiovascular disease were excluded. Caution should therefore be exercised in treating
patients with active coronary artery disease or congestive heart failure. Syncopal episodes have been
reported in association with the use of EXELON. It is recommended that EXELON not be used in patients with
cardiac conduction abnormalities {except for right bundie branch block) including “sick sinus syndrome”
and those with unexplained syncopal episodes.
Gastrointestinal Gonditions: Through their primary action, cholinesterase inhibitors may be expected to
increase gastric acid secretion due to increased cholinergic activity. Therefore, patients should be monitored
for symptoms of active or occult gastrointestinal bleeding, especially those at increased risk for developing
ulcers, e.g., those with a history of ulcer disease or those receiving concurrent nonsteroidal anti-inflamma-
tory drugs (NSAIDS). In controlled clinical studies with EXELON, patients with a past history (last 2 years)
of peptic ulceration and chronic diseases of the gastrointestinal tract were excluded. in the trial population
who received EXELON there was no significant increase, relative to placebo, in the incidence of peptic ulcer
disease. The incidence of GI hemorrhage, in controlled clinical trials was <1% {n = 6/1923) for EXELON and
0% (n =0/868} for placebo. EXELON, as a predictable consequence of its pharmacological properties, has
been shown to produce nausea, vomiting and diarrhea. These effects appear more frequently at higher
doses (see ADVERSE REACTIONS section), with nausea and vomiting being more prevalent in women.
Females are more sensitive to the cholinergic adverse effects associated with cholinesterase inhibitors and
in general are more likely to experience nausea and vomiting than are males. In most cases these effects
were of mild to moderate intensity and transient, and they resolved during continued EXELON treatment or
upon treatment discontinuation.
Weight Loss: Cholinesterase inhibitors as well as Alzheimer Disease can be associated with significant
weight loss. In controlled clinical trials the use of EXELON was associated with weight loss. Women exposed
to doses of EXELON at the higher end of the therapeutic range (6-12 mg/day) were at greater risk for weight
loss. Approximately 24% of women on 6-12 mg/day doses of EXELON had weight loss of equal to or greater
than 7% of their baseline weight compared to 6% on placebo. For males, 16% (6-12 mg/day} experienced
a similar degree of weight loss compared to 4% on placebo. Where weight loss may be of clinical concern,
body weight should be monitored.
Genitourinary: Although not reported in clinical trials of EXELON, cholinomimetics may cause bladder
spasm.
PRECAUTIONS
Concomitant use with other drugs:
Use with Anticholinergies: Because of their mechanism of action, cholinesterase inhibitors have the
potential o 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 lar blocking agents or cholinergic agonists such as
bethanechol. Use with other Psychoactive Drugs: In controlled clinical trials with EXELON few patients
received neuroleptics, antidepressants or anticonvulsants, there is thus limited information 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 oid 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 weakness increased with dose. Dose escalation in patients >85 years
old should thus proceed with caution (see DOSAGE AND ADMINISTRATION: Special Populations).
Use in elderly patients with serious comorbid disease: There is limited information on the safety of
EXELON treatment in patients with mild to moderate Alzheimer Disease and serious comorbidity. The use
of EXELON in Alzheimer Disease patients with chronic illnesses common among the geriatric population,
shouid be considered only after careful risk/benefit assessment and include close monitoring for adverse
events. Dose escalation in this patient population should proceed with caution (see DOSAGE AND
ADMINISTRATION: Special Populations).
Renally and Hepatically Impaired Patients: There is limited information on the pharmacokinetics of
EXELON in renally and hepatically impaired patients (see Clinical Pharmacokinetics and Metabolism section).
It is therefore recommended that dose escalation with rivastigmine in renally or hepatically impaired patients
with Alzheimer Disease be undertaken with caution and under conditions of close monitoring for adverse
effects (see DOSAGE AND ADMINISTRATION: Special Populations).
Genetic Polymorphism: 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 voiunteers. No significant effects on the
pharmacokinetics of these drugs or on the metabolism of rivastigmine were observed. Similar studies in
elderly patients were not done.
Effect of EXELON on the Metabolism of Other Drugs: Rivastigmine is mainly metabolised through
hydrolysis by esterases. No in vivo studies have investigated the effects of EXELON on the clearance of
drugs metabolised by CYP450. Based on in vitro studies, no pharmacokinetic drug interactions with drugs
metabolised by the following isoenzyme systems are expected: CYP1A2, CYP2D8, CYP3A4/5 CYP2E1
CYP2C9, CYP2C8, or CYP2C19. Rivastigmine may inhibit the butyrylcholi
of other drugs (see ACTIONS AND CLINICAL PHARMACOLOGY: Clinical Phar ki

Population-pharmacokinetic analyses of a subset (n = 359; 6-12mg/day) of patients with Alzheimer
Disease in controlled clinical trials do not suggest that the administration of EXELON with some commonly
prescribed medications is associated with an alteration in the kinetics of rivastigmine, or an increased

risk of clinically relevant untoward effects. However, the number of patients who received concomitant
medications chronically was as follows: anilides (e.g. acetominophen) (10%), antacids (12%), antianginals
{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

Querall, 18% (340/1923) of patients treated with EXELON discontinued from Phase Il controlled clinicat
trials due to adverse events compared to 9% (75/868) in the placebo group. During the titration phases of
controfied clinical trials the incidence of discontinuations due to adverse events was 5% for placebo, 5% for
EXELON 1-4 mg/day and 21% for EXELON 6-12 mg/day. During the maintenance phases, 3% of patients
who received placebo, 3% of patients who received 1-4 mg/day EXELON and 6% of patients who received
EXELON 6-12 mg/day withdrew from studies due to adverse events. Female patients treated with EXELON
were approximately twice as likely to discontinue study participation due to adverse events than were male
patients (Females: 21%; Males: 12%). The most common adverse events leading to discontinuation, defined
as those occurring in at least 2% of patients and at twice the incidence seen in placebo patients, are shown
in Table 1.

Table 1. Most frequent adverse events (>2% and twice the rate in the placebo group) ieading 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)

Placebo  1-4 mg/day  6-12 mg/day Placebo  1-4 mg/day  6-12 mg/day

n=646 n=644 n=824 n=588 n=587 n=601
Allevents 5% 5% 21% 3% 3% 6%
Nausea 1% 1% 10% 0% <1% 1%
Vomiting 0% <1% 5% 0% <1% 2%
Anorexia 0% <1% 3% <1% <1% <1%
Dizziness <1% <1% 3% <1% 0% 1%
Abdominal <1% <1% 2% <1% <1% <1%
pain
Astheni 0% 0% 2% 0% 0% <1%
Fatigue <1% <1% 2% 0% 0% <1%

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

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

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

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

Titration phase (weeks 1-12) Maintenance 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% A% 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%
Astheni 2% 1% 6% 1% 2% 3%
S | 2% 4% 5% 1% 1% 1%

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

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

In an open label study involving 305 patients with Alzheimer Disease the tolerability of a 1.5 mg bid

(3 mg/day) starting dose and dose escalation of 1.5 mg bid (3 mg/day) at a minimum interval of every two
weeks were assessed. A total of 40 of these patients (13%) discontinued the study due to adverse events.
The type and incidence of common adverse events reported did not appear to differ substantially from those
noted in placebo-controlled studies.

Adverse Events Reported in Controlled Trials

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

M
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.

A-43

the incid of adverse events in the Phase Ill controlled studies. Similarly, there were too few patients
aged more than 85 years to systematically assess the effect of advanced age. Female patients were more
susceptible to nausea, vomiting, loss of appetite and weight loss.
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Table 3. Adverse events reported in controlled clinical trials in at least 2% of patients receiving
EXELON and at a higher frequency than placebo-treated patients

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

Body system/Adverse event Placebo (n=868) EXELON (n=1923}

quent: Arrhythmia, AV block, bundie branch block, cardiac arrest, extrasystoles, sick sinus syndrome,
supraventricular tachycardia, tachycardia.

Parcent of patients with any adverse event 79 87 Liver and Biliary System Disorders:
¢ Frequent: None.

Ag‘t"(’):;ir:;circer;(;:: System 1 3 Infraquanth‘:tszgrcn:::;;e"?:stlc function, cholecystitis, cholelithiasis, increased gamma-glutamyl transferase,
Body as a Whole Metabolic and Nutritional Disorders:

Fatigue 5 7 Frequent: Dehydration, hypokalemia.

Asthenia 2 5 Infrequent: Cachexia, diabetes mellitus, gout, hypercholesterolemia, hyperglycemia, hyperlipemia,

Malaise 2 4 hypogiycemia, hyponatremia, thirst.

Weight decrease <1 2 M fetat Disord.
Cardiovascular Disorders, General Frequent: Arthralgia, arthritis, back pain, bone fracture, leg cramps, leg pain, myalgia, pain.

Hypertension 2 3 Infrequent: Arthropathy, arthrosis, bone disorder, bone pain, bursitis, cramps, hernia, joint malformation,
Central and Peripheral Nervous System muscle weakness, osteoporosis, spine malformation, stiffness, tendinitis, tendon disorder, vertebral disc

Dizziness 1 19 disorder.

Headache 12 15 Myo-, Endo-, Pericardial and Valve Disorders:

Somnolence 3 5 Frequent: Angina pectoris, myocardial infarction. )

Tremor 1 3 x:freqlz;ent: Coronary artery disorder, heart sounds abnormal, myocardial ischemia.

n eoplasms:

Gastrointestinal System Frequent: Basal cell carcinoma,

Nausea 12 37 Infrequent: Bladder carcinoma, carcinoma, colon carcinoma, malignant breast neoplasm (female), malignant

Vomiting 6 3 skin neoplasm, unspecified adenocarcinoma, unspecified neoplasm.

Diarrhea o 16 Platelet, Bleeding, and Clotting Disorders:

Anorexia 3 13 Frequent: Epistaxis.

Abdominal Pain 6 " Infrequent: Hematoma, purpura, thrombocytopenia, unspecified hemorrhage.

Dyspepsia 4 8 Psychiatric Disorders:

Constipation 4 5 Frequent: Agitation, behavioral di confusion, del paranoid reaction, paroniria.

Flatulence 2 4 - Abnormal dreaming, apathy, decreased libido, delirium, dementia, depersonalization,

Eructation 1 2 emotional lability, impaired concentration, increased libido, neurosis, psychosis, sleep disorder, stress
Psychiatric Disorders reaction, suicidal ideation.

Insomnia 7 8 Red Blood Cell Disorders:

Depression 4 5 Frequent: Anemia.

Anxiety 3 4 Infrequent: Anemia By, deficiency, hypochromic anemia.

Hallucination 3 4 Reproductive Disorders (Female & Male):

Nervousness 3 4 Frequent: Prostatic disorder.

Aggressive Reaction 2 3 Infrequent: Atrophic vaginitis, breast pain (female), impotence, intermenstrual bleeding, unspecified uterine

i disorder, vaginal hemorrhage, vaginitis.

R;ﬁmir;sto "V System 3 4 Resistance Mechanism Disorders:

Dyspnea 1 2 Frequent: Infection, pneumonia, upper respiratory tract infection, urinary tract infection, viral infection.

Infr - Bacterial infection, cellulitis, cystitis, fungal infection, herpes simplex, herpes zoster, moniliasis,

Skin and Appendages onychomycosxs otits media, parasitic infection, sepsis.

Pruritus 1 2
Urinary System Frequent: Bronchms coughing, pharyngitis, sinusitis.

Unnary Incontinence 2 3 Infrequent: Abnormal chest sounds, apnea, bronchospasm, emphysema, hyperventilation, increased

ition Frequency 1 2 sputum, laryngitis, pleural effusion, pulmenary disorder, pulmonary edema, respiratory disorder, respiratory

Vision Disorders insufficiency.

Vision Abnormal 1 2 Skin and Appendages:

Other Adverse Events Observed During Clinical Trials

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

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

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-abel trials in

North America, Western Europe, Australia, South Africa and Japan were recorded as adverse events by

the clinical investigators using terminology of their own choosing. To provide an overall estimate of the

proportion of individuals having similar types of events, the events were grouped into a smaller number of

standardized categories using a modified WHO dictionary, and event frequencies were calculated across

all studies. These categories are used in the listing below. The frequencies represent the proportion of

5297 patients from these trials who experienced that event while receiving EXELON. 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 frauma, allergy, chest pain, edema, fever, hot flushes, influenza-like symptoms,

overdose, rigors.

Infrequent AIIerg|c reaction, chest pain substernal, edema periorbital, facial edema, feeling cold, halitosis,
mia, infl Y reaction ified, 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 coordlnatlon aphaSIa apra)ﬂa coma, dysphonia, hyperkinesia, hyperreflexia,

fiypertonia, h h hyp Y , involuntary muscle contractions, migraine, neuralgia,

neuropathy, nystagmus, paresis, peripheral neuropathy, speech disorder.

Collagen Disorders:

Frequent: None.

Infrequent: Rheumatoid arthritis

Endocrine System:

Frequent: None.

Infrequent: Goitre, hypothyroidism.

Gastrointestinal System:

Frequent: Fecal incontinence, gastritis, tooth disorder.

infrequent: Colitis, colorectal po!yp, diverticulitis, duodenal ulcer dysphag\a esophagms gastric ulcer,

troenteritis, hageal reflux, Gl hemorrhage, gingivitis, glossitis, h is, hernia, hiccup,

mcreased appetlte intestinal obstruction, melena, pancreatitis, peptic ulcer, rectal disorder, rectal

hemorrhage, tenesmus, tooth caries, ulcerative stomatitis.

Hearing and Vestibular Disorders:

Frequent: Tinnitus.

Infrequent: Deafness, earache, ear disorder unspecified, vestibular disorder.
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Frequent: Rash, skin disorder, skin ulceration.

Infrequent: Abscess, acne, alopecia, builous eruption, contact dermatitis, dermatitis, dry skin, eczema,
erythematous rash, furunculosis, genital pruritus, hyperkeratosis, maculo-papular rash, nail disorder, ofitis
externa, psoriaform rash, seborrhea, skin cyst, skin discoloration, skin exfoliation, skin hypertrophy, sunburn,
urticaria, verruca.

Special Senses:

Frequent: None.

Infrequent: Loss of taste, perversion of taste.

Urinary System Disorders:

Frequent: Hematuria.

Infrequent: Acute renal failure, albuminuria, dysuria, micturition disorder, micturition urgency, nocturia,
polyuria, pyuria, renal calculus, renal cyst, renal function abnormal, unspecified bladder disorder, urethral
disorder, urinary retention.
Vascular ( iac) Di

Frequent: Cerebrovascular disorder.

Infrequent: Aneurysm, circulatory disorder, hemorrhoids, intracranial hemorrhage, peripheral ischemia,
phlebitis, pulmonary embolism, thrombophlebitis deep, thrombosis, varicose vein, vascular disorder.

Vision Disorders:

Frequent: Cataract, conjunctivitis.

Infrequent: Abnormal lacrimation, blepharitis, conjunctival hemorrhage, diplopia, eye abnermality, eye pain,
glaucoma.

White Cell and Resistance Disorders:

Frequent: None.

Infrequent: Leukocytosis, lymphadenopathy.

SYMPTOMS AND TREATMENT OF OVERDOSAGE

Symptoms: Overdosage with cholinesterase inhibitors can result in cholinergic crisis characterised by
severe nausea, vomiting, salivation, sweating, bradycardia, hypotension, respiratory depression, collapse and
convulsions. Increasing muscle weakness is a possibility and may result in death if respiratory muscles are
involved.

Treatment: EXELON (rivastigmine as the hydrogen tartrate salt) has a short piasma half-life {about 1-

2 hours} and a moderate duration of cholinesterase 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 been reported with
other cholinomimetics when co-administered with quaternary anticholinergics such as glycopyrrolate. Due
to the short half-life of EXELON, dialysis (hemodialysis, peritoneal dialysis, or hemofiltration) would not be
clinically indicated in the event of an overdose. In overdoses accompanied by severe nausea and vomiting,
the use of anti ics should be considered. In a dc d case of a 46 mg overdose with EXELON, a
69 year old female patient i d vomiting, inct hypertension, psychomotor retardation and
loss of consciousness. The patient was mariaged conservatively with only supportive measures and fuily
recovered within 24 hours. Dose-related signs of toxicity in animals included lacrimation, excessive
salivation, vomiting, decreased locomotor activity, ataxia, twitches/flutters, tremors and clonic convulsions.
DOSAGE AND ADMINISTRATION

EXELON (rivastigmine as the hydrogen tanrate salt) capsules should only be prescribed by (or following
consuttation with) clinicians who are exp: d in the di is and t of Alzheimer Disease.
Adulis: The usual maintenance dose range for EXELON is 6-12 mg/day. The following dosage escalation
recommendations, derived from clinical trial data, are provided as a guide only, as individual tolerance to
dose increases will vary. The incidence of cholinergic adverse events associated with EXELON increase with
dose and are more prevalent in females (see ADVERSE REAGTIONS 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.
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Increases 10 4.5 mg bid (9 mg/day) and then 6 mg bid (12 mg/day) should also be based on good tolerability
of the current dose and should only be considered after a minimum of two weeks treatment at that dose
level, The maximum dose should not exceed 6 mg bid (12 mg/day). Following initiation of therapy or any
dosage Increase, patients should be closely monitored for adverse effects. If adverse effects {e.g. nausea,
vomiting, abdominal pain, loss of appetite) are observed during treatment, the patient should be instructed
to stop treatment for a few days and then restart at the same dose level, or lower, as clinically indicated.

if side effacts persist, the drug should be discontinued.

Special Populations: For elderly patients (>B5 years old) with low body weight (especially females) or
serious comorbid diseases (see WARNINGS and PRECAUTIONS), it is recommended to start treatment with
less frequent dosing (1.5 mg once a day) and to escalate dosage at a slower rate than for adults.
Renalty or hepatically impaired: For patients with renal or hepatic impairment (see PRECAUTIONS) it is
recommended that treatment be started with less frequent dosing (1.5 mg once a day} and that dose
escalation be slower than that recommended for adults. EXELON should be taken with food in divided doses
in the moming and evening. In a population of cognitively-impaired individuals, safe use of this and all other
medications may require supervision.

PHARMACEUTICAL INFORMATION

Trade Name: EXELON

Common Name: {S)-N-Ethyl-N-methyl-3-[1-(dimethylamino)ethyl]-phenylcarbamate hydrogen-(2R,3R)-
tartrate, also referred o as (+)(S)-N-Ethyl-3[(1-dimethyl-aminojethyl] - N-methyl-phenylcarbamate hydrog
tartrate. The optical rotation of the base is (-); the optical rotation of the (+) hydrogen tartrate salt is (+).
Structural Formula:
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Molecular Formula: CyH::N:0; hydrogen tartrate
Molecular Weight: 400.43
Description: Whita to off-white, fine crystalline powder
Melting Point: 123.0-127.0C

Solubilities: Very soluble in water, soluble in ethanol and acetonitrile, slightly soluble in n-octancl and very
slightly scluble in ethy! acetate.

pK, In n-octanol/phosphate buffer solution at pH 7: 8.85

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

AVAILABILITY OF DOSAGE FORM

EXELON {rivastigmine as the hydrogen tartrate salt} is supplied as hard-gelatin capsules containing either
1.5 mg, 3.0 mg, 4.5 mg, or 6.0 mg of rivastigmine base.

The 1.5 mg capsules are yellow, The strength (1.5 mg) and "EXELON" are printed in red on the body of the
capsule. Available in bottles of 60.

The 3.0 mg capsules are orange, The strength (3 mg) and "EXELON" are printed in red on the body of the
capsule, Avaitable in botties 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 botties of 60.

Product Monograph available on request.

*Registered trademark EXE-00-06-4980E
Member
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NEervows SysTEM: 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.

SKIN AND APPENDAGES: Frequent: rash, sweating, skin ulcer; Infrequent: pruritus, dry skin, acne,

alopecia, urticania; Rare: exfoliative dennatiti:%mpes simplex, herpes zoster, skin carcinoma.

SeeciaL Senses: Infrequent: ear pain, tinnitus, deafness, glaucoma, conjunctivitis, eye pain, optic

neuritis, otitis media, retinal hemorrhage, visual field defect; Rare: iritis, keratitis, optic atrophy.

UroGeniTaL SvsTem: Infrequent: urinary urgency, cystitis, menorrhagia, pyelonephritis, urinary

retention, kidney calculus, uterine fibroids enlarged, vaginal meniliasis, vaginitis; Rare:

albuminuria, glycosuria, hematuria, metrorrhagia.

SYMPTOMS AND TREATMENT OF OVERDOSAGE

One significant overdosage of Zanaflex (tizanidine HCI) has been reported. Antempted

suicide%y 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

conceming 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

zrastu:nty for a period of several hours. The effect peaks at approximately 1 to 2 hours and
issipates between 3 to 6 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.

Allhouﬁ;h single doses of less than 8 mg have not been demonstrated to be effective in

controlled 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 6 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, singsle. 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-imidazolin-2-ylamine)-2,1,3-benzothicdiazole hydrachloride

Molecular formula: CaHgClaMsS

Structural formula:

=\
~./
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HK.

Molecular weight: 290.2

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

pK, value: 7.35 determined potentiometrically

pH:43-53

Partition coefficient: 3.6:1

Melting point: 288 - 290°C

COMPOSITION

Zanaflex (tizanidine HCI) tablets are composed of the active ingredient, tizanidine
hydrochlaride (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 praduct should be stored at 15-30°C (58-B46°F). Dispense in containers with child resistant
closure.

AVAILABILITY OF DOSAGE FORMS

Zanaflex is sugplied 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(5uppl 9):553-559. 4. Coward DM.
Tizanidine: Neuropharmacology and Mechanism of Action. Neurology 1994;44(Suppl
9):56-511. 5. Zanaflex Product Monograph.

Full Product Monograph available upon request.

DRAXIS

Zanaf/e

(tizanidine hydroc! Woride)

Relief. Strength. Flexibility.
DRAXIS HEALTH INC.

6870 Goreway Drive,
Mississauga, Ontario L4V 1P1

®Zanaflex is a registered trademark of Elan Pharmaceuticals Inc.
DRAXIS HEALTH INC. is the Canadian distributor of Zanaflex.

See page A-3
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Lamictal s

| Do not exceed the recommended initial initial dose and subsequent dose escalations of LAMICTAL. More rapid
initial titration has been iated with an | d incid of serious dermatological reactions
(see WARNINGS),

wmtmm 100.ard150mgTablati:5rngCl'm@ble‘DﬁpuﬂﬂeTM}

L&MTAL{Immmgns}sudmgolﬂ'-e yiriazine class, chemicall 1o existing jc drugs

Elderty: The phammacokinetics of lamatrigine in 12 healthy elderly volunteers (265 years) who each received a single
oral dose of LAMICTAL (150 mg) was not different from the one in healthy young volunteers. (However, see
EEECMQ&BUNMMMWW)
p The p kinetics of a single oral dose of LAMICTAL (100 mg) was evaluated in
12mmmwmmmmmmsmm:mmmmm
iepileptic drugs. In this study, the elimination half-ife of unchanged lamotrigine was prolonged (by an average of
63%) relative to individuals with normal renal function (see PRECAUTIONS, Renal failure and DOSAGE

: In six hemodialysis patients, the elimi half-ife of unchanged lamolrigine was doubled off
mwmwm%mmmwmmmmwm

AED). Lamotrigine is thought 1o act at voltage-sensitive sodium channels to siabiize newronal membranes and
inhibit the release of excitatory amino acid neurotransmitters (e.g., glutamate, aspartate) that are thought to play a role
in the generation and spread of eplleptic seizures,

Ciinical trials

In adut placebo-controlled clinical studies, LAMICTAL has been shown to be effective in reducing seizure frequency
and the number of days with seizures when added to existing antiepileptic drug therapy in adult patients with partial
seizures, with or without tonic-clonic seizures, that are not satisfactorily controlled.
mmawa@mwmmmmnmwmmmm
Gastmlwndme A significant reduction in major motor seizures, drop attacks, and tonic-clonic seizures was seen
d with placebo treated patients. Improvements in cognitive skills (speech,
mmmalmrrmmon alertness, attention, intellectual capacity), behaviour, and fine coordination have been seen
with lamolrigine treatment in these pafients.
Smﬁeshwahobenwﬂumﬁwmhmwnum@ynamﬂmtmm}mwdwm
epilepsy (partial seizures, with or without d N of prmary tonic-clonic). Results have
shown comparable efficacy (time to first seizure, mmfrequsncy percentage of patients selzure-free) with fewer
side effects than cumently approved therapies,

Cimlcal trials have also demonsirated that adult pallanls (any seizure type) can be converted to lamotrigine

y from polyth with si ients maintaining or improving seizure control, Efficacy
mmwumwmmm(wmszm:
Pharmacokinetics

Adults: LAMICTAL is rapidly and completely absorbed following oral admini g peak plasma
mmmumamrrm;mmm\mmmmdmw herawofabswﬁomsshm
reduced, but the extent remains unchanged. Following single LAMICTAL doses of 50-400 mg, peak plasma
concentration (Cray=0.6-4.6 pg/mL) and the area under the plasma concentration-versus-time curve (AUC=29.9-
211 hpg/ml) increase linearly with dose. The time-to-peak concentration, elimination haif-ife: (14;), and volume of
distribution (VdF) are independent of dose. The ty, averages 33 hours after single doses and VdF ranges from 0.9 1o
1.4 Likg. Following repeated dosing in healthy volunteers for 14 days, the ty, decreased by an average of 26% (mean
MMIkd54MJMMM1WWdeMhaMMM
healthy were istered both oral and i doses of lamotrigine, the absolute bioavailabiiity of
oral lamotrigine was 88%.
Lanmlngmersappronmmely 55% bound to human plasma proteins. This binding is unaffected by therapeutic
bital or valproic acid. Lamotrigine does not displace other antiepileptic drugs
(carbamazepine, phanmn phencbam«anfmmwenbnchgslss
mﬂwlmsmmmmlnm1wmwmmmw ﬂnemwmubolrlelsm

t: The pharmacokinetics of lamotrigine in patients with impaired liver function has not

beenmmd.
Gilbert's syndrome: Gilberts synd pathi jugated hyperbil ia) does not appear 1o affect the
phamacokinetic profile of lamotrigine.
mﬂapimd'uga hpahuﬂswﬁ’lﬂm mmmmdmmﬂmm
inducing AEDs (pheny epine, p or p I the mean lamotrigine ty, to
13mcomummammammcmmmmm ignificantly i ty and o the
of I whereas i ammmofLAMlCTﬂLmvabmaddphs

enzyme-inducing
rt!;EDstafln|:|u'|:;ltmgt up to approximately 27 hours. Chronic administration of acetaminophen was shown 1o slightly
mht‘,mmmmdammaw The key lamotrigine parameters for adult
patients and healthy volunteers are summarized in Table 1, and for pediatric patients in Table 2.

INDICATIONS AND CLINICAL USE
LAMICTAL (lamotrigine) is i d: as adj therapy for the management of adult patients with epilepsy who
are not satistactorily lled by tional therapy; for use as monotherapy in aduls following withdrawal of
concomitant ic drugs; as adjunctive therapy for the management of the seizures associated with Lennox-
Gastaut syndrome in pediatric and aduft patients.

CONTRAINDICATIONS

LAMICTAL (lamotrigine) is contraindicated in patients with known hypersensitivity to lamotrigine or to any components
of the formulation.

WARNINGS

SERIOUS RASHES ASSOCIATED WITH HOSPITALIZATION HAVE OCCURRED WITH THE USE OF LAMICTAL
{lamotriging). THE INCIDENCE OF THESE RASHES IN CLINICAL TRIALS WAS 1% (1/100) IN PEDIATRIC
PATIENTS (AGE <16 YEARS) AND 0.3% (31000) IN ADULTS. THE INCIDENCE OF SERIOUS RASH
REPORTED AS STEVENS-JOHNSON SYNDROME (SJS) IN CLINICAL TRIALS WAS 0.5% (1/200) IN PEDIATRIC
PATIENTS AND 0.1% (1/1000) IN ADULTS. IN WORLDWIDE POSTMARKETING EXPERIENCE, RARE CASES
OF TOXIC EPIDERMAL NECROLYSIS ANDIOR DEATH ASSOCIATED WITH RASH HAVE BEEN REPORTED,
BUT THEIR NUMBERS ARE TOO FEW TO PERMIT A PRECISE ESTIMATE OF THE RATE.

A HIGHER INCIDENCE OF SERIOUS DERMATOLOGIC EVENTS (see PRECAUTIONS, Skin-related events,
Tables 3 and 4; see also I HAS BEEN ASSOCIATED WITH MORE RAPID
INITIAL TITRATION (EXCEEDING THE RECOMMENDED INITIAL DOSE OR EXCEEDING THE RECOMMENDED
DOSE ESCALATION) AND USE OF CONCOMITANT VALPROIC ACID. NEARLY ALL CASES OF RASH
ASSOCIATED WITH LAMICTAL HAVE OCCURRED WITHIN 2 TO 8 WEEKS OF TREATMENT INITIATION.
HOWEVER, ISOLATED CASES HAVE BEEN REPORTED AFTER PROLONGED TREATMENT
(e.g., 6 MONTHS). ACCORDINGLY, DURATION OF THERAPY CANNOT BE RELIED UPON AS A MEANS TO
PREDICT THE POTENTIAL RISK SIGNALLED BY THE FIRST APPEARANCE OF A RASH.

inactive 2-N-glucuronide con]ugale that can be h i by B-gh PP 70% of an oral ALTHOUGH BENIGN RASHES ALSO OCCUR WITH LAMICTAL, IT IS NOT POSSIBLE TO PREDICT RELIABLY
LAMICTAL dosa is d in urine as this metab WHICH RASHES WILL PROVE TO BE LIFE-THREATENING. ACCORDINGLY, ALL PATIENTS WHO DEVELOP
RASH SHOULD BE PROMPTLY EVALUATED AND LAMICTAL WITHDRAWN IMMEDIATELY, UNLESS THE
Table1  Mean pharmacoldnetic parameters in adult patients with epilepsy or healthy volunteers RASH IS CLEARLY NOT DRUG RELATED.
Hoty/ young vohsmssers Fubionts Wil Smecey Tabled  Effect of concomitant AEDs on rash associated with LAMICTAL in ail adult controlled and
LAMICTAL | LAMICTAL | LAMICTAL | LAMICTAL | LAMICTAL | LAMICTAL uncontrolled clinical trials regardless of dosing escalation scheme
administered +Valproic | +Enzyme- | +Valproic |+Valproic acid
mﬁ inducing acid +Enzyme- AED group Total All rashes Withdrawal | Hospitalization
AEDs inducing patient duetorash | inassociation
AEDs number with rash
Trmax Single dose 18 23 48 38 Enzyme-inducing AEDs* 1788 9.2% 18% 0.1%
(hrs) ) (025-12 ot | (1040 {055.0) (1.8-84) (1.0:10.0) Enzyme-inducing AEDs + VPA 318 8.8 35% 0%
oz Io;q_ 0) (0_;_35} {U?E-g%] L i Vp‘\tﬂnﬂmﬂ&mﬂ AEDs? 159 20.8% 11.9% 25%
b, o {14%30: (31435&6} (51334; :ausggsa) (11?2?521 8) > ’ . il =
Mutpledose | 254 | = 703 126 ND D kil s rmplhmsasgd st sk s AR
(11.661.6) | (41. s\na 5 | (75231) s atityia-tkey 9
Plasma Single dose 0.44 1.10 028 053 Table 4  Effect of the initial daily dose’ dm&hmdeMmh
(mhhin!@) Ml dous [&102%10} (0. 164-% 42} (0511221.22} :a.1§g.401 (02"::‘-5.04) incidence of rash leading to withdrawal of treatment in adult add-on clinical trials
m }
(026115) | (012039) | (066-182) AEDgroup | Enzymednducing AEDs! | Enzymednducing VoG AEber
vmmammmm:mmmsmumm:mm ND=Not done LAMICTAL Total Percentage Total Total Percentage
¥ Range of indvidual values across studies average patient of patients patient m patient m
Pediatrics: Lamotigine was rapidly absotbed in chien, with  Tygy fanging from 1 1 6 hours. The mean VAF of [ dallydose(mg)| number | withdrawn | number | withdrawn | number
lamotigine in chidren aged 5 10 11 years (1.3 10 1.4 Lg) was simiar to thal seen in aduls (0.9 10 1.4 kg) but was = g gg B . = I;?
larger in younger chidren (1.8 to 2.3 Likg). As with adults, the elimination of lamotrigine in pediatric patients was 5 182 11 11 09 a5 57
similarly affected by concomitant AEDs. While the CLIF was higher and ty, was shorter in younger children than in 100 993 14 179 45 15 40.0
older children, the mean CLIF was higher and mean ty, was shorter in both pediatric groups than in adults. Population 2125 801 28 1 182 0 0.0
analysis results showed that the estimated apparent plasma clearances in patients aged 13 to 18 years were similar to
those found in adult patients. 'Wﬂmm‘ y )
Table2  Mean pharmacokinetic parameters in pediatric patients with epilepsy ;ﬁc‘?s ;'ﬂ;’c.'f:. AEDs nckdo S = kb endig
Pediatric study Number Tenax ‘ 4 CLF Hypersensitivity reactions: nnshmsajsobeenreponedaspanofa persensit d d with a
population of subject (h o (mL/mirvkg) variable pattem of sy hy, facial oedema and abnomalities of the
10 months to 5.3 years of age hloodm'diwThesyrﬂmshmammddmmlsewmymdmywmmmm
Patients taking 10 30 77 362 |n1ravascular coagulation (DIC) and muITJolgan failure. It is important to note that early manifestations of
EIAEDs (1.0-59) (57-114) (2.44-5.28) e ity (e.g., fever, lymphad ) may be present even though rash is not evident. If such signs and
Patients taking AEDs ¥ 52 18.0 12 symptoms are present, mmmmmmmwwwmﬂmﬂmm
with no known effect on (296.1) (129-27.1) (0.75-2.42) astiology cannot be established.
:ug—m:h;qdmg:rmes 55 pr T Prior to initiation of treatment with LAMICTAL, the patient should be instructed that a rash or other signs or
‘atients taking VPA only 8 . symptoms of hypersensitivity (e.g., mwmmammwmmmm
(1060) | (295525 0230.77) patient should report any such to a phy y
5to 11 years of age PRECAUTIONS
Patients taking EIAEDs 7 1.6 7.0 2.54 Drug discontinuation
{1.0-3.0) (3.89.8) (1.35-5.58) Abrupt discontinuation of any antiepileptic drug (AED) in a responsive patient with epilepsy may provoke rebound
Patients taking EIAEDs 8 33 191 0.89 seizures. In general, withdrawal of an AED should be gradual to minimize this risk. Unless safety concems (i.e., rash)
plus VPA (1.0-6.4) (7.031.2) (0.39-1.93) require a more rapid withdrawal, the dose of LAMICTAL (lamotrigine) should be tapered over a period of at least two
Patients taking VPA only” 3 45 554 0.31 weeks (see DOSAGE AND ADMINISTRATION).
(3.060) (243737 (0.20-0.54) Occupational hazards
1310 18 years of age Patients with uncontrolled epilepsy should not drive or handle potentially dangerous machinery. During clinical trials,
Patients taking EIAEDs 11 + 1 13 common adverse effects included dizziness, ataxia, drowsiness, diplopia, and blurred vision. Patients should be
Patients TAEDs plus VPA advised 1o refrain from activiies g mental al or physical coordi until they are sure that LAMICTAL
Skin-related events
* Two subjects were included in the calculation for mean Tmax. EIAEDs=Enzyme-inducing antiepileptic dnugs; In adult i studies of ,' i therapy, the incidence of rash (usually maculopapular andior
Parametar not estmated, VPA=Valproic acid eryth ) in patients g LAMICTAL w-as 10% compared with 5% in placebo patients. The rash usually
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occurred within the first six weeks of therapy and resolved during continued administration of LAMICTAL. LAMICTAL
was discontinued because of rash in 1.1% of adult patients in controlled studies and 3.8% of ali patients in all studies.
The rate of rash-related withdrawal in clinical studies was higher with more rapid initial titration dosing and in patients
receiving concomitant valproic acid (VPA), particutarly in the absence of enzyme-inducing AEDs (see Tables 3 and 4;
see also WARNINGS and DOSAGE AND ADMINISTRATION).

Increased incidence of rash-related withdrawal was seen when initial doses were higher and fitration more rapid than
recommended under DOSAGE AND ADMINISTRATION.

Drug Interactions

Antiepileptic drugs (AEDs): Lamotrigine does not affect the plasma concentrations of concomitantly administered
enzyme-inducing AEDs. Antiepileptic drugs that induce hepatic drug-metabolizing enzymes {phenytoin,
carbamazepine, phenobarbital, primidone) increase the plasma clearance and reduce the elimination half-life of
lamotrigine (see ACTION AND CLINICAL PHARMACQLOGY).

Valproic acid reduces the plasma clearance and prolongs the elimination half-ife of lamotrigine (see ACTION AND
CLINICAL, PHARMACOLOGY). When LAMICTAL was administered to 18 healthy volunteers already receiving
valproic acid, a modest decrease (25% on average} in the trough steady-state valproic acid plasma concentrations
was observed over a 3-week period, followed by stabilization. However, the addition of LAMICTAL did not affect the
plasma concentration of valproic acid in patients receiving enzyme-inducing AEDs in combination with valproic acid,
See also PRECAUTIONS, Skin-related events.

The net effects of co-administration of LAMICTAL with phenytoin, carbamazepine or valproic acid are summarized
inTable 5.

Table5  Summary of AED interactions with LAMICTAL

AED AED plasma concentration Lamotrigine plasma concentration
with adjunctive LAMICTAL* with adjunctive AEDs

Phenytoin (PHT) No significant effect J.50%
Carbamazepine (CBZ) No significant effect 1 40%
CBZ epoxidet Conflicting data
Valproic acid (VPA) Decroased T200%
VPA + PHT and/or CBZ Not evaluated No significant effect

*From adjunctive clinical trials and volunteer studies.

Net effects were estimated by comparing the mean cl values obtained in adjunctive clinical trials and volunteer studies.

Not administered, but an active metaboiite of carbamazepine.

Oral contraceptives: In a study of 12 female volunteers, LAMICTAL did not affect plasma concentrations of

ethinyloestradiol and levonorgestrel following administration of the oral contraceptive pill. However, as with the

introduction of other chronic therapy in patients taking oraf contraceptives, the patient should be asked fo report any

change in the menstrual bleeding pattem.

Drugs depressing cardiac ducti

conduction abnormallties).

Drug/laboratory test i

laboratory tests.

Use in pedlatrics

Safety and efficacy in patients below the age of 16 years, other than those with Lennox-Gastaut syndrome, have not

been established.

Use In the elderly

The safety and efficacy of LAMICTAL in elderly patients with epilepsy have not been systematically evaluated in

clinical trials. Caution should thus be exercised in dose selection for an eiderly patient, recognizing the more fraquent

hepatic, renal, and cardiac dysfunctions and limited experience with LAMICTAL in this population.

Use In obstetrics

Pregnancy: Studies in mice, rats and rabbits given lamatrigine orally or intravenously revealed no evidence of

teratogenicity; however, matemal and secondary fetal toxicity were observed. Studies in rats and rabbits indicate that

lamotrigine crosses the placenta; placental and fetal levels of lamotrigine were low and comparable to levels in

matemal plasma. Because animal reproduction studies are not always predictive of human response, LAMICTAL

should only be used during pregnancy if the benefits of therapy outweigh the risks associated with it.

Clinical triaf data indicate that lamotrigine has no effect on blood folate concentrations in adults; however, its effects

during human fetal development are unknown.

To facilitate monitoring fetal outcomes of pregnant women exposed to lamotrigine, physicians are encouraged to

register patients, before fetal outcome (e.g., ultrasound, results of anmiocentesis, birth, etc.} is known, in the

Antiepilpetic Drug Pregnancy Registry by calling 1 800 336-2176 (toll free).

Labor and delivery: The effect of LAMICTAL on labor and delivery in humans is unknown.

Nursing mothers: LAMICTAL is excreted in human milk. Because of the potential for adverse reactions from

LAMICTAL in nursing infants, breast-feeding while taking this medication is not recommended.

Patlents with speclal diseases and condttions

Clinical experience with LAMICTAL in patients with concomitant illness is limited. Caution is advised when using

LAMICTAL in patients with diseases or conditions that could affect the metabolism or elimination of the drug.

Renal faifure: A study in individuals with chronic renal failure {not receiving other AEDs) indicated that the elimination

half-life of unchanged lamotrigine is prolonged relative to individuals with normal renal function (see ACTION AND
NI Y). Use of LAMICTAL in patients with severe renal impairment should proceed

: (see Patients with special diseases and conditions and Cardlac

LAMICTAL has not been associated with any assay interferences in clinical

with caution.

Impalred liver function: There is no experience with the use of LAMICTAL in patients with impaired fiver function.
Caution should be exercised in dose selection for patients with this condition.

Cardiac conduction abnormalities: One placebo-controlled trial that compared electrocardiograms at baseline and
during treatment demonstrated a mild prolongation of the P-R interval associated with LAMICTAL administration. The
prolongation was statistically significant but clinically insignificant. Patients with significant cardiovascular disease or
electrocardiographic abnormalities were, however, systematically excluded from clinical trials. Thus, LAMICTAL
should be used with caution in patients with cardiac conduction abnormalities, and in patients taking concomitant
medications which depress AV conduction.

Dependence liabillty

No evidence of abuse potential has been associated with LAMICTAL, nor is there evidence of psychological or
physical dependence in humans.

Laboratory tests

The use of LAMICTAL does not require routine monitoring of any clinical laboratory parameters or plasma levels of
concomitant AEDs.

ADVERSE REACTIONS

RARELY, SERIOUS SKIN RASHES, INCLUDING STEVENS-JOHNSON SYNDROME AND TOXIC EPIDERMAL
NECROLYSIS (LYELL SYNDROME) HAVE BEEN REPORTED. ALTHOUGH THE MAJORITY RECOVER
FOLLOWING DRUG WITHDRAWAL, SOME PATIENTS EXPERIENCE IRREVERSIBLE SCARRING AND THERE
HAVE BEEN RARE CASES OF ASSOCIATED DEATH (see WARNINGS).

Adverse experiences in patients receiving LAMICTAL (lamotrigine) were generally mild, occurred within the first two
weeks of therapy, and resolved without discontinuation of the drug.

Commonly observed

The most commonly observed adverse experiences associated with the use of adjunctive therapy with LAMICTAL
(incidence of at least 10%) were dizziness, headache, diplopia, somnolence, ataxia, nausea, and asthenia.

Dizziness, diplopia, ataxia, and blurred vision were dose-related and occurred more commonly in patients receiving
carbamazepine in combination with LAMICTAL than in patients receiving other enzyme-inducing AEDs with
LAMICTAL. Reduction of the daily dose and/or ateration of the timing of doses of concomitant antiepileptic drugs
and/or LAMICTAL may reduce or eliminate these symptoms. Clinical data suggest a higher incidence of rash in
patients who are receiving concomitant valproic acid, or non-inducing AEDs {see WARNINGS; see also
PRECAUTIONS, Skin-related events, Table 3).

Adverse events assoclated with discontinuation of treatment

Across all adutt add-on studies, the most common adverse experiences associated with discontinuation of LAMICTAL
were rash, dizziness, headache, ataxia, nausea, diplopia, somnolence, seizure exacerbation, asthenia, and blured
vision. In controlled clinical trials, 6.9% of the 711 patients receiving LAMICTAL discontinued therapy due to an
adverse experience, versus 2.9% of the 419 patients receiving placebo. Of 3501 patients and volunteers who received
LAMICTAL in premarketing clinical studies, 358 (10.2%) discontinued therapy due to an adverse experience.

Serious adverse events assoclated with discontinuation of treatment

Discontinuation due to an adverse experience classified as serious occurred in 2.3% of adult patients and volunteers
who received LAMICTAL in the premarketing studies. Rash accounted for almost half of the discontinuations due to
serious adverse experiences. More rapid initial titration of LAMICTAL and concomitant use of valproic acid were
associated with higher incidences of rash-related withdrawal in clinical studies (see WARNINGS; see alse
PRECAUTIONS, Skin-related events, Table 4).

Adult controlled add-on clinical studies

Table 6 enumerates adverse experiences that occurred with an incidence of 2% or greater among refractory patients
with epilepsy treated with LAMICTAL.

Table6  Treatment-emergent adverse experience incldk in adult placeb: d
clinical studies*
Body system/ Percent of patlents Percent of patients
Adverse experlenoef recelving LAMICTAL tecelving placebo
(and other AEDs) {and other AEDs)
(n=711) (n=419)
BODY AS A WHOLE Headache 291 19.4
Accidental injury 8.1 86
Asthenia 86 88
Flu syndrome 70 55
Pain 6.2 29
Back pain 58 62
Fever 55 36
Abdominal pain 52 36
Infection 44 4.1
Neck pain 24 12
Malaise 23 1.9
Seizure exacerbation 23 05
DIGESTIVE Nausea 186 95
Vomiting 94 43
Diarthea 6.3 41
Dyspepsia 53 241
Constipation 41 3.1
Tooth disorder 32 17
MUSCULOSKELETAL  Myalgia 28 31
Arthralgia 20 0.2
NERVOUS Dizziness 384 134
Ataxia 217 55
Somnolence 142 69
Incoordination 60 21
Insomnia 56 19
Tremor 44 14
Depression 42 26
Anxiety 38 26
Convulsion 32 12
Irritability 30 1.9
Speech disorder 25 0.2
Merory decreased 24 19
RESPIRATORY Rhinitis 136 93
Pharyngitis 9.8 8.8
Cough increased 75 57
Respiratory disorder 53 55
SKIN AND APPENDAGES Rash 100 50
Pruritus 31 17
SPECIAL SENSES Diplopia 276 67
Blurred vision 155 45
Vision abnormality 34 10
UROGENITAL (n=365) (n=207)
(Female patients) Dysmenorhea 66 6.3
Menstrual disorder 52 58
Vaginitis 4.1 05

*Patients in these studies were receiving 1 to 3 concomitant enzyme-inducing antiepileptic drugs in addition to
LAMICTAL or placebo. Patients may have reported multiple adverse experiences during the study or at discontinuation.
Thus, patients may be included in more than one category.

Adverse experiences reported by at least 2% of patients treated with LAMICTAL are included.

Other events observed during clinlcal studies

During clinical testing, multiple doses of LAMICTAL were administered to 3501 patients and volunteers. The
conditions and duration of exposure to LAMICTAL during these dlinical studies varied greatly. Studies included
monotherapy and pediatric trials. A substantial proportion of the exposure was gained in open, uncontrolled clinical
studies. Adverse experiences associated with exposure to LAMICTAL 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 adverse experiences into a smaller
number of standardized event categories.

Since the reported adverse experiences occurred during treatment with LAMICTAL in combination with other
antiepileptic drugs, they were not necessarily caused by LAMICTAL.

The following adverse events have been reported on ane or more occasions by at least 1% of patients and volunteers
exposed to LAMICTAL: anorexia, weight gain, amnesia, concentration disturbance, confusion, emotional labllity,
nervousness, nystagmus, paresthesia, thinking abnormality, and vertigo. (All types of events are included except
those already listed in Table 6.)

Adult monotherapy clinical studies

Withdrawals due to adverse events were reported in 42 (9.5%) of newly diagnosed patients treated with LAMICTAL
monotherapy. The most common adverse experiences associated with discontinuation of LAMICTAL were rash
(6.1%), asthenia (1.1%), headache (1.1%)}, nausea {0.7%), and vomiting (0.7%).

Ad|unctive therapy in Lennox-Gastaut syndrome

In 169 adult and pediatric patients with Lennox-Gastaut syndrome, 3.8% of patients on LAMICTAL and 7.8% of
patients on placebo discontinued due to adverse experiences. The most commonly reported adverse experiences that
led to discontinuation were rash for patients treated with LAMICTAL, and deterioration of seizure control for patients
treated with placebo. Fever and infection occurred at teast 10% more frequently in patients <12 years of age than in
patients >12 years of age on LAMICTAL. Rash occurred at least 10% more frequently in female patients than male
patients on LAMICTAL. Table 7 fists adverse events that occurred in at least 1% of 79 adult and pediatric patients who
received LAMICTAL up to 15 mg/kg per day or a maximum of 400 mg per day.

Other events observed during clinical practice and from "compassionate plea" patients

In addition to the adverse experiences reported during clinical testing of LAMICTAL, the following adverse experiences
have been reported in patients receiving LAMICTAL marketed in other countries and from worldwide "compassionate
plea" patients. These adverse experiences have not been listed in Tables 6 and 7 and data are insufficient to support
an estimate of their incidence or to establish causation. The listing is alphabetized: apnea, erythema multiforme,
esophagitis, hematemesis, hemolytic anemia, pancreatitis, pancytopenia and progressive immunosuppression.
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Table7 T

+

Incidence In placebo-controlled add-on trial Table8  LAMICTAL added to VPA with enzyme-inducing AEDs* For
In adult and pedlamc patlents with Lennox-Gastaut syndrome” in patients over 12 years of age Patients taking
Body system/ Percent of patients Percent of patients valprolc acld only or VPA
Adverse experience recelving LAMICTAL g placeb and non-EIAEDs
(n=79) (n=90) Weeks1+2 25 mg once a day 25 mg every other day
BODY AS A WHOLE k‘ég%'::tal ity 13 ; Weeks 3.+4 25 mg twice a day 25 mg once a day
Flu syndromje 5 0 Usual maintenance | To achieve maintenance, doses may be increased by To achieve maintenance,
Asthenia 3 1 25-50 mg every 1 10 2 weeks. doses may be increased
Abdominal pain 3 0 Usual dose is between 50-100 mg twice a day. gy25-50 mgevery 1to
Eg:‘r‘ngagf‘ the face } 8 *Enzyme-inducing AEDs indlude carbamazapine, phenobarbital, henyloin, and primidone. | Usual dose is between
Lab test abnormal 1 0 T Column reflects dosage recommendations in the UK. andlis provided for information. 50-100 mg twice a day.
Pain 1 0
CARDIOVASCULAR Hemorrhage 3 0 Table9  LAMICTAL added to enzyme-inducing AEDs* (without VPA) in patients over 12 years of age
DIGESTIVE Vomiting 9 7 Weeks1+2 50 mg once a day
Gonstpaton s 2 Weeks 3 +4 50 mg twice a day
N:,ausee: 4 ? Usual maintenance | To achieve maintenance, doses may be increased by 100 mg every 110 2 wesks.
Anorexia 3 1 Usual dose is between 150-250 mg twice a day.
Stomatitis aphthosa 1 0 pr —— - - - - —
Tooth disorder 1 0 Enzyme-inducing AEDs include carbamazepine, phenobarbital, phenytoin, and primidons.
ENDOCRINE Cushing’s syndrome 1 0 Withdrawal of concomitant AEDs in adults
Hypothyroidism 1 0 Concomitant AEDs may be decreased over a 5-week period, by approximately 20% of the original dose every week.
HEMIC AND LYMPHATIC  Lymphadenopathy However, a slower taper may be used if clinically indicated. During this period, the dose of LAMICTAL administered
{eniarged cervical nodes) 1 0 will be dependent upon the effect of the drug being withdrawn on the pharmacokinetics of lamotrigine, together with
g og
NERVOUS SYSTEM Ataxia 4 1 the overall clinical response of the patient. The withdrawal of enzyme-inducing AEDs {i.e., phenytoin, phenobarbital,
Convulsions 4 1 primidone, and carbamazepine) will result in an approximate doubling of the t, of lamotrigine. Under these conditions, it
Tremor 3 0 may be necessary to reduce the dose of LAMICTAL. In contrast, the withdrawal of enzyme inhibiting AEDs (i.e., valproic
éggfg%';ﬁon } 8 acid) wil resultin & decrease in the ty, of lamotrigine and may require an increase in the dose of LAMICTAL
Dizziness 1 0 Pediatric dosing
Emotional lability 1 0 Do not exceed the recommended initial dose and subssquent dose escalations of LAMICTAL. More rapid
\r}l::‘\i/ousness 1 8 Initial titration has been fated with an i d incidence of serious logical reactions (see
w© WARNINGS). Safety and efficacy in patients below the age of 16 years, other than those with Lennox-Gastaut
RESPIRATORY FB’haryﬂgms 13 10 syndrome, have not been established.
ronchitis 7 ’ ]
Pneumonia 3 0 Table 10  Pediatric dosing with LAMICTAL for patients receiving valproic acid with or without enzyme-
Dyspnea 1 0 inducing AEDs
SKIN gash 3 7 Weight range Weeks 1+2 Weeks 3+4 Weeks 5 and onwards
e : 8 0.15 mgkg 0.3mgkg to usual malntenance doset
ail disorder once a day once a day To achigve maintenance, doses
SPECIAL SENSES Blepharitis 1 0 may be increased by 0.3 mgkg
Conjunctivitis 1 0 every 1-2 weeks, to a maximum
Keratitis 1 0 of 200 mg/day. Usual dose is
Ear pain 1 g between 1-5 mg/kg once a day.F
ye pain
UROGENITAL Urinary trac infecton 3 0 <17kg <B7lbs gglzgl take LAMICT AL because therapy cannot be initiated with currentty available
Eglr?ig’gissorder g g 1733kg | 37-731bs Smgevery oherday | 5mgiday Increase dose by no more
than 5 mg/day every 1-2 weeks.
. ions in chil i i 3449kg | 75-1081bs 5mg /day 10 mg/day Increase dose by no more
;I'er‘llee rrng:; 1::&\;:;? reported adverse reactions in children <12 years of age in both treatment groups were pharyngitis, than 10 ma/day every 1-2 weeks.
' ' 250kgS | 21101bs 5 mg/day 15 mg/day Increase dose by no more
M a than 15 mg/day every 1-2 weeks.

During the clinical development program, the highest known overdose of LAMICTAL (lamotrigine) occurred in a
33-year old female who ingested between 4000 and 5000 mg LAMICTAL that comesponded to a plasma level of
52 pg/mlL four hours after the ingestion. The patient presented to the emergency room comatose and remained
comatose for 810 12 hours, returned to aimost nonmat over the next 24 hours, and completely recovered by the third day.
Among patients <16 years of age, the two highest known single doses of LAMICTAL have been 3000 mg by a
14-year old female and approximately 1000 mg by a 4-year old male. The 14-year old female was taking marketed
LAMICTAL; after the dose, she lost consciousness and was admitted to the hospital for supportive therapy, where she
recovered fully {time to recovery not reported). The 4-year old male was drowsy and agitated when found, and his
condition worsened to coma level Il after hospitalization. He was given supportive therapy, and his condition improved
rapidly with full recovery in 3 days.
There are no specific antidotes for LAMICTAL. Following a suspected overdose, hospitalization of the patient is
advised. General supportive care is indicated, including frequent monitoring of vital signs and close observation of the
patient. If indicated, emesis should be induced or gastric lavage should be performed. It is uncertain whether
hemodialysis is an effective means of removing lamotrigine from the blood. In six renal failure patients, about 20% of
the amount of lamatrigine in the body was removed during 4 hours of hemodialysis.

E AND Al RATION
General
LAMICTAL (lamotrigine) is intended for oral administration and may be taken with or without food. LAMICTAL should
be added to the patient's cument antiepileptic therapy.
Valproic acid more than doubles the elimination half-ife of lamotrigine and reduces the plasma clearance by 50%;
conversely, hepatic enzyme-inducing drugs such as carbamazepine, phenytoin, phenobarbital, and primidone reduce
the elimination half-life of lamotrigine by 50% and double the plasma clearance (see ACTION AND CLINICAL
PHARMACOLOGY). These clinically important interactions require dosage schedules of LAMICTAL as summarized
in Tables 8 through 11.
LAMICTAL does not alter plasma concentrations of concomitantly administered enzyme-inducing AEDs, and
therefore, they do not usually require dose adjustment to maintain therapeutic plasma concentrations. For patients
recaiving LAMICTAL in combination with other AEDs, an evaluation of all AEDs in the regimen should be considered if
a change in seizure control or an appearance or worsening of adverse experiences is observed. If there is a need to
discontinue therapy with LAMICTAL, a step-wise reduction of dose over at least two weeks (approximately 50% per
week) is recommended unless safety concems (i.e., rash) require a more rapid withdrawal (see WARNINGS and
PRECAUTIONS).
The relationship of plasma concentration to clinical response has not been established for lamotrigine. Dosing of
LAMICTAL should be based on therapeutic response. in controlled clinical studies, doses of LAMICTAL that were
efficacious generally produced steady-state trough plasma lamotrigine concentrations of 1 to 4 pg/mL in patients
receiving one or more concomitant AEDs. Doses of LAMICTAL producing this plasma concentration range were well
tolerated. As with any antiepileptic drug, the oral dose of LAMICTAL should be adjusted to the needs of the individual
patient, taking into consideration the concomitant AED therapy the patient is receiving.

Adults and children over 12 years of age
Do not exceed the recommended initial dose and subsequenr dose escalations ol LAMICTAL More rap:d
Initlal titration has been lated with an | d of serious d

*Enzyme-inducing AEDs include carbamazepine, phenobarbital, phenytoin, and primidone.

th may take several weeks to months to achieve an individualized maintenance dose.

canbe given as two divided doses.

Sinsufficient data are avallable to be able to support the myy/kg dosing in patients weighing more than 50 kg.

Table 11  Pediatric dosing with LAMICTAL for patients receiving enzyme-inducing AEDs" 1+
without valproic acid
Weight range Weeks 1+2 Weeks3+4 Weeks 5 and onwards
0.3mgkg 06mghkg 10 usual maintenance dose$
twice aday twice aday To achieve maintenance, doses
may be increased by 1.2 mgkg
every 1-2 weeks, to a maximum of
400 mg/day. Usual dose is between
2.5-7.5mghkg twice a day.
<9kg <20lbs Do not take LAMICTAL because therapy cannot be initiated with currently available
tablet strengths
G12kg | 20-261bs 5 mg/day T0 mg/day Tncrease dose by no more’
than 10 mg/day every 1-2 weeks.
13-16kg | 29-351bs 5 mg/day 15 mg/day Increase dose by no more
than 15 mg/day every 1-2 weeks.
17-20kg | 37-44lbs 10 mg/day 20 mg/day Increase dose by no more
than 20 mg/day every 1-2 weeks.
21-24kg | 46-531bs 10 mg/day 25 mg/day Increase dose by no more
than 25 mg/day every 1-2 weeks.
2529kg | 5564 1bs 15 mg/day 30 my/day Increase dose by no more
than 30 mg/day every 1-2 weeks.
30-33kg | 66-731bs 15 mg/day 35 mg/day Tncrease dose by no more
than 35 mg/day every 1-2 weeks.
37kg | 75-81lbs 20 mg/day 40 mg/day Increase dose by no more
than 40 mg/day every 1-2 weeks.
3841kg | 84-901bs 20 mg/day 45 mg/day Increase dose by no more
than 45 mg/day every 1-2 weeks.
4245kg | 92-991bs 25 mg/day 50 mg/day Increase dose by no more
than 50 mg/day every 1-2 weeks.
4649kg | 101-108lbs| 25 mg/day 55 mg/day Increase dose by no more
than 55 mg/day every 1-2 weeks.
50-54kg | 110-1191bs| 30 mg/day 60 mg/day Increase dose by no more
than 60 mg/day every 1-2 weeks.
5-58kg 1-128lbs| 30 mg/day 65 mg/day Tncrease dose by no more
than 65 mg/day every 1-2 weeks.
259kgT | >1301bs 36 mg/day 70 mg/day Increase dose by no more
than 70 mg/day every 1-2 wesks.

(see WARNINGS). For patients taking AEDs whose pharmacokinetic interactions with LAMICTAL are currently
unknown, follow the titration schedule for concomitant VPA and non-enzyme-inducing AEDs.

There have been no controlled studies to establish the effectiveness or optimal dosing regimen of add-on
LAMICTAL therapy In patients recelving only non indi AEDs or valproic acid. However, avallable
data from open clinical trials indicate that the addmon of LAMICTAL under these conditions is associated
wlth a higher Incidence of serlous rash or rash-related withdrawal, even at an initial titration dose of 12.5 mg
dally (see PRECAUTIONS, Skin-related events, Tables 3 and 4; see also WARNINGS). The potential medical
benefits of the addition of LAMICTAL under these conditions must be weighed against the increased risk of serious
rash. If use of LAMICTAL under these conditions is considered clinically indicated, titration should proceed with
extreme caution, especially during the first six weeks of treatment.
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*Enzyme-inducing AEDs include carbamazepine, phenobarbital, phenytoin, and primidone.

¥Can be given as two divided doses.

Total daily dose can be divided.

Sit may take several weeks to months to achieve an individualized maintenance dose.

finsufficient data are avallable to be able to support the mg/kg dosing in patients weighing more than 59 kg.

The starting doses and dose escalations listed above are different than those used in clinical trials, however, the
maintenance doses are the same as those used in clinical trials. Smaller starting doses and slower dose escalations
than those used in clinical trials are recommended because of concem that the risk of serious rash may be greater
with higher initial doses and more rapid dose escalation. Consequently, it may take several weeks to months to

Continued on page A-32
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Once-a-day

IO Aricept

donepezil HCL 5 & 10 mg tablets

PHARMACOLOGIC CLASSIFICATION Chofinesterase Inhibitor ACTION AND CLINICAL PHARMACOLOGY ARICEPT {donepezil hydrochioride) is a piperiding-based, reversitle
infibitor of the enzyme acetylcholinesterase. A consistent pathological change in Alzheimer's diseas is the degeneration of cholinergic neuranal pathways that project from
the basal forebrain to the cerebral cortex and hippocampus. The resuiting hypofunction of these pathways is thought to account for some of the cinical maniestations of
dementia. Danepezilis postulated to exert s therapeuti effect by enhancing cholinergic function. This is accomplished by increasing the concentration of acetylcholine {ACh)
through reversiote inhibffon of s hydrolysis by acelycholinesterase {AChE). ) this proposed mechanism of action is corect, donepezifs effect may Yessen as the disease
process advances and fewer cholingrgic neurons remain functionally intact. There is no evidence that donepeil alters the course of the underlying dementing process
INDICATIONS AND CLINICAL USE ARICEPT {donepezil hydrochloride) is indicated for the symptomatc treatment of patients with mild-to-maderate dementia of the Alzheimer's
type. ARICEPT tablets should only be prestcribeg by {or following consulation with) clniians who are experienced in the diagnosis and management of Atzheimer's disease
CONTRAINDICATIONS ARICEPT (donepezil hydrochloride) s contraindicated in patients with known hypersensitivity to donepezil hydhochloride or to piperidine derivatives
WARNINGS Anaesthesia: ARICEPT {donepezi hydrochloride), as & cholinsterase inhibitor, is likely to exaggerate succinylcholine-type muscle relaxation during anagsthesia
Nearolagical Conditions: Seizures: Some cases of seizures have been reported with the use of ARICEPT in clinicaltials and from spantaneaus Adverse Reaction reparting
Cholinomimetics can cause a reduction of seizure threshold, increasing the risk of seizures. However, seizure activity may also be 2 maniestation of Alzheimer's disease. The
riskshenefitof ARICEPT treatment for patients with a history of seizure disorder must therefore be carefully evaluated. ARICEPT has not been studied in patients with moderately
severe o severs Alheimer's dissase, non-Alzheimer dementias or individuals with Parkingonian features. The efficacy and safety of ARICEPT in these patient populations is
unknown. Pulmonary Condiions: Because of their cholinomimetic action, cholinesterase inhibitors should be prescribed with care to patients with a histary of asthma or
obstructive pulmonary disease. ARICEPT has ot been studied in patients under treatment for these conditions and should therefore be used with paticular caution in such
patients. Cardiavaseufar; Because of heir pharmacological acton, cholinesterase inhbitors may have vagotonic efects on heart rate (e, bradycardial. The potentil for this action
ay be particulary important fo patients with *sick sinus syndrome” or other sup lar cardiac conduction condiions. In clinice tials most patients with Serious cardiovascular
conditions were excluded. Patients such as those with contrlled hypertension {DBP<35 mmHg), right bundle branch biockage, and pacemakers were included. Therefors, caution
should be taken i teafing pafients with actve coronary artery disease and congestive heart failure. Syncapalepisades have been reported in associaton with the use of ARICEPT. tis
recommended that ARICEPT should not be used in patients withcardiac conducion abnormaltes {except fo right bundle branch block) ncluding *sick sinus syndrame” and those
with unexpiaingd syncopal episodes. Sastraintestinal: Through thei primary action, cholinesterase inhibitors may be expected to increase gastri acid secretion due to increased
cholingrgic actvity. Therefore, patients at increased risk for developing ulcers, e.g., those with a history of ulcer disease or those rectiving concurrent nonsteroidal
ant-inflammatory drugs (NSAIDS) including high doses of acetylsaliyfic acid {ASAY. should be manttored for symptoms of active or occult gastrointestingl bleeding. Clincal
studies of ARIGEPT have shown no increase, relaiv to placetio in the incidence of either peptc ulcer disease or gastraintstinal blegding. (See ADYERSE REACTIONS Secfion)
ARICEPT, as 2 predictatle consequence of it pharmacological propertes, s been shown to produce, in controlled lnicaltrial n patients with Alzheimer's cisease, diarrhea,
iausea and vomiting. These effects, when they occur, appear more frequently with the 10 my dose than with the 5 mg dose. In most cases, these effects have usually been
mild and transient, sometimes lasting one -to- three weeks and have resolved during continued use of ARICEPT. (See ADVERSE REACTIONS Scction) Treatment with the
5 my/day dose for 4-5 weeks prior to increasing the dose to 10 mg/day is associated with a lower incidence of gastrointestinal intolerance. Gentourinary: Athough not
observed in chinical tial of ARICEPT, cholinomimetics may cause bladder outflow obstruction. PRECAUTIONS Concomitant Use with other Drugs: Use with Antichotingrgics:
Because of their mechanism of action, cholinesterase inhibitors have the potential to interfere with the activly of anticholinergic medications. Use with Cholinemimetics and
ather Chali Intibitors: A may be expected when choli inhibiors are given concureently imilar blocking
agents or cholinergic agonists such as bethanechol. Use with ather Psychoactive Drugs: Few patients in controlled clinical trals recelvad neuroleptics, antidepressants or
anticonvulsants; there s thus limited information concerning the interaction of ARIGEPT with these drugs. Uise in Patients >85 Years 0fd: In controlled clinical studies with
5 and 10 mg of ARICEPT, 536 patients were between the ages of 65 to 84, and 37 patients were aged 85 years or older. In Alzheimer's disease patients, nausea, diarrhea,
vomiting, insomnia, fatigue and anoreia increased with dose and age and the incidence appeared to be greater in female patients. Since cholinesterase inhibitors as well as
Alzheimer's disease can be assoclated with significant weight loss, caution is adwised regarding the use of ARICEPT in low body weight elderly patients, especially in those
> 86 years old. Use in Efderly Patients with Comorbid Disease: There is limiteg safety information for ARICEPT in patients with mild-to-moderate Alzheimer's disease and
significant comorbicity. The use of ARICEPT in Alzheimer's disease patients with chronic iinesses common amang the geriatric population, should be considered only after
careful risk/benefit assessment and include close monitoring for adverse events. Caution is advised regarding the use of ARICEPT doses above 5 mg in this patient population
ﬂmﬂy and Hepatically lmgalud There is limited information regarding the pharmacokinetics of ARICEPT in renally and hepatcally impaired Alznimer's disease patients

g for in Alzheimer's isease patients with renal or hepatic i g treatedwith ARICEPT i therefore Drug-Drug Interactions:
Pharmacokinetic tudies, imited to shortderm, single-dose studies in young subjects evaluated the potentialof ARICEPT for interaction with theaphyline, cimetidine, warfarin
and digoin administrafion. No significant effects on the pharmacokinetics of these drugs were abserved. Similarstudies i elderly patients were not dong. Drugs Highty Bound
Io Plasma Proteins: Drug displacement studies have been performed in vitra between danepezil a highly bound drug (96%) and other drugs such as furosemide, digoxin, and
warfarin. onepezi at concentrations of 0.3 - 10 g/mL did not affectthe binding of furasemide (5 pg/mL), digoxin (2 ng/mL) and warfarin (3 pg/mL} to human albumin,
Similary, the binding of donepezil to human albumin was not affected by furosemide, digoxin and warfarin. Effget of ARICEPT o the Metabofism of Other Drugs: In vito
studies show a low rate of donepezil binding to CYP 344 and CYP 206 isoenzymes (mean K about 50 - 130 uM), which, given the therapeutic plasma concentrations of donepezi
{164 o). indicates e kefinood of interferences. I a pharmacokinefic study involving 18 healthy volunteers, the administration of ARICEPT at a dose of Smy/day for 7 days
had no cliicall significant effect on the pharmacokinetics of ketoconazole. o other lincal frigls have been conducted to Investigate the effectof ARICEPT on the clearance of
drugs metaboized by CYP 3A4 (8.0, cisapride, terfenading) or by CYP 206 (2.9, imipramine). It is not known whether ARICEPT has any potential for enzyme induction.
Efect of Other Drugs on the Melabolism of ARICEPT: Ketoconazole and quinidine, inhibitors of CYP 450, 344 and 208, respectively, ihibit donepezil metabolism in vitro In a
pharmacokinetic study, 18 healthy vlunteers received 5 my/day ARICEPT together with 200 mo/day ketoconazole for 7 days. In these volunteers, mean donepezi plasma
concentrations wers increased by about 30-36%. Inducers of CYP 208 and CYP 344 {e.0., phenytoin, carbamazepine, dexamethasone, itampin and phenobarbital) could ncrease
the rate of limination of ARICEPT. Pharmacokinetic studies demonsrated that the metabolism of ARICEPT is not significanty affected by concurrent adminisiration of digosin
or cimetidine. Uise in Pregnancy and Karsing Mothers: The safety of ARICEPT during pregnancy and lactation has not been established and therefore, it should not he used
inwomen of childbearing patential orin nursing mothers unless, in the opinion of the physician, the potential benefitsto the patient outweigh the possible hazards to the etus
orthe infant. Teratology studies conducted in pregnant rats at doses of up to 16 mg/kg/day and in pregnant rabbits at doses of up to 10 mo/kg/day did not disclose any evidence
fora teratogenic potentialof ARICEPT. Padfatri Lise: There are no adeguate and well-controlled trials to document the safefy and efficacy of ARICEPT in any finess occurring
inchildren. Therefore, ARICEPT is not recommended for use in children. ADVERSE REAGTIONS A total of 747 patients with mild-to-moderate Alzheimer's disease were treated
in controlled clnical studies with ARIGEPT {donepezil hydrochloride). Of these patients, 613 {82%) compieted the Studies. The mean duration of treaiment for all ARICEPT
groups was 132 days {range 1-356 days). Adverse Evens Leading o Discontimiation: The rates of discontinuation from controlled clnicaltrials of ARICEPT cue to adverse
events for the ARICEPT 5 mg/day treatment groups were comparable to those of placebo-treatment groups at approximately 5%. The rate of discontinuation of patients who
received the 10 mo/day dose after only a 1-week iniial treatment with 5 mo/day ARICEPT was higher at 13%. The mast common adverse events leading to discontinuation,
defined as those cccurring in at least 2% of patients and at twice the incidence seen in placebo patients, are shown in Table 1.

Table 1. Most Frequent Adverse Event Leading to Withdrawal from Controlled Clinical Tials by Dose Group

Table 2. Gomparison f Rates of Adverse Events in Patients Treated with 10 myday aftr 1 and § Weeks of Initial Treatmenl wilh 5§ my/day

No Initial Treatment One-Week Iniial Treatment Sr-Week Inital Treatment
with § mp/day with § myidey
Adverse Event Placebo {n=318) 5 mofday (n=311) 10 myfday {n = 3%5) 10 mgfday (n = 269)
Nausea &% % 18% %
Diarrhea 5% & 15% 9%
Insomnia 6% % 4% %
Fatigue % 1 8% %
Vomiting % % & 5%
Muscle Cramps L % 8% ki3
Anorexa % Th i ¥

Adverse Events Reported in Controlfed Triafs: The events cied reflect experience gained under closely manitored conditions of clnical trals i a highiy selected patient
population. In actual linical practice orin other clnicalfrial, these frequency estmates may not apply, as the conditions of use, reportig befiavior, and the kinds of patients
treated may difer. Table 3liss treatment-emergent signs and symptoms (TESS) that were reported n at least 2% of patients from placebo-controlled linica rals who received
ARICEPT and for which the rate of occurrence was greater for ARICEPT than placebo-assigned patients. In general, adverse events occurred more frequently in female
patients and with advancing age.

Tatle 3. Adverse Events Reported in Controtled Clinical Trials in at Least 2% of Patienis Recefving ARICEPT and at 2 Higher Frequency than Placebo-Treated Patlenls

Body System/ Placebo ARICEPT Bady System/ Placsho ARICEPT
Adverse Evenls =35 n=T1 Adverse Events =35 n=
Percent of Patients with any Adverse Event n i Metabalic and Nutritional

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

Pain, various locations H 9 Muscle Cramps 2 ]
Accident 6 7 Athrits 1 2
Fatigue 3 5 Kervous System

Cardigvascular Syslem Insomnia 6 9
Syncope 1 2 Dizziness § 8
Digestive System Depression d 3
Navsea 6 fl Abnormal Dreams 0 3
Diarrhea 5 10 Somnolence d 2
Vomiting 3 5 Urogenital

Anorexia 2 4 Frequent Urination 1 2
Hemic and Lymphatic Systems

Eechymosis 3 4

Other Adverse Events Observed During Clinieal Trials: During the pre-marketing phase. ARICEPT has been administered to over 1700 individuals for various lengths of time
during clinical trials worldwide. Approximately 1,200 patients have been treated for atleast 3 months, and more than 1,000 patients have been treated for at least 6 months
GontroMed and uncontrolled trals in the United States included approximately 300 patients. In regards to the highest dose of 10 mgiday, this population includes 650 patients
treated for 3 months, 475 patients treated for 6 months and 115 patients treated for over 1 year. The range of patient exposure s from 1 o 1,214 days. Treatment-emergent
signs and symptoms that accurred during thres placebo-controlled clinical trials and two apen-labe tials were recorded as adverse events by the tlnical investigators using
terminclogy of their own choosing. To provide an overal estimate of the proportion of individuals having similar types of events, the studies were integrated and the events
were grouped into a smaller number of standardized categories using a moified COSTART dictionary and eventfrequencles were calculated across alstudies. These categories
areused in the fisting below. The frequencies reprasent the propartion of 800 pafients trom these trils wha experienced that event while receiving ARICEPT, Al adverse events
ocourring at least twice are included. Adverse events already listed in Tables 2 and 3 are not repeated here (i, events occurring at an incidence »2%). Also excluded are
COSTARTterms too general to be informative, or events less likely to he drug caused. Events are classified by bady system and lsted a5 occurring in 1% and <2% of patients
(i, In 1/100t0 2/500 patients: requen or in < 1% of paients (... in 1110010 1,000 patients: inrequen. Thest adverse events are nof necessarly related to ARICEPT treatment
and in mest cases were observed at a similar frequency in placebo-treated patients in the contralled studies. Adverse Events Occuming in >1% and <2% or <1% of Patients
Receiving ARICEPT. Body as a Whote: (1% and <2%) influenzz, chest pain, toothache; {<1%) Tever, edema face, periorhital edema, hernia hiatal, abscess, cellul, chills,
generalized coldness, head fulingss, head pressure, listlessness. Cardiovastufar System: (>1% and <2%) hypertension, vasodilation, atialfibvilation, hot flashes,
hypotension; {<1%) angina pectoris, postural hypotension, myocardial infarction, premature ventricular contraction, arthythia, AV Block (first degreg), congestive heart
failure, arterits, bradycardia, peripheral vascular disease, supraventricular tachycarcia, deep vein thromboses. Digestive System: (>1% and <2%) faecal incontinence,
gastrointestinal bieeding, bloating, epigastric pain; (<1%) eructation, gingivis, increased appetie, flaulence, periodontal abscess, cholelithiasis, diverticultis, drooling, dry
mouth, faver sore, gastrtis, iitable colon, tongue edema, epigastric distress, gastroenterits, increased transaminses, haemorthoids, leus, increased thirst, jaundice, melena,
polydipsia, duodenal ulcer, stomach ulcer. Endogring System: {<1%) diabetes meliitus, goiter. Hemit & Lymphatic System: (<1%) anaemia, thrombocythemia,
thrombocytapenia, eosinaphilia, erythrocytopenia. Melabatic and Nutrtianal Disorders: {21% and <2%) dehydration; {<1%) gout, hypokalemia, ncreased creating kinase,
yperglycemia, welight increase, ncreased lactate dehydrogenase. Musculoskeeta! Systemm: {21% and <2%) bone fracture {<1%) muscle weakness, muscl fasticultion
Nervous System: (>1% and <2%) delusions, tremor, irtabilty, peresthesia, aggression, vertigo, ataa, ibido increased, restlessness, abnormal rying, nervousness, aphasia,
{<1%) cerebrovascular accident, iniracranial hemorthage, transient ischemic attack, emotional lablity, neuralgia, coldness (localized), muscle spasm, dysphoria, gait
ahnormality, hypertonia, hypokinesia, neurodermatis, numbness (localized), paranoia, dysarthria, dysphasia, hostity, decreased libido, melancholia, emotional withdrawal,
nystagmus, pacing, Seizures. Respiratory System: (1% and <2°%) dyspea, sare thraat, branchiti; (<1%) epistaxis, postnasal rip, pneumonia, hyperventiation, puimanary
congestion, wheezing, hypoxia, pharyngiis, pleurisy, pulmonary collase, sleep apnea,snaring. Skin and Agpendages: (>1% and <2%) abrasion, prurtus, diaphoresis, uriciz,
{<1%) dermatitis, erythema, skin discoloration, hyperkeratos's, alopecia, fungal dermatits, herpes zoster, hirsutism, skin striae, night sweats, skin ulcer.
Spesial Senses: (>1% and <2%) cataract, eye imitation, blurred vision; {<1%) dry eyes, laucome, earache, finnitus, blepharts, decreased hearing, retnal Remorthage, oftls
externa, ot media, bad taste, conjunctival hemorthage, ear buzing, motion sickness, Spots before eyes. Uragenitaf System: (>1% and <2%) urinary incontinence, nocturia,
{<1%) dysuria, hematuri, urinary urgency, melrorthagia, cystiis, enuresis, prostate hypertrophy, pyelonephrits, inalfty to empty bladder, breast fibroadenosis, fibrocystic
breast, mastis, pyurie, remal falure, vaginitis. Lang-Term Safety: Patients were exposed to ARICEPT n two open-abel extension studies (n=885) of over two years. In one of
the studies, 763 patients who previously completed one of two placeho-controlled studies of 15 or 30 weeks duration continued to receive ARICEPT and were evaluated for
safety and neuropsychological evaluations for up to 162 weeks; the safety profile of ARICEPT in this extension study remained consistent with that observed in placebo-
controlled {rials. Following one and two years of treatment, 76% (n=580) and 49% (n=374) of these patients, respectively, were st receiving therapy (cumulative weeks 48
and 108). Postmarketing Reparts: Voluntary reports of adverse events temporalty associated with ARICEPT that bave been received since market introduction that are not
listed above, and that there is inadequate data to determine the causal relationship with the drug include the following: abdominal pain, agitation, cholecystis, confusion,
convulsions, hallucinatons, heart block (2l types), hemolytic anemia, hepatii, fyponatremia, pancreatits, and rash. DOSAGE AND ADMINISTRATION ARYCEPT (donepezi

Dose Group Placeho 5 my/day ARICEPT 10 mgday ARICEPT
Number of Patients Randomized 3 30 35
EventsF Discontinuing
Nausea 1% 1% ki)
Diarrhea % d% ¥h
Yomiting % A% X

Most Frequen Adverse Clinical Events Seen in Assogiation with the Use of ARICEPT: The most common adverse events, defined as those occurring at  frequency of a least
5% n patients reciving 10 mg/day and twice the placebo rate, are largely predicted by ARICEPT's chofinomimetic efects. These includ nausea, diarrhea, insomnia, vormiting,
misscle cramps, fafigue and anorexia. These adverse events were often of mild infensity and transient, resolving during continued ARICEPT treatment without the need for dose
modfiation. There s evidence to suggest that the frequency of these comman adverse events may be affected by the duration of treatment with an initial § m daity dose prior
o increasing the dose to 10 my/dey. An open-label study was conducted with 269 patients who received placebo in the 15- and 30-week studies. These patients received a
§ mygiday dose for 6 weeks prior o initiating treatment with 10 m/day. The retes of commen adverse events were lower than those seen in controlled clinica trial ptients
who received 10 my/day after only a one-week inital reatment period with a 5 mg dally dose, and were comparable to the rates noted in patients treated anly with
5 mo/day. See Table 2 for a comparison of the most common adverse events following one- and Six-week inital treatment periods with 5 mg/day ARICEPT.
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tablets should only be prescribed by (or falowing consultation with) cinicians who are experienced in the diagnosis and management of Alzheimer's disease.
The recommended inital dose of ARICEPT is 5 mg taken once daily. Therapy with the & mg dose should be maintained for 4-6 weeks before considering a dose increasg, in
order to avoid or decrease the incidence of the mast commen adverse reactions to the drug {see ADVERSE REACTIONS Section) and to alow plasma levels to reach steady
state. For thase patients who do not respand adsquately to the § mg daly dose after 4 40- 6 weeks of treatment, the 10 mg daily dose may then be considered. The maximum
tecommendsi! dose is 10 mo taken once daily. Following initaton of therapy or any dosage increase, patients should be closely monftored for adverse effects. Adverse events
are more common n individuals of ow body weight i patients > 85 years old and in females. It s recommended that ARICEPT be used with caution in elderly women of
low body weight and that the dose shauld not exceed 5 mg/day. ARICEPT shouid be taken once daily n the evening, before refiring.For patiens experiencing insomnia, ARICEPT
may be taken in the marming. It may be taken with or without food. In a population of cognitively-impaired individuals, safe use of this and all ather medications may require
supervision, AVAILABILITY OF DOSAGE FORMS ARICEPT is supplied as film-coated tablets contaning 5 my {whitetablets) or 10 mg {yellow tablts) of donepezil hydrochioride.
The name ARICEPT and the strength are embossed on each tablet, ARICEPT s availale n high density polyethylene (HDPE) batties of 30 tablets and i blste stips boxed as
28 tablets {combinafion of 2 strips of 14 tablets). REFERENCES: 1, Gelinas I, Auer S, Functionat autonomy, In: Gauthier , ed. Clnica diagnosis and management of Alzheimer’s
isease. London: Martin Dunitz Ltd, 1996:191-202. 2. Arieept* Product Monagraph. Pfizer Canada Inc., May 31, 2000, 3 Pfzer Limted, Registraion Oossier. Part ¥ Volume 1;
1997 Dec. Study Report of E2020 phase 11 30-233k, double-blind study, protocal E2020-A044-304. 4. O'Brien BY, Gogres R, Hux M, Iskediian M, Blackhouse G, Gauthier § et ol
Economic evaluation of donepezi for Alzheimer's disease in Canada. Abstract presented at The American Society for Glnical Pharmacology and Therapeutis, March 30, 1996.
5. IMS Global Services, August 197 - September 1999,

Full product monograph aveilable upon request,

*TM Eisai Co. Lid., Tokyo, Japan © 2000
Pfizer Canada Inc., licensee Pfizer Canada Inc. @
Kirkland, Quebec 79028
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(Interferon beta-1a)

M Irgoction
PRESCRIBING INFORMATION

THERAPEUTIC CLASSIFICATION
Immunomodulator

ACTION AND CLINICAL PHARMACOLOGY

Description

AVONEX*® (Interferan beta-1a) is produced by recombinant DNA technology.
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 Hamsler Ovary cells) into which the human
interferon beta gene has been introducad. The amino acid sequence of
AVONEX® is identical to that of natural human interleron beta.

Using the Warld Health Organization (WHO) nalural interferon beta
slandard, Second International Standard for Interferon, Human Fibroblast
(Gh-23-902-531), AVONEX® has a specific activity of approximately

200 million international units (1) of antiviral activity per ma; 30 meg

of AVONEX* contains 6 million U of antiviral activity.

General

were without exacerbation during the prior 2 months and had Kurizke
Expanded Disability Status Scale (EDSS) scores ranging from 1.0t 3.5.
The mean EDSS score at baseline was 2.3 for placebo-reated patients
and 2.4 for AVONEX®-treated patients. Patients with chronic progressive
multiple sclerosis were excluded from this study.

The primary outcome assessment was time to progression in disability,
measured as an increase in the EDSS of at least 1.0 paint that was sustained
for at least & months, The requirement for a sustained & month change was
chosen because this reflects permanent disability rather than a transient effect
due to an exacerbation. Studies show thal of the patients who progress and
are confirmed after only 3 months, 18% revert back to their baseline EDSS,
whereas after 6 months only 119% revert.

Secondary outcomes included exacerbation frequency and results of
magnelic resenance 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
extremity function lests.

Time o onset of sustained progression in disability was significantty

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 patients progressing by

the end of 2 years was 34.9% lor placebo-treated patients and 21.9% tor
AVONEX®-Ireated patients, indicating a slowing of the disease process.

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

Interferons are a family of nalurally cocurring proteins and glycop

that are produced by eukaryolic cells in response to viral infection and
other biological inducers, Interferon beta, one member of this family, is
produced by various cell types including fibroblasts and macrophages.
Natural interteron beta and Interferon beta-1a are similarly glycosylated
Glycosylation of other proteins is known to altect their stability, activity,
biodistribution, and hall-Iite in blood. Glycosylation also decreases
aggregation of proteins, Protein aggregates are thought 1o be involved in
the immunogenicity of recombinant proteins. Aggregated farms of interferon
beta are known to have lower levels of specific activity than monomeric
(non-aggregated) forms of interferon beta.

Biologic Activities

Interferons are cytokines that mediate antiviral, antiproliferative, and
immunomedulatory activities in response to viral infection and other
biological inducers. Three major interferons have been distinguished:
alpha, beta, and gamma. Inferferons aipha and beta form the Type | class
of imerferons and interferon gamma is a Type Il interferon. These
interferons have overlapping but clearly distinc! biological activities.

Interferon beta exerts ils biological effects by binding to specific receptors
on the surface of human cells. This binding initiates a complex cascade
of intracellular events that lead to the expression of numerous interferon-
induced gene products and markers. These include 2, 5™-oligoadenylate
synihetase, B,-microgiobulin, and neoplerin. These products have been
measured in the sarum and cellular fractions of blood collected from
patients treated with AVONEX®.

The specific interferon-induced profeins 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 Ihe immunosuppressive cylokine interleukin 10 (IL-10) in serum
and cerebrospinal fluid (CSF) of treated patients. IL-10, or cylokine
synithesis inhibitory factor, is a potent immunosuppressor of a number

of pro-inflammatory cytokines such as interferon gamma (IFN-v), tumor
necrosis factor alpha (TNF-o<), interleukin 1 (IL-1), tumor necrosis factor
beta (TNF- 8), and interleukin 6 (IL-6), which are secreted by T lymphocyte
helper-1 (Th') cells and macrophages. Elevated serum IL-10 levels were
seen atter IM injection of AVONEX®, from 48 hours post-injection through
al least 7 days. Similarly, in the Phase Il study, IL-10 levels in CSF were
significantly increased in palients treated with AVONEX® compared 1o
placebo. CSF IL-10 levels correlated with a lavourable clinical treaiment
response to AVONEX®. Upregulation of IL-10 represents a possible
mechanism of action of interferan beta in relapsing MS. IL-10 has been
demonstrated to decrease relapses in acute and chronic relapsing
experimental autoimmune encephalomyelitis {EAE), an animal mode
resembling MS. However, no refationship has been established between
the absolute levels of IL-10 and the clinical outcome in MS.

CLINICAL YRIALS: EFFECTS IN MULTIPLE SCLEROSIS

The clinical effects of AVONEX® (Interferon beta-1a) in M5 were studied

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

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

301 patients received either & million U (30 mog) of AVONEX® (n=158}

or placebo (n=143) by IM injection once weekly. Patients were entered

into the trial over a 2 1/2 year period, received injections for up to 2 years,
and continued to be followed until study completion. By design, there was
staggered enroliment into the study with termination at a fived paint,
leading o variable lengths of follow-up. There were 144 patients treated
with AVONEX® for more Ihan 1 year, 115 patients for more than 18 months,
and 82 patients for 2 years.

Al patients had a definite diagnosis of MS of at least 1 year duration and
had al leas! 2 exacerbalions in the 3 years prior I study entry (or 1 per year
if the duration of disease was less than 3 years). Al entry, study participants

FIGURE 1
Onset of Sustained Disability Progressian by Ti
m:ummﬁ:m-dum o o5 By
50
;
] 404

(34.9%)

ge ol Patients

Note: Disability progression represents al least a 1.0 point increase in
EDSS score sustained for al least & months. The value p=0.02 refers to
the stafistical difference between the overall distribution of the two curves,
not fo the difference in estimates af any given imepoint (e.g., 34.9% vs.
21.9% at Week 104.)

The distribution of confirmed EDSS change from study entry (baseline) to
the end of the study is shown in Figure 2. There was a statistically signifi-
cant differance between treatment groups in confirmed change for patients
wilh at least 2 scheduled visits (136 placebo-treated and 150 AVONEX®-
treated patients; p = 0.006; see Table 1), Confirmed EDSS change was
calculated as the ditference between the EDSS score at study entry and 1 of
the scores determined al 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 favour of AVONEX® recipients persisted
(p=0.002). When Ireatment failure was defined as 2.0 points or greater
increase in EDSS sustained for 6 months, 18.3% of placebo-treated patients
worsened compared to 6.1% of AVONEX™-Ireated patients. Additionally,
significantly fewer AVONEX® recipients progressed to EDSS milestanes

of 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 secandary
oulcomes {see Table 1). AVONEX® treatment significantly decreased the
frequency of exacerbations in patients who were enrolled in e study for

al least 2 years, from 0.0 in the placebo-treated group lo 0.61 in the
AVONEX®-Ireated group (p=0.002). This represents a 32% reduction.
Additionally, placebo-treated patients were twice as |ikely to have 3 or
more exacerbations during the study when compared lo AVONEX®-treated
patients (32% vs. 14%).

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

g

- AVONEX™ (N = 150)

wm Placebo (N = 136)

'§ 40 (
g
) P=0.008
&
2w
g
S

]

<10 05 o 05 10 15 220

~— Batter— Worse
Conli Change from Baseline EDSS

https://doi.org/10.1017/50317167100050095 Published online by Cambridge University Press 4 _5()

Gd-enhanced and T2-weighted (prolon density) MRI scans of the brain were
obtained in most patients at baseline and at the end of 1 and 2 years of
treatment. Gd-enhancing lesions seen on brain MRI scans represent areas
of breakdown of the blood brain barrier thought to be secondary to inflam-
mation. Patients freated with AVONEX® demonstrated significantly lowes
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 trealed
wilh AVONEX® was 3.2 al baseline and 0.8 al Year 2, compared to 23 at
baseline and 1.6 at Year 2 for the placebo-trealed patients. The volume

of Gd-enhanced lesions was also analyzed and showed similar treatment
effects (p < 0.03). Percentage change in T2-weighted lesion volume from
study entry to Year 1 was significantly lower in AVONEX®-treated than
placebo-trealed patients (p = 0.02). A significant difference in T2-weighted
fesion volume change was not seen between study entry and Year 2.
Treatment with AVONEX® resulted in 2 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.

01 the limb function tests, anly 1 demonstraled a statistically significant
difference betwean treatment groups (favoring AVONEX®),

Twenty-three of the 301 patients (8%) discontinued treatment prematurely.
01 these, 1 patient treated with placebo (1%) and & palients treated with
AVONEX® {4%) discontinued treatment due to adverse events, Of these

23 patients, 13 remained on study and were evaluated for clinical endpoints.
A summary of Ihe effects of AVONEX® on the primary and major secondary
endpoints of this study is presented in Table 1,

Table 1
MAJOR CLINICAL ENDPOINTS

Endpoint Placeho  AVONEX"  P-Value

PRIMARY ENDPOINT:

Time to sustained progression

in disability (N: 143, 158)'
Percentage of patients progressing
in disability at 2 years 34.9% 21.9%
(Kaplan-Meier estimate)'

SECONDARY ENDPOINTS:

DISABILITY

Mean confirmed change in

EDSS from study entry to end 0.50 0.20 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% 38% 0.0%
1 0% %
2 11% 18%
3 14% 7%
>4 18% 7%
Percentage of patients
exacerbation-free (N: 87, 85) 26% 38% 0.0
Annual exacerbation rate
(M: 87, 85) 0.90 061 0.002%
MRI

Number of Gd-enhanced lesions:
At study enlry (N: 132, 141)

Mean (Median) 230100 32(1.0)
Range 0-23 0-56
Year 1 (N: 123, 134)
Mean (Median) 16(0) 1.0(0) 0.02
Range 0-22 0-28
Year 2 (N: 82, 83)
Mean (Median) 16(0) 08 {0) 005
Range 0-34 0-13
T2 lesion volume,
Percentage change from study entry
to Year 1(N: 116,123)
Median -3.3% -13.1% 002

Percentage change from study entry
1o Year 2 (N: 83, 81)
Median -6.5% -13.2% 03
Number of new and enlarging lesions
at Year 2 (N: 80, 78)
Median 30 20 0.002"

Note: (N: . ) denotes the number of evaluable placebo and AVONEX®
(Interferon bela-1a) patients, respectively.
" Patient data included in this analysis represent variable periods
of time on study.
# Analyzed by Mantel-Cox (logrank) lest.
' Analyzed by Mann-Whitney rank-sum fest.
* Analyzed by Cochran-Mantel-Haenszel test.
* Analyzed by likelihood ratio test.
* Analyzed by Wilcoxon rank-sum lest.
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INDICATIONS AND CLINICAL USE

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

with chronic progressive multiple sclerosis.

CONTRAINDICATIONS

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

WARNINGS

AVONEX® (Interferon beta-1a) shiould 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 placebe-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  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, whiie
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-canvulsant 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 closely monitered 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 fiu
syndrome seen with AVONEX® therapy may prove stressful to patients
with severe cardiac conditions.

Laboratory Tests

In addition to those laboratory tests normally required for monitoring
patients with MS, complete biood 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, complete blood cell counts and white blood
cell differential, platelet counts, and blood chemistries were pertormed 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-
ferans). Patients with myelosuppression may require mare intensive moni-
toring of complete blood cell counts, with differential and platelet counts.

Drug Interactions

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

In the placebo-contralled study, corticostercids or ACTH were administered
for treatment of exacerbations in some patients concurrently receiving
AVONEX®. in addition, some patients receiving AVONEX® were also treated
with anti-depressant therapy andyor 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. Formai hepatic drug metabolism
studies with AVONEX® in humans have not been conducted. Hepatic
microsomes isolated from AVONEX®-treated rhesus monkeys showed
no influence of AVONEX® on hepatic P-450 enzyme metabolism activity.

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

Use in Pregnancy

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

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

Nursing Mothers

It is not known 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 should be cautioned to report depression or suicidal

ideation (see Warnings).

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

ADVERSE EVENTS

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

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

One patient in the placebo group attempted suicide; no AVONEX®-treated
patients attempted suicide. The incidence of depression was equal in the
2 treatment groups. However, since depression and suicide have been
reported with other 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 related to the effects of MS alone, to AVONEX®,

or to a combination of both (see Precautions).

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

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

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

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

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

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

Adverse Events and Sele.r;:!lelihorulory Abnormalifies
in the Placebo-Controlied Study

Adverse Event Placebo AVONEX®
(N=143) (N=158)

Body as a Whole

Headache 57% 67%

Flu-like symptoms (otherwise unspecified)*  40% 61%

Pain 20% 24%

Fever* 13% 23%

Asthenia 13% 21%

Chills* 7% 21%

Infection 6% 1%

Abdominal pain 6% 9%
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Table 2
Adverse Events and Selected Luboratory Abnormalltles
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%
Ovarian cyst 0% 3%
Ecchymosis injection site 1% 2%
Cardiovascular System
Syncope 2% 4%
Vasodilation 1% 4%
Digestive System
Nausea 23% 33%
Diarchea 10% 16%
Dyspepsia 7% 1%
Anorexia 6% 7%
Hemic and lymphatic System
Anemia* 3% 8%
Eosinophils 2 10% 4% 5%
HCT (%) < 32 {females)

or < 37 (males) 1% 3%
Metabolic and Nutritionel Disorders
SGOT=3 x 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 System
Upper respiratory tract infection 28% 3%
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%
Urogenital
Vaginitis 2% 4%

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

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

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

in open and uncontrolled studies, the role of AVONEX® in their causation
cannot be reliably determined. Body as a Whole: abscess, astites,
cellulitis, facial edema, hernia, injection site fibrosis, injection site hypersen-
sitivity, lipoma, neoplasm, photosensitivity reaction, sepsis, sinus headache,
toothache; Cardiovascular System: archythmia, arteritis, heart arrest,
hemorrhage, hypotension, palpitation, pericarditis, peripheral ischemia,
peripheral vascular disorder, postural hypatensian, pulmanary embalus,
spider angioma, telangiectasia, vascular disorder; Digestive System:
blood in stool, 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; Hemic

and Lymphatic System: coagulation time increased, ecchymosis,
lymphadenopathy, pstechia; Metabollc and Nutritional Disorders:
abnormal healing, dehydration, hypoglycemia, 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, psychosis;
Respiratory System: emphysema, hemoptysis, hiccup, hyperventitation,
laryngitis, pharygeal edema, pneumonia; Skin and Appendages: basal
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cell carcinoma, blisters, cold clammy skin, contact dermatitis, erythema,
furunculosis, genital pruritus, nevus, rash, seborrhea, skin ulcer, skin
discolouration; Special Senses: abnormal vision, conjunctivitis, earache,
eye pain, labyrinthitis, vitreous floaters; Urogenital: breast fibroadenosis,
breast mass, dysuria, epididymitis, fibrocystic change of the breast, fibroids,
gynecomastia, hematuria, kidney calculus, kidney pain, leukorrhea,
menopause, nocturia, 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 neutratizing antibodies
specific to inferferon beta. Analyses conducted on sera samples from

2 separate clinical studies of AVONEX® suggest that the plateau for the
incidence of neutralizing antibodies formation is reached at 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 at

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

DOSAGE AND ADMINISTRATION

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

AVONEX® is intended for use under the guidance and supervision of a
physician. Patients may self-inject only if their physician determines that
itis appropriate and with medical follow-up, as necessary, after proper
training in IM injection technique.

PHARMACEUTICAL INFORMATION

Composition:

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

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

Reconstitution:

AVONEX® is reconstituted 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.

Stobility and Storage:

Vials of AVONEX® must be stored in a 2-8°C (36-46°F) refrigerator. Should
refrigeration be unavailable, AVONEX® can be stored at up to 25°C (77°F)
for a period of up to 30 days. DO NOT EXPOSE TO HiGH TEMPERATURES.
DO NOT FREEZE. Do not use beyond the expiration date stamped on the
vial. Following reconstitution, it is recommended the product be used as
500N 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
(each containing one vial of AVONEX®, one 10 mL (10 cc) diluent vial,
three alcohol wipes, one 3 c¢ syringe, one Micro Pin®, one needle,

and one adhesive bandage).

REFERENCES:

1 AVONEX® Product Monograph, April 6, 1998.

2 Jacobs LD, Cookfair DL, Rudick RA, et al. Intramuscular interferon beta-1a
for disease progression in relapsing multiple sclerosis. Ann Neurol.
1996;39:285-294.

3 Data on file, PRB#8154-1, Biogen, Inc., November 20, 1997.

4 Data on file, Biogen, Inc.

5 Herndon RM, et al. Ongoing efficacy and safety analysis of interferon
beta-1a {AVONEX®) in patients with Multiple Sclerosis. 122nd Annual
Meeting ANA, San Diego, CA, 1997.
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achieve an individualized maintenance dose.

The smallest available strength of LAMICTAL Chewable/Dispersible Tablets is 5 mg, and only whole tablets should be
administered {scoreline on the 5 mg 1ablet is not intended for tablet spiitting). Therefore, recommended doses have
been determined based on the individual, or combination of, tablet strengths which most closely approximate, but do
NOT exceed, the target dose calculated on the basis of patient weight. LAMICTAL should not be administered if the
calculated daily dose is less than 2.5 mg (e.g., patients weighing less than 17 kg [37 Ibs} and on concomitant VPA, or
patients weighing less than 9 kg [20 Ibs] and on concomitant EIAEDs without VPA). If the initial calculated daily dose
of LAMICTAL is 2.5 10 5 mg, then 5 mg of LAMICTAL should be taken on altemative days for the first 2 weeks.

For patients taking AEDs whose pharmacokinetic interactions with LAMICTAL are currently unknown, follow the
titration schedule for concomitant VPA.

Elderly patients

There is litle experience with the use of LAMICTAL in elderly patients. Caution should thus be exercised in dose
selection for an elderty patient, recognizing the more frequent hepatic, renal and cardiac dysfunctions.

Patients with Impaired renal function

The elimination half-life of lamotrigine is prolonged in patients with impaired renal function (see ACTION
AND CLINICAL PHARMACOLOGY). Caution should be exercised in dose selection for patients with impaired
renal function.

Patients with impaired hepatic function

There is no experience with the use of LAMICTAL in patients with impaired liver function. Because lamotrigine is
metabolized by the liver, caution should be exercised in dose selection for patients with this condition.

PHARMA INFORMATION

Drug substance

Brand name: LAMICTAL

Common name: Lamotrigine

Chemical name: 1,2,4-triazine-3,5-diamine, 6-(2,3-dichlorophenyl}-{lUSAN]

Chemical name: 6-(2,3-dichlorophenyl)-1,2 4-triazine-3,5-diamine [Chem. Abstr.]

Structural formuia: [USAN]

N~

cl Q/’l

H,N N7 °NH,

Cl

Molscular formula: CgHyCloNs

Molecular weight: 256.09

Description: Lamotrigine is a white to pale cream powder. The pK, at 25°C is 5.7. It is practically insoluble in water
(0.017% whv); slightly soluble in ethanol (0.41% wiv), chioroform (0.11% w/v) and octanol (0.28% wiv).

Composltlon

LAMICTAL Tablets contain lamotrigine and the following non-medicinal ingredients: cellulose, lactose, magnesium
stearate, povidene, sodium starch glycollate, and colouring agents:

* 25mg (white tablets) - None

+ 100 mg {peach tablets) - Sunset Yellow , FCF Lake

+ 150 mg (cream tablets) - Femic oxide, yellow

LAMICTAL Chewable/Dispersible Tablets (5 mg) contain lamotrigine and the following non medlcmal ingredients:
aluminum magnesium silicate, blackcurrant flavour, calcium casbonate, hydroxypropylceliul jum stearale,
povidone, saccharin sodium and sodium starch glycollate.

Administration of LAMICTAL Chewable/Dispersible Tablets

LAMICTAL Chewable/Dispersible Tablets may be swallowed whole, chewed, or dispersed in water or diluted fruit
juice. The scoreline on the 5 mg tablet is not intended for tablet spiitting. If the tablets are chewed, consume a small
amount of water or diluted fruit juice to aid in swallowing. To disperse the tablets, add the tablets to a small amount of
liquid (1 teaspoon, or enough to cover the medication). Approximately 1 minute later, when the tablets are completely
dispersed, swirl the solution and consume the entire quantity immediately. No attempt should be made to administer
partial quantities of the dispersed tablets.

Stability and storage recommendations

LAMICTAL Tablets should be stored at controlied room temperature (15°C to 30°C) in a dry place and protected from light.
AVAILABILITY QF DOSAGE FORMS

LAMICTAL Tablets (scored, shield-shaped, engraved "LAMICTAL"} are available in three different strengths in the
following pack formats:

25 mg tablets (white) in botties of 100;

+ 100 mg tablets (peach) in bottles of 100;

* 150 mg tablets {cream) in bottles of 60.

LAMICTAL Chewable/Dispersible Tablets (white, scored and biconvex, engraved "LAMICTAL") are available in the
following pack format:

* 5mg (initiation dose only) in blisters of 28.

Product Monograph available to healthcare professionals upon request.

References:

1. Motte J, Trevathan E, Arvidsson JFV, et al. Lamotrigine for generalized seizures associated with the
Lennox-Gastaut syndrome. N Eng/ J Med 1997;337:1807-1812. 2. Product Monograph of PrLamictal®
(lamotrigine), Glaxo Wellcome Inc. May 1999. 3. Mullens L, Gallagher J, and Manasco P. Improved
neurological function accompanies effective control of the Lennox-Gastaut syndrome with Lamicta!®: results of
a multinational, placebo-controlled trial. Epilepsia 1996;37(Suppl. 5):163.
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Glaxo Wellcome Inc. ®Registered trademark of The Wellcome Foundation
Mississauga, Ontario, Canada L5N 6L4 Limited, Glaxo Wellcome Inc. licensed use.
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ropinirole

ropinirole (as ropinirole hydrochloride)
Tablets: 0.25 mg, 1.0 mg, 2.0 mg, 5.0 mg
THERAPEUTIC CLASSIFICATION
AntiParkinsonian Agent / Dopaming Agonist
INDICATIONS AND CLINICAL USE
REQUIP (ropinirole hydrochloride) is indicated in the treatment of the
signs and symptoms of idiopathic Parkinson's disease. REQUIP can be
used both as early therapy, without concomitant levodopa and as an
adjunct to levodopa.
CONTRAINDICATIONS
REQUIP (ropinirole hydrochloride) is contraindicated in patients with a
known hypersensitivity to ropinirole hydrochloride or the excipients of the
drug product.
WARNINGS
Orthostatic Symptoms - Dopamine agonists appear to impair the
systemic regulation of blood pressure with resulting orthostatic
symptoms of diziness or lightheadedness, with or without documented
hypotension. These symptoms appear to occur especially during dose
escalation, Therefore, patients treated with dopamine agonists should be
carefully monitored for signs and symptoms of orthostatic hypot
especially during dose escalation and should be informed of this risk.
Hallucinations - In controlled trials, REQUIP (ropinirole hydrochloride)
caused hallucination in 5.1% of patients during earty therapy (1.4% in the
placebo group) and in 10.1% of patients receiving REQUIP and levodopa
{4.2% receiving placebo and levodopa). Hallucination was of sufficient
severity that it led to discontinuation in 1.3% and 1.9% of patients during
early and adjunct therapy, respectively, The incidence of hallucination was
dose-dependent both in early and adjunct therapy studies.
PRECAUTIOI
Cardiovascular - Since REQUIP (ropinirole hydrochloride) has not been
studied in patients with a history or evidence of significant cardiovascular
disease including myocardial infarction, unstable angina, cardiac
decompensation, cardiac arrhythmias, vaso-occlusive disease (including
cerebral) or cardiomyopathy, it should be used with caution in such
patients. There is limited experience with REQUIP in patients treated with
antihypertensive and antiarrhythmic agents. Consequently, in such
patients, the dose of REQUIP should be titrated with caution. Neuroleptic
Malignant Syndrome ~ A symptom complex resembling the neuroleptic
malignant syndrome (characterized by elevated temperature, muscular
rigidity, altered consciousness, and autonomic instability), with no other
obvious etiology, has been reported in association with rapid dose
reduction, withdrawal of, or changes in anti-Parkinsonian therapy. A
single spontaneous report of a symptom complex resembling the
neuroleptic malignant syndrome has been observed in a 66 year old
diabetic male patient with Parkinson's disease, who developed fever,
muscle stiffness, and drowsiness 8 days after beginning REQUIP
treatment. The patient also experienced acute bronchitis, which did not
respond to antibiotic treatment. REQUIP was discontinued three days
before the patient died. The reporting physician considered these events
to be possibly related to REQUIP treatment. A single spontaneous report
of severe muscle pain has been reported in a 66 year old male patient
around his thigh. The reporting physician considered the event to be
probably related to REQUIP treatment. Retinal Pathology in Rats - In a
two year carcinogenicity study in albino Sprague-Dawley rats, retinal
atrophy was observed at incidences of 0%, 1.4%, 1.4% and 10% of male
rats and 0%, 4.4%, 2.9% and 12.9% of female rats dosed at 0, 1.5, 15
and 50 mg/kg/day respectively. The incidence was significantly higher in
both male and female animals dosed at 50 mg/kg/day. The 50 mg/kg/day
dose represents a 2.8 fold greater exposure (ALIC) and a 13.1 fold greater
exposure (G to ropinirle in rats than the exposure would be in
humans at the maximum recommended dose of 24 mg/day. The
relevance of this finding to humans is not known, Pregnancy - The use
of REQUIP during pregnancy is not recommended. REQUIP given to
pregnant rats during organogenesis (gestation days B through 15)
resulted in decreased fetal body weight at 60 mg/kg/day (approximately 3
- 4 times the AUC at the maximal human dose of 8 mg tid), increased
fetal death at 90 mgkg/day {approximately 5 times the AUC at the
maximal human dose of 8 mg tid ) and digital mafformations at
150 mg/kg/day (approximately 8-9 times the AUC at the maximal human
dose of 8 mg Lid). These effects occurred at maternally toxic doses.
There was no indication of an effect on development of the conceptus at
a maternally toxic dose of 20 mg/kg/day in the rabbit. In a perinatal-
postnatal study in rats, 10 mg/kg/day of REQUIP (approximately 0.5 - 0.6
times the AUC at the maximal human dose of 8 mg Li.d) impaired growth
and development of nursing offspring and altered neurological
development of female offspring. Mursing Mothers - Since REQUIP
suppresses lactation, it should not be administered to mothers who wish
to breast-feed infants, Studies in rats have shown that REQUIP and/or its
metabolites cross the placena and are excreted in breast milk.
Consequently, the human fetus and/or neonate may be exposed to
dopamine agonist activity, Use in Women receiving Estrogen
Replacement Therapy - In female patients on long-term treatment with
conjugated estrogens, oral clearance was reduced and elimination half-
life prolonged compared to patients not receiving estrogens (see
Pharmacokinetics). In patients, already receiving estrogen replacement
therapy, REQUIP may be titrated in the recommended manner according
to clinical response. However, if estrogen replacement therapy is stopped
or introduced during treatment with REQUIP, adjustment of the REQUIP
dosage may be required. Pediatric Use ~ Safety and effectiveness in the
pedialric population have not been established. Renal and Hepatic
Impairmeat - No dosage adjustment is needed in patients with mild to
renal clearance of 30 to 50 mLimin).
Because the use of HEOUIP in patients with severe renal impairment or
hepatic impairment has not been studied, administration of REQUIP to
such patients is not recommended. Drug Interactions - Psychotropic
Drugs: Neuroleptics and other centrally active dopamine antagonists may
diminish the effectiveness of REQUIP. Therefore, concomitant use of
these products is not r ded. Based on populati

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

ADVERSE REACTIONS

Adverse Reactions Associated with Discontinuation of Treatment - Of
1599 patients who received REQUIP (ropinirole hydrochloride) during the
premarketing clinical trias, 17,19 in early-therapy studies and 17.3% in
adjunct-therapy studies discontinued treatment dug to adverse reactions.
The events resulting in discontinuation of REQUIP in 1% or more of
patients were as follows: Farly therapy: nausea (6.4%), dizziness (3.8%),
aggravated Parkinson's disease (1.3%), hallucination (1.3%), headache
(1.3%), somnolence (1.3%) and vomiling (1.3%). Adjunct therapy:
diziness (2.9%), dyskinesia (2.4%), confusion (2.4%), vomiting (2.4%),

TABLE1
Adverse events with incidence 2% from all placebo-condrolled earty
and adjunct therapy studies

hallugination (1.9%), nausea (1.9%), anxiety (1.9%), and increased
sweating (1.4%). Patients over 75 years of age (n=130) showed slightty
higher incidences of withdrawal due to hallucination, confusion and
diziness than patients less than 75 years of age. Most Frequent Adverse
Events — Adverse events occurring with an incidence of greater than, or
equal to, 10% were as follows: Early therapy: nausea, diziness,
somnolence, headache, peripheral edema, vomiting, syncope, fatigue and
viral infection. Adjunct therapy: dyskinesia, nausea, dizziness,
somnolence and headache. Dopamine agonists, with an ergoline chemical
structure have been associated with adverse experiences such as
retroperitoneal fibrosis, erythromelalgia and pulmonary reactions.
REQUIP has a novel, non-ergoline chemical structure and no reports of
such events have been observed in clinical trials. Incidence of Adverse
Events in Placebo Controlled Trials - The incidence of postural
hypotension, an event commonly associated with initiation of dopamine
agonist therapy, was not notably different from placebo in clinical trials.
However, decreases in systolic blood pressure to < 90 mmHg have been
observed in 13% (<65 years), 16% (65-75 years) and 7.6% (>75 years)
of patients treated with REQUIP. Table 1 lists adverse events that occurred
at an incidence of 2% or more among REQUIP-treated patients who
participated in placebo-controlled trials for up to one year. Patients were
dosed in a range of 0.75 mg to 24 mg/day. Reported adverse events were
classified using a standard World Health Organization (WHO)-based
The prescriber should be aware that these figures
can not be used to predar;l the incidence of adverse events in the course
of usual medical practice where patient characteristics and other factors
differ from those which prevailed in the clinical trials. Similarly, the cited
frequencies can not be compared with figures obtained from other clinical
investigations involving different treatments, uses and investigators. The
cited figures, however, do provide the prescribing physician with some
basis for estimating the relative contribution of drug and non-drug factors
to the adverse events incidence rate in the population studied. The
Adverse Reactions section has been condensed. See full Product
Monograph for the complete information.
DOSAGE AND ADMINISTRATION
REQUIP (ropinirole hydrochloride) should be taken three times daily.
While administration of REQUIP with meals may improve gastrointestinal
tolerance, REQUIP may be taken with or without food. The recommended
starting dosage is 0.25 mg three times daily. Based on individual patient
response, dosage should then be titrated by weekly increments of 0.25
mg per dose as described in the table below. After week 4, daily dosage
may be increased by 0.5 to 1.0 mg per dose on a weekly basis up to 24
mg per day. Doses greater than 24 mg/day have not been tested in clinical
trials. Smaller dose increments are recommended for patients who may
be at risk for orthostatic symptoms. In clinical trials, initial benefits were
observed with 3 mg/day and higher doses.

Enily Therapy Adjunct Tharapy
REQUIP Plasabo REQUIP
N =157 N=147 N =208 N=120
S occerance | % oscwrrance | % occarrence | %
Autonomic Nervous System
Sweating Increased B4 a1 1.2 17
Mouth Dry 81 34 53 os
Flushing a2 07 14 03
Body as » Whols General
Prripheral Edema 134 a1 19 25
Fatigue s LR} -
Injury - - 106 92
Pain 76 41 53 a1
Asthania (] 14 - -
Drug Level Increased 45 27 B7 33
Chest Pain 38 ) -
Malarse 32 07 14 08
Cardiovascular General
ynCope ns 14 29 17
Hypatension Posturs B4 48 - -
Hyperension a5 34 14 33
Hypotension 19 L] 24 LL]
Contral and Paripharal
Nervous System
Diznrass 401 | ne 40 158
Dyshinasa - u7 125
Headche 172 W 1648 ni
Aasia (Falls) - - 96 67
Tremos ] 25
Parmsthess 53 25
Hyperesihesia 18 20 - =+
00 43 a2
Hypokinesia 53 42
Paiests - 29 00
Gastraintestinal System
Nauses 5589 28 w8 183
Vorrsting 21 68 72 42
Dyspepsia 96 18
Constipaticn a2 15 3] 33
Abdoeninai Fain B4 27 a7 5
Drarrhea - - a4 25
Angeena a8 L] - =
Flatulence: 25 14 19 0.8
Sala Increased - - 24 08
Dysphagia 13 o 24 08
Heart Rate and Rhyihm
Palpaton iz 20 29 25
Melabslic and Nutritions!
Alictline Phosphate Increased 25 14 19 a0
Weight Decrease - - 24 08
Musculoskeletal Systam
Artheakya - &7 sl
Antheitis 29 08
Paychialric
Seenmalence an 61 w2 83
Anigty = 63 13
Confusion 51 14 87 1.7
Hallucination 51 14 101 42
Nemvousness = - 448 25
Yawning 32 (1] 4 -
nosia 25 14 48 08
Dreaming Abnormal - - 29 1.7
Red Blood Coll
Anemia - 2 0o
Reproductive Male
Imipotence 25 14 - =
Rusistance Machanism |
Upper Respieatory Trac! mechion a7 LE]
Indection Viral ws | 34 12 67
Respiratory Syvem |
Phanyngitis 64 41 -
Rhinifis 38 27 -
Siusits 38 a7
Dyspnea b3 oo 28 7
EBronchitis 25 | 14
Urinary System |
Urinary Tract Infecbon 51 | 41 63 25
Vascular Extracardise |
Peiipheral schema 25 | 0a
Vision
Wision Alnormal 57 | 34
Eye Abngnnality 12 | 4

* Incidence of adwerse event <1%

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

AVAILABILITY OF DOSAGE FORM

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

Full Product Monograph available to practitioners upon request.
REFERENCES:

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

4. Schrag AE, et al The Safety of Ropinirole, a selective non-grgaline
dopamine agonist in patients with Parkinson's disease. Clin
Neuropharmacol 1998;21:169-175.

pharmacokinetic assessment, no interaction was seen between REQUIP
and tricyclic antidepressants or benzodiazepines. Anti-Parkinsan Drugs:
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SmithKlhine Beecham
Week harma
1 2 3 4 (-] B Pharma, Memlser
Unit Dose (mg) 0.25 0.5 075 10 a div. of SmithKline Beecham Inc., 1989 g%‘;B
Total Daily Dose (mg) 0.75 15 225 30 Oakville, Ontarlo L6H 5V2

See IFC
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RESIDENTS HEADACHE COURSE

HEADACHES IN CHILDREN, WOMEN AND THE ELDERLY
PLUS NEUROBIOLOGY 2000
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Don’t miss the opportunity to attend this two-day

\l
interactive course focused on headache pathophysiology \/\¥

and secondary headache disorders. \f f!
Open to all senior neurology residents, "‘ 'il .-

PGY3 to PGYS5.

Montreal Neurological Institute
October 21-22, 2000

Co-chaired by:
Dr. Allan: Purdy, Halifax
Dr. Werner Becker, Calgary

Special guest faculty:

Dr. David Dodick, Mayo Clinic,
Scottsdale, Arizona

Dr. Peter Goadsby, National Hospital
at Queen Square, London, Ul{i

Dr. Edith Hamel, Montreal INEfifofogical
Institute, Montreal, QuebecE Sy
Ur, frad Shefeall, Va0 fnJLunJ Cantar
for tlaadache, Semiford, lrunuarr!rur

Supported by an unrestricted
educational grant from

Arrangements for this course, including travel and lodgings, can be made through the CCNS

Secretariat. Tel: (403) 229-9544  Fax: (403) 229-1661 E-mail: brains @ ccns.org GlaxoWellcome
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RESIDENTS HEADACHE COURSE

HEADACHES IN CHILDREN, WOMEN AND THE ELDERLY
PLUS NEUROBIOLOGY 2000

Saturday October 21, 2000 Sunday October 22, 2000

Introduction A. Purdy Headache in the Elderly
MNI Greetings M. Aube Overview J. Edmeads

Greeting from The Director R. Murphy Special Considerations P. Goadsby
Headache at the MNI B. Fiendel Trigeminal Neuralgia D. Dodick

Second Case Based Session All Faculty

Neurobiology of Headache 2000

Serotonin E. Hamel

Pathophysiology of Headache P. Goadsby Special Considerations

Post Junctional Receptors D. Dodick Psychiatric Issues in Headache F. Sheftell
Update on Spreading Depression C. Jarvis Atypical Facial Pain M. Gawel

Pediatric Migraine

Overview J. Dooley Case Based Sessions
Case Presentation D. MacGregor Two Break out sessions

Three Cases for two sessions
Migraine in Women

Overview W. Becker
Case Presentation R. Giammarco Facu|t_y for Case Based Sessions

; All clinical faculty noted and
First Cased Based Session All Faculty Drs. C. Roberge, G. Robinson and B. Anderson

ey DFs sum&"\\

For more information please contact the Canadian Congress of Neurological Sciences
Tel: (403) 229-9544; Fax: (403) 229-1661; E-mail: brains@ccns.org
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Canadian League Against Epilepsy-
Glaxo Wellcome Epilepsy Fellowship

This fellowship has been created to support research and
clinical training in the field of epilepsy in Canada. The
fellowship is valued at $45,000 and will be awarded for a
one year period. The award will be tenable as of July 1st,
2001.

Candidates must have an MD or PhD degree. Preference
will be given to those who have completed a specialty
program approved by the Royal College of Physicians and
Surgeons of Canada, but others are welcome to apply and
will be considered. Applications must contain a research
proposal relevant to epilepsy. The proposed research must
be done in Canada.

Applications must be received by December 1, 2000.

Further details and instructions for applicants may be
obtained from:

CLAE-GW Fellowship

Linda Ashford

Canadian Congress of Neurological Sciences
P.O. Box 4220, Stn. C.

Calgary AB Canada

T2T 5N1

Ligue Canadienne contre I’épilepsie
Bourse de recherche dinique en épilepsie

Cette bourse a été cré afin de soutenir la recherche
clinique dans le domaine de épilepsie au Canada. D’une
valeur de 45 000 $, 1a bourse sera attribuée pour une
période d’un an et prendra effet le 1er juillet 2001.

Les candidats doivent étre titulaire d’un dipléme de
médecine ou d’un doctorat de 3ieéme cycle. Une préférence
sera donnée a ceux qui sont inscrits & un programme de
spécialité approuvé par le College royal des médecins et
chirurgiens du Canada. Tous les autres canadidats seront
les bienvenus et leurs demandes seront considérés. Les
demandes doivent contenir un projet de recherche dans le
domaine de I’épilepsie. La recherche proposé doit étre
entreprise au Canada.

La date limite de réception des demandes de bourse : le
ler decembre 2000.

Pour obtenir plus de précisions, écrire a I’adresse suivante:

CLAE-GW Fellowship

Linda Ashford

Canadian Congress of Neurological Sciences
P.O. Box 4220, Stn. C.

Calgary AB Canada

T2T 5N1

Canadian Headache Society-
Glaxo Wellcome Headache Fellowship

This fellowship has been created to support research and
clinical training in the field of headache in Canada. The
fellowship is valued at $45,000 and will be awarded for a
one year period. The award will be tenable as of July 1st,
2001.

Candidates must have an MD or PhD degree. Preference
will be given to those who have completed a specialty
program approved by the Royal College of Physicians and
Surgeons of Canada, but others are welcome to apply and
will be considered. Applications must contain a research
proposal relevant to headache. The proposed research must
be done in Canada.

Applications must be received by December 1, 2000.

Further details and instructions for applicants may be
obtained from:

Dr. WJ Becker

President, Canadian Headache Society
c/o Neurology

12th Floor, Foothills Hospital

1403 29th St. NW

Calgary AB Canada T2N 2T9

Societé canadienne des céphalées
Bourse de rechereche clinique en c¢éphalée

Cette bourse a été cré afin de soutenir la recherche
clinique dans le domaine de la céphalée au Canada. D’une
valeur de 45 000 $, la bourse sera attribuée pour une
période d’un an et prendra effet le ler juillet 2001.

Les candidats doivent étre titulaire d’un dipléme de
médecine ou d’un doctorat de 3ieme cycle. Une préférence
sera donnée a ceux qui sont inscrits a un programme de
spécialité approuvé par le College royal des médecins et
chirurgiens du Canada. Tous les autres canadidats seront
les bienvenus et leurs demandes seront considérés. Les
demandes doivent contenir un projet de recherche dans le
domaine de la céphalée. La recherche proposé doit étre
entreprise au Canada.

La date limite de réception des demandes de bourse : le
ler decembre 2000.

Pour obtenir plus de précisions, écrire a I’adresse suivante:

Dr. WJ Becker

President, Canadian Headache Society
c/o Neurology

12th Floor, Foothills Hospital

1403 29th St. NW

Calgary AB Canada T2N 2T9
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ADVERTISEMENT FOR
PeDIATRIC NEUROLOGIST

The Department of Pediatrics, College of Medicine,
University of Saskatchewan, Saskatoon, Saskatchewan is
seeking a pediatric neurologist in the Division of
Pediatric Neurology. The Department of Pediatrics is
located at Royal University Hospital and provides
pediatric tertiary care for the province of Saskatchewan.
Candidates should have interest and expertise in teaching
undergraduate and postgraduate trainees, research, and
clinical work. The successful candidate will be a member
of a three person group and will share in a one in three
call schedule. The Division supports an accredited and

KING MEDICAL

THE CANADIAN
ELECTRODE PLACE

¢ JARI - CHALGREN
¢ KENDALL - NUTAB
» KING MEDICAL
* MEDICOTEST

- BLUE SENSOR

. .. . . - NEUROLINE
funded fellowship training program in child neurology. « MEDTRONIC - DANTEC
Candidates must have completed training in the o 3M CANADA
specialty of pediatric neurology and must hold FRCP(C) o D.0. WEAVER

qualifications in Pediatrics or Neurology or equivalent.

The University of Saskatchewan is committed to
employment equity. Members of designated groups
(women, aboriginal people, people with disabilities and
visible minorities are encouraged to self-identify on their
applications).

Interested candidates should write to: Dr. Noel Lowry,
Division of Pediatric Neurology, Department of
Pediatrics, Royal University Hospital, Saskatoon,
Saskatchewan S7N 0W8.

Biggest selection in Canada
of disposable Electrodes

Tel (905) 833-3545
Fax (905) 833-3543
E-mail soren@kingmedical.com

King Medical Ltd.
145 Kingsworth Road

r
1
]
1
1
1
1
1
1
1
1
1
1
]
1
I
I
I
1
1
1
1
1
1
1
|
I
I
I
1
1
1
1
1
1
1
1
1
|
:
: King City * Ontario L7B 1K1
h

T L L L L ey r rr rr e e e T L ]

Neurology Positions

Sudbury, Ontario HOPITAL REGIONAL DE

SUDBURY
REGIONAL HOSPITAL

Hopital régional de Sudbury Regional Hospital .
!

The Hopital régional de Sudbury Regional Hospital (HRSRH) is currently recruiting 2 full-time neurologists to redevelop the neurology component of
our Neuroscience Program. They will work with our four-person Neurosurgical Service to provide neurology/neurosurgical care to the patient population
served by the Sudbury Regional Hospital.

The HRSRH is one of the largest tertiary referral centres in the province and serves as the regional resource and referral centre for residents throughout
Northeastern Ontario. It houses over 600 beds, 18 surgical operating rooms, 2,700 employees and a medical staff of 260. The HRSRH is the result of
restructuring of 3 local acute hospitals into one new entity on a single redeveloped site. When complete in 2002, the HRSRH will be approximately 873,000
square feet spread over a 34-acre site. It will be built to the latest standard, equipped with state-of-the-art technology and operated with an annual budget
of over $165 million.

With a population of 164,000, the Regional Municipality of Sudbury is a dynamic and diversified community nestled in the heart of Northeastern
Ontarjo. Traditionally, a resource-based community, Sudbury has established itself as a major centre for financial and business services, tourism, medical
services as well as research and education. Serving a market of over 600,000 people, the Regional Municipality of Sudbury is well known as the service hub
for all Northeastern Ontario. Sudbury boasts a vibrant French-speaking community which consists of approximately 30% of the population. The Region
of Sudbury is well recognized by many industries as a prosperous community with a vibrant economic future. The region’s school system provides for
complete educational streams in both English and French as well as several levels of immersion. Laurentian University, College Boreal and Cambrian College
offer extensive full and part-time post secondary programs in both English and French. The City has a thriving cultural community, including the Sudbury
Symphony, Sudbury Theatre Centre, Théatre du Nouvel Ontario and the Northern Lights Festival Boréal to name just a few. Surrounding conservation areas
and nearby provincial parks provide many opportunities for outdoor recreational activity.

An extremely competitive package, which includes income guarantees, has been created for these positions. In addition, the HRSRH is considered to be
underserviced in the specialty of Neurology and a tax-free incentive grant may be available.

Candidates must have obtained specialty qualifications by the Royal College of Physicians and Surgeons of Canada and be eligible for licensure in
Ontario. Senior residents and fellows who will be eligible for specialist certification in the near future may be considered.

Interested individuals may contact

Dr. Wayne Lambert, Medical Director, Critical Care Program

Hopital régional de Sudbury Regional Hospital

2nd Floor - Memorial Site, 865 Regent Street, South

Sudbury, Ontario P3E 3V9

Telephone: (705) 671-1000, Ext. 297 Fax: (705) 671-5358 E-mail: wnlambert@hrsrh.on.ca
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SURREY MEMORIAL HOSPITAL
NEUROLOGIST

The Department of Medicine at Surrey
Memorial Hospital has an immediate
opening for a Neurologist.

The successful candidate will have an
FRCP(C) with certification in Neurology and
evidence of strong clinical and interpersonal
skills.  This is an exceptional opportunity to
join a thriving clinical practice of 6
Neurologists servicing a major community
hospital in Surrey. The successful applicant
will be expected to hold additional privileges
at a regional neuroscience referral centre and
several smaller community hospitals in the
health region. Independent practice with
shared  office  setting,  appointment
scheduling, bookkeeping and billing are
already in place for immediate start-up.
There is local access to CT, MRI, EEG, EMG,
Neurosurgery and Neuroradiology.  The
successful candidate will be expected to
share in the dedicated Neurology on-call
rota. Candidates must be certified by the
Royal College of Physician and Surgeons of
Canada.

Surrey Memorial Hospital is a community
and regional hospital with 440 acute care
beds, serving a catchment area of
approximately 500,000 people.  The
hospital currently provides a full range of non-
invasive Neurology services.

The City of Surrey is located approximately
30 km. south of Vancouver and is one of the
fastest growing communities in the country.
The community offers excellent living,
educational, entertainment and recreational
facilities in a beautiful West Coast setting.

If you are interested in this exciting
practice opportunity, please send your letter
of interest and curriculum vitae to:

K. Michael Kangalee

Director, Medical Services

Surrey Memorial Hospital

13750 - 96th Avenue

Surrey, B.C. V3V 172

Tel: (604) 585-5530

Fax: {604) 588-3320

Deadline for receipt of applications is
2000 September 15

DEPARTMENT OF CLINICAL NEUROSCIENCES
NEUROLOGISTS

The Department of Clinical Neurosciences of the
University of Calgary and the Calgary Regional Health
Authority invite applications for two positions in clinical
neurology. The positions will be based at one of two 500-bed
general hospitals and will include shared responsibility for the
neurology consultation service. Remuneration will be fee-for-
service. A hospital office, out-patient facilities and access to
EEG and EMG laboratories will be available. Appointees are
expected also to participate at least one day per week in one of
the academic programs of the Department such as headache,
movement disorders, etc. Expertise in EEG is desirable for one
position. Appointees are expected to contribute actively to
graduate and undergraduate teaching.

Applicants must hold a FRCPC in neurology. Highly
qualified candidates are sought and preference will be given to
those who have demonstrated academic ability in teaching and
research and who bring needed skills to the Department.

Applications with a copy of the curriculum vitae and names
of three references should be sent by September 15, 2000 to:

Dr. Thomas E. Feasby, Head
Department of Clinical Neurosciences
Foothills Hospital

1403-29th Street N.W.

Calgary, Alberta, T2N 2T9
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Migraine relief with tolerability similar to placebo

As shown in controlled clinical trials, AMERGE is a highly tolerable

triptan with an incidence of adverse events similar to placebo."”'

AMERGE provided significant migraine relief maintained over _

24 hours."*" A recent study demonstrated that 93% of attacks B s sy soriss
per patient did not require a second dose for recurrences.*

tin controlled clinical trials, the incidence of adverse events was similar to placebo (31% for AMERGE 2.5 mg vs. 32% for placebo’), = 13

t Headache relie uction of moderate or severe pain to mild or no pain.p.i\MER(;h 2.5 mg n=586: p<0.001 vs. placebo ; Maklng lo]erablllty
60 min post-dose to 4 hrs; p<0.05 vs. placebo at 4, 8, 12, 24 hrs. . . .

¥ The median percentage d ot represent recurrence rate. Headache recurrence equals & return of moderate or severe pain in a pal"l Of mlgl’ﬂlne I'Ellef.
4 to 24 hours post-dose fi ing initial relief
AMERGE (naratriptan | is a selective 5-HT, receptor agonist indicated for the acute treatment of migraine auacks
with or without aura 5 110 ¢ rlactic 4 r { ¢ ment ul hemiplegic, b
ophthalmoplegic migrai
male population. AN

Lot

on s
vascular syndromes, valvular hean disease or a " vith othe i VAAR
diseases should not receive AMERGE AMERC also contr: llndu.md in patients with uncontrolled or severe In«'pc riension G’EJXOWGHL ome | (Re)
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Exelon can make a difference in patients
with Alzheimer Disease

The only dual-acting cholinesterase inhibitor! Individualized Dosing

EXELON can help enhance cholinergic activity in the brain by Dosing can be individualized to help optimize the therapeutic
inhibiting acetylcholinesterase. In addition, EXELON also inhibits response. The suggested starting dose is 1.5 mg b.i.d. (3 mg/day),
butyrylcholinesterase. with the daily dose increased in 3 mg increments every 4 weeks."

Usual maintenance therapy is administered as 3-6 mg b.i.d.

i tt g i <
Proven efficacy' in 3 key domains - the ABCs of (6-12 mg/day) with morning and evening meals,

Alzheimer Disease

Activities of Daily Living were maintained or improved with a Now, EXELON can help many of your patients with
mean difference of more than 3 points vs. placebo on the PDS Alzheimer Disease look forward to staying at home
(p<0.05)." a while longer.
Behawour EII’]d Other pd I'Ellm‘E'FEfS Of global fUﬂClIOﬂlﬂg assessed EXELON (rvastigmine as thehyd_rugen tartrate salt) is indicated for the symptomatic treatment of mild to
on the CIBIC-Plus were significantly improved vs. placebo moderate dementia of the Alzheimer type.

-y 7§ The most common side effects associated with EXELON therapy are generally mild and of short duration,
(p<005) occur mainly in the titration phase, and usually subside with continued treatment. During maintenance

therapy, the most commeon side effects at doses of 6-12 mg/day were nausea (15%), vomiting (14%) and

Cognitive function was maintained or enhanced by a mean dizziness (10%)

difference of almost 5 pojmg VS, pla[ebo on the P\DAS'COS # Dose increases can be considered after a minimum of two weeks, as tolerated. Dose increases above
5 6 mg/day should proceed cautiously. The maximum dose should not exceed & mg b.i.d. For elderly

([_)<0.001 ) patients (> 85 years old) with low body weight (especially females) or serious comorbid diseases, it is

recommended to start treatment with less frequent dosing (1.5 mg once a day) and to escalate dosage
at a slower rate

EXELON has not been studied in controlled clinical trials for longer than & months. There is no evidence

| Comparative clinical significance has not been established that rivastigmine alters the course of the underlying dementing process
Based on EXELON dosages of 6-12 mg/day 1. Rasler M, Anand R, Cicin-Sain A, et al. BMJ 1999,318:633-40

¥ Double-blind, randomized, placebo-controlled, intemational multicentre clinical trial, n=725, 2. Schneider LS, Anand R, Farlow MR. Intl } Ger Psychopharm 1998:Suppl(1):51-534
PDS=Progressive Deterioration Scale. 3. Corey-Bloom J, Anand R, Vieach J. Intl } Ger Psychopharm 1998;1:55-65

§ pooled results from three prospective, randomized, double-blind, placebo-controlled, international 4. Exelon Product Monograph, April 13, 2000, Novartis Pharmaceuticals Canada Inc

multicentre clinical trials; n=2126. CIBIC-Plus=Clinician Interview-Based Impression of Change Scale.
Prospective, randomized, double-blind, placebo-controlled, dinical tnial; n=699. ADAS-Cog= Alzheimer
Disease Assessment Scale, Cognitive Subscale

DUAL ACTING
Product Monograph available upan request *
= XELON
;.l;?i:;r-l;:-cilil.;:::‘r'm.irk (fi\fa STigm! ﬂe)
l' N O VA R'I" I S ”::::IIIIEE‘;?ILI:n:E’?uI:lgcaiis Canada Inc, dlrr;é) @ TO Help PI'ESEI'VE lndependence
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