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TyRICA

PREGABALIN

s

1 PRESCRIBING SUMMARY

PATIENT SELECTION CRITERIA

THERAPEUTIC CLASSIFICATION
Analgesic Agent

INDICATIONS AND CLINICAL USE

LYRICA (pregabalin) is indicated for the management
of neuropathic pain associated with diabetic peripheral
neuropathy, postherpetic neuralgia and spinal cord
injury. LYRICA is indicated for the management of pain
associated with fibromyalgia. The efficacy of LYRICA in
the management of pain associated with fibromyalgia
for up to 6 months was demonstrated in a placebo-
controlled trial in patients who had initially responded to
LYRICA during a 6-week open-label phase.

Use in Special Populations

Geriatrics (>65 years of age): Pregabalin oral
clearance tended to decrease with increasing age. This
decrease in pregabalin oral clearance is consistent with
age-related decreases in creatinine clearance. Reduction
of pregabalin dose may be required in patients who have
age-related compromised renal function (see WARNINGS
AND PRECAUTIONS, Geriatrics [>65 years of age)).
Pediatrics (<18 years of age): The safety and efficacy
of pregabalin in pediatric patients (<18 years of age)
have not been established.

Renal: There have been reports of patients, with
or without previous history, experiencing renal failure
while receiving pregabalin alone or in combination
with other medications. Discontinuation of pregab
alin showed reversibility of this event in some cases (see
Product Monograph, WARNINGS AND PREGAUTIONS,
ADVERSE REACTIONS, Post-Marketing Adverse Drug
Reactions, and DOSAGE AND ADMINISTRATION).
Because pregabalin is eliminated primarily by renal
excretion, the dose of pregabalin should be adjusted as
noted for elderly patients or those with renal impairment
{see Product Monograph, ACTION AND CLNICAL
PHARMACOLOGY and DOSAGE AND ADMINISTRATION).

Pregnant Women: There are no adequate and well-
controlled studies in pregnant women. Pregabalin should
be used during pregnancy only if the potential benefit
justifies the potential risk to the fetus.

Labour and Delivery: The effects of pregabalin on
abour and delivery in pregnant women are unknown,

Nursing Women: It is not known if pregabalin is excreted
in human breast milk; however, it is present in the milk
of rats. Because of the potential for adverse reactions
in nursing infants from pregabalin, a decision should be
made whether to discontinue nursing or to discontinue

the drug, taking into account the importance of the drug
to the mother.

CONTRAINDICATIONS

Patients who are hypersensitive to pregabalin or to
any ingredient in the formulation or component of the
container.

SAFETY INFORMATION

WARNINGS AND PRECAUTIONS

Angioedema: There have been post-marketing reports
of angioedema in patients, some without reported
previous history/episode(s), during initial/acute and
chronic treatment with LYRICA. Specific symptoms
included swelling of the face, mouth (tongue, lips, and
gums), neck, throat, and larynx/upper airway. There
have been reports of life-threatening angioedema with
respiratory compromise requiring emergency treatment.
Some of these patients did not have reported previous
history/episode(s) of angioedema. LYRICA should
be immediately discontinued in patients with these
symptoms. During the pre-marketing assessment of
pregabalin in clinical trials, angicedema was reported
as a rare reaction (see Product Monograph, ADVERSE
REACTIONS, Less Common Clinical Trial Adverse
Reactions and Post-Marketing Adverse Drug Reactions).

Caution should be exercised when prescribing LYRICA to
patients with previous history/episode(s) of angioedema
and related events. In addition, patients who are taking other
drugs associated with angioedema (eg, ACE-inhibitors) may
be at increased risk of developing this condition.
HFperseM ivity: There have been post-marketing reports
of hypersensitivity reactions (e.g. skin redness, blisters,
hives, rash, dyspnea, and wheezing). Pregabalin should
be discontinued immediately if such symptoms occur
(see Product Monograph, Post-Marketing Adverse Drug
Reactions).

Renal Failure: In both clinical trials of various indications
and post-marketing database, there are reparts of patients,
with or without previous history, experiencing renal failure
while receiving pregabalin alone or in combination with
other medications. Discontinuation of pregabalin should
be considered as it has shown reversibility of this event
in some cases. Caution is advised when prescribing
pregabalin to the elderly or those with any degree of renal
impairment (see Product Monograph, Special Populations,
Renal; Abrupt or Rapid Discontinuation; ADVERSE
REACTIONS, Post-Marketing Adverse Drug Reactions; and
DOSAGE AND ADMINISTRATION).

Tumorigenic Potential: In standard preclinical in vivo
lifetime carcinogenicity studies of pregabalin, a high
incidence of hemangiosarcoma was identified in two
different strains of mice. The clinical significance of this
finding is uncertain. Clinical experience during pregabalin's
premarketing development provides no direct means to
assess its potential for inducing tumors in humans.
Ophthalmological Effects: In controlied studies, pregabalin
treatment was associated with vision-related adverse
events such as blurred vision (amblyopia) (6% pregabalin
and 2% placebo) and diplopia (2% pregabalin and
0.5% placebo). Approximately 1% of pregabalin-treated
patients discontinued treatment due to vision-related
adverse events (primarily blurred vision). Of the patients who
did not withdraw, the blurred vision resolved with continued
dosing in approximately half of the cases (see Product
Monograph, Post-Marketing Adverse Drug Reactions).
Patients should be informed that if changes in vision
occur, they should notify their physician.

Peripheral Edema: LYRICA may cause peripheral
edema. In controlled peripheral neuropathic pain and
fibromyalgia clinical trials, pregabalin treatment caused
peripheral edema in 9% of patients compared with
3% of patients in the placebo group. In these studies,
0.7% of pregabalin patients and 0.3% of placebo
patients withdrew due to peripheral edema (see Product
Monograph, ADVERSE REACTIONS, Peripheral Edema).
In controlled clinical trials of up to 13 weeks in duration of
patients without clinically significant heart or peripheral
vascular disease, there was no apparent association
between peripheral edema and cardiovascular
complications such as hypertension or congestive heart
failure. In the same trials, peripheral edema was not
associated with laboratory changes suggestive of
deterioration in renal or hepatic function.

Higher frequencies of weight gain and peripheral edemna
were observed in patients taking both LYRICA and a
thiazolidinedione antidiabetic agent compared to patients
taking either drug alone. As the thiazolidinedione class
of antidiabetic drugs can cause weight gain and/or
fluid retention, possibly exacerbating or leading to heart
failure, care should be taken when co-administering
LYRICA and these agents.

Congestive Heart Failure: In controlled clinical studies,
events of congestive heart failure were reported at an
infrequent rate (between 0.1% and 1%; see Product
Monograph, ADVERSE REACTIONS, Less Common
Clinical Trial Adverse Reactions).

There have been post-marketing reports of congestive
heart failure in some patients receiving pregabalin
{see Product Monograph, ADVERSE REACTIONS,
Post-marketing Adverse Drug Reactions). Although
this adverse reaction has mostly been observed in
elderly cardiovascular-compromised patients during
pregabalin treatment for a neuropathic pain indication,
some cases have occurred in patients without reported
edema or previous history of cardiovascular disease.
Pregabalin should be used with caution in these patients.
Discontinuation of pregabalin may resolve the reaction.
Gastrointestinal: There have been post-marketing
reports of events related to reduced lower gastrointestinal
tract function (eg. intestinal obstruction, paralytic ileus,
and constipation) in patients, some without reported
previous history/episode(s), during initial/acute and chronic
treatment with LYRICA, primarily in combination with other
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medications that have the potential to produce constipation.
Some of these evenls were considered serious and
required hospitalization. In a number of instances, patients
were taking opioid analgesics including tramadol.

Caution should be exercised when LYRICA and opioid
analgesics are used in combination, and measures to
prevent constipation may be considered, especially in
female patients and elderiy as they may be at increased
risk of experiencing lower gastrointestinal-related events
{see Product Monograph, ADVERSE REACTIONS, Post-
Marketing Adverse Drug Reactions).
WeightGain:LYRICAmaycauseweightgain. Inpregabalin-
controlled peripheral neuropathic pain and fibromyalgia
clinical trials with durations of up to 14 weeks, a gain of
7% or more over baseling weight was observed in 8%
of pregabalin-treated patients and 3% of placebo-
treated patients. Few patients treated with pregabalin
{0.6%) withdrew from controlled trials due to weight gain
(see Product Monograph, ADVERSE REACTICNS,
Weight Gain).

Pregabalin-associated weight gain was related to dose
and duration of exposure. Pregabalin-associated weight
gain did not appear to be associated with baseline BMI,
gender, or age. Weight gain was not limited to patients
with edema and was not necessarily due to edema-
related events (see Product Monograph, WARNINGS
AND PRECAUTIONS, Peripheral Edema).

Although weight gain was not associated with clinically
important changes in blood pressure in short-term
controlled studies, the long-term cardiovascular effects
of pregabalin-associated weight gain are unknown.
While the effects of pregabalin-associated weight gain on
glycemic control have not been systematically assessed,
in controlled and longer-term open-label clinical trials
with diabetic patients, pregabalin treatment did not
appear to be associated with loss of glycemic control (as
measured by HbA,).

Dizziness _and Somnolence: LYRICA may cause
dizziness and somnolence. In controlled studies, pregabalin
caused dizziness in 32% of patients compared to 8%
in placebo. Somnolence was experienced by 17% and
4% of the patients treated with pregabalin and placebo,
respectively. These events begin shortly after the initiation
of therapy and generally occur more frequently at higher
doses. In these studies, dizziness and somnolence led
to withdrawal of 5% (placebo: 0.5%) and 3% (placebo:
0.1%) of the pregabalin-treated patients, respectively. For
the remaining patients who experienced these events,
dizziness and somnolence persisted until the last dose of
pregabalin in 35% and 49% of the patients, respectively
(see Product Monograph, ADVERSE REACTIONS,
Tables 2, 4, and 11, and Post-Marketing Adverse Drug
Reactions).

Abrupt or Rapid Discontinuation: Following
abrupt or rapid discontinuation of pregabalin, some
patients reported symptoms including insomnia,
nausea, headache, anxiety, hyperhidrosis and diarrhea.
Pregabalin should be tapered gradually over a minimum
of one week rather than discontinued abruptly (see
Product Monograph, ADVERSE REACTIONS, Adverse
Events Following Abrupt or Rapid Discontinuation),

ADVERSE REACTIONS

Because clinical tnials are conducted under very specific
conditions, the adverse reaction rates observed in clinical
trials may not reflect the rates observed in practice and
should not be compared to the rates in clinical trials of
another drug. Adverse drug reaction information from
clinical tnials is useful for identifying drug-related adverse
events and for approximating rates.

Clinical Trial Adverse Drug Reactions

Most Common Adverse Events in All Pre-marketin
Controlled Clinical Studies of Neuropathic Pain: The
most commonly observed adverse events (=5% and
twice the rate of that seen in placebo) in pregabalin-
treated patients were: dizziness, somnolence, peripheral

edema, and dry mouth. Adverse events were usually mild
to moderate in intensity.

Adverse Events from a Controlled Clinical Stud
in_Neurop n_Associated with Spinal Cord
Injury: The most commonly observed treatment-
related adverse events (=5% and twice the rate of
that seen in placebo) in pregabalin-treated patients
were: somnolence, dizziness, asthenia, dry mouth,
edema, myasthenia, constipation, thinking abnormal,
amblyopia, and amnesia. Adverse events were usually
mild to moderate in intensity.
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Most Common Adverse Events in Controlled Clinical
Studies in Fibromyalgia: The most commonly observed
treatment-related adverse events (=5% and twice the rate
of that seen in placebo) in pregabalin-treated patients
were: dizziness (37.5%), somnolence (18.6%), weight
gain (10.6%), dry mouth (7.9%), blurred vision (6.7%}.
peripheral edema (6.1%), constipation (5.8%), and
disturbance in attention (5.3%). Adverse evenls were
usually mild to moderate in intensity.

To monitor drug safety, Health Canada collects infor-
mation on serious and unexpected effects of drugs. If
you suspect a patient has had a serious or unexpected
reaction fo this drug, you may notify Health Canada by
felephone: 1-866-234-2345.

ADMINISTRATION

DOSING CONSIDERATIONS

Patients with Impaired Renal Function

Pregabalin is primarily eliminated from the systemic
circulation by renal excretion as unchanged drug.
In some elderly patients and those with a medical
history of significant renal insufficiency, daily
dosages should be reduced accordingly (see Table in
Supplemental Product Information).

and_posther :
mended slarllng duse or LYRICA I8 150 mgfday given
in two or three divided doses (75 mg BID or 50 mg TI0),
with or without food in patients with a creatinine clearance
rate of at least 60 mL/min. Efficacy of LYRICA has been
demonstrated within the first week. Based on individual
patient response and tolerability, the dose may be increased
to 150 mg BID (300 mg/day) after one week.
For patients who experience significant and ongoing pain
and can tolerate pregabalin 300 mg/day well, maximum
daily dose of 600 mg (300 mg twice a day, BID) can be
used. However, in clinical trials, LYRICA 600 mg/day did not
provide additional significant efficacy and patients treated
with this dose experienced markedly higher rates of
adverse events and discontinued the trial more frequently
(see Product Monograph, ADVERSE REACTIONS, Tables
1 and 5). Doses above 600 mg/day have not been
studied and are not recommended.
Neuropathic pain associated with spinal cord injury:
The recommended starting dose for LYRICA is
150 mg/day, given in two divided doses (75 mg BID),
with or without food in patients with a creatinine clearance
rate of at least 60 mL/min. Efficacy of LYRICA has been
demonstrated within the first week. Based on individual
patient response and tolerability, the dose may be
increased to 150 mg BID (300 mg/day) after one week.
For patients who experience significant and ongoing
pain and can tolerate pregabalin 300 mg/day well, a
maximum daily dose of 600 mg (300 mg twice a day,
BID) may be considered. Doses above 600 mg/day have
not been studied and are not recommended.

Pain associated with fibromyalgia: The recommended
dosage is 300 to 450 mg/day, given in two divided doses.
The recommended starting dose for LYRICA is 150 mg/day,
given in two divided doses (75 mg BID), with or without
food in patients with a creatinine clearance rate of at least
60 mL/min. Based on individual response and tolerability,
the dose may be increased to 150 mg BID (300 mg/day)
after one week. Patients who do not experience sufficient
benefit with 300 mg/day may be further increased to
225 mg BID (450 mg/day). In some patients, efficacy of
LYRICA has been demonstrated within the first week,

For patients who experience significant and ongoing pain
and can tolerate pregabalin 300 mg/day well, maximum
daily dose of 600 mg (300 mg twice a day, BID) can
be used. However, in clinical trials of fibromyalgia,
LYRICA 600 mg/day did not provide additional significant
efficacy and patients treated with this dose experienced
significantly higher rates of adverse events and
discontinued the frial more frequently (see Product
Monograph, ADVERSE REACTIONS, Tables 7 and 10).
In view of the dose-related adverse events, the decision
to treat patients with doses above 450 mg/day should
be based on clinical judgment of the treating physician.
Doses above 600 mg/day have not been studied and are
not recommended.

ADMINISTRATION
LYRICA is given orally with or without food.
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reproduction, and special populations.

Drug Interactions
Overview: Since pregatialin is predurn‘na!ely excreted unchanged in
the urine, (v lism in humans (2% of a dose

recovered in urine as meTaDoh'les] does not inhibit drug metabolism in
vitro, and is not bound to plasma proteins, LYRICA {pregabalin) is unlikely to
produce, or be subject 1o, pharmacokinelic interactions.

u n /LI : Pregabalin is nat known to be
active at receptor sites associated with drugs of abuse. As with any CNS
aclive drug, physicians should carefully evaluate patients for history of
drug abuse and observe them for signs of LYRICA misuse or abuse (eg.,
development of tolerance, dose escatation, diug-seeking behaviour).
ADMINISTRATION
Do A Based on n: Dosing adjustment
should be based on creatinine clearance (CL.). as indicated in Tabie 1.
Pregabalin is eftectively removed from plasma by hemodialysis. Over a
4-haur hemodialysis treatment, plasma pregabalin concentrations are
reduced by approximately 50%  For patients receiving hemodialysis,
pregabaiin daily dose should be adjusted based on renal function, In
addition to the daily dose adjustment. a supplemental dose should
be given immediately following every 4-hour hemodialysis treatment
{see Table below).
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Table 1. Pregabalin Dosage Adjustment Based on Renal Function

Creatinine | Total Pregabalin Daily Dose (mg/day)* Dose
Ch Ri ded Dose Escalation* Regimen
(Cle)
(mL/min)
Starting § | Mani
dose upto  daily dose
260 150 300 450 600 | BiDor TID
30-60 [ 150 225 300 | BiDorTID
15-30 25-50 75 100-150 | 150 | ODorBID
<15 25 25-50 | 50-75 75 00
Supplementary dosage foll g hemodialysis (mg)*

Patients on the 25 mg QD regimen: take one supplamental dose

of 25 mg or 50 mg

Patients on the 25-50 mg 0D regimen: take one supplemental dose
of 50 mg or 75 mg

Patients on the 50-75 mg QO regimen:; lake one supplemental dose
of 75 mg or 100 mg

Patients on the 75 mg QD regimen: take one supplemental dose

of 100 mg or 150 mg

TID = Three dwided doses; BID = Two dwided doses, QD = Single daily dose.

* Based on individual patient response and tolerability.

* Total daily dose (mg/day) should be divided as indicated by dose regimen
to provide mg/dose.

" Supplementary cose is a single additional dose.

Overdosage

For management of a suspected drug overdose, contact your

reginnal l’nisurl Control Cem

ﬂnm Tha hlghem known dnse of D(egahaﬁn lm:enm m me chnlca!
development pragram in which there was no fatal outcome was 15,000 mg
in 1 patient. The types of adverse events experienced by patients who
received an overdose were no! clinically different from other patients
receiving recommended doses of pregabalin. In post- markeling experience,
fatal putcomes in cases in which pregabalin has been taken in combination
with other medications have been reported with a pregabaiin overdose
as low as 800 mag in a day. In none of these cases has pregabalin been
established as the cause of death of in pregabalin monotherapy. The lowest
fatal dose with pregabalin alone has not yet been identified.

The most commonly reported adverse events observed when pregabalin
was taken in overdose (dose range from 800 mg/day up to 11,500 mg as
a single dose) included affective disorder, somnoience, confusional state,

gz an jose; There is no specific antidote
for uverdﬂae mlh preqabaim if mdacated elimination of unabsorbed drug
may be altempted by emesis or gastric lavage: usual precautions should be
observed to maintain the airway. General supportive care of the patient is
indicated including monitoring of vital signs and observation of the clinical
status of the patient. A Certified Poison Control Center should be CDA‘IT&UGU
for up-to-date inf tion on the of with p
Hemodialysis: Standard hemodialysis procedures result in significant
clearance of pregabalin {approximately 50% in 4 hours) and should be
considerad in cases of dose. Although hemodial has not been
performed in the few known cases of overdose, it may be indicated by the
patient's clinical state or in patients with significant renal impairment.
Availabliity of Dosage Forms

LYRICA is avallable in dosage strengths of 25 mg, 50 mg, 75 mg,
100 mg", 150 mg, 200 mg®, 225 mg. and 300 mg capsules.

* Not commerc:ally available in Canada

For a copy of the Product Monogragh or full Prescribing Information, please
contact: Plizer Canada Medical Information at 1-800-463-6001 or visit
www phizer.ca.

Mienches

e ®eD)

Ffizer

Working together for a healthier world™
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Plizer Canada Inc ™ Pfiger Inc, vsed under license
Kirkland, Quebec  LYRICA® C.P. Pharmaceuticals International €.V,
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(@/”Cymbalta oELATED

duloxetine HCl capsutes
30 mg and 60 mg Delayed-Release Capsules

Prescribing Summary
Patient Selection Criteria

Analgesic

INDICATIORS

CYMBALTA™ (dutoxetine hydrochloride) s ingicated for the management of neuropathic pain associated with diabetic
peripheral neuropathy (DPN).

CYMBALTA* is indicated for the management of pain associated with fibromyalgia (FM).

CYMBALTA* is indicated for the management of chionic low back pain (CLBP).

The efficacy of CYMBALTA* has been demonstrated in controlted clinical trials for up to 12 weeks in DPN and FMand
upto 13 weeks in patients with CLBP. The physician who elects to use CYMBALTA® for extended periods in DPN, FM
or CLBP. should periodically re-gvaluate the long-term usefulness of the drug for the individual patient.
CONTRAINDICATIONS

CYMBALTA* is contraindicated in patients with a known hypersensitivity o the trug or the other components of the product
Monoamine Oxidase Inhibitors (MAQIs)

CYMBALTA® should not be used concomitantly with & monoamine oxidase inhibitor (MAOI), including the antibiofic
fingzolid and the thiazine dye methylthioninium chloride (methyleng blue) which are less well-known examples of
MAOKS or within at least 14 days of discontinuing treatment with an MAQL Based on the hal- e of duloxeting, at least
5 days shouid be allowed after stopping CYMBALTA™ befor starting an MAOI.

Hepatic Impairment

CYMBALTA™ s contraindicated in patients with any liver disease resulting in hepatic impairment.

Uncontrolled Namow-angle Glaucoma

Inclinical rials, CYMBALTA™ was associated with an increased risk of mydriasis; therefore, its use should be avoided
in pafients with uncontrolled narmow-angle glaucoma.

Severe Renal Impairment

CYMBALTA® is contraindicated in patients with severe renal impairment (i, creatinine clearance <30 ml/min) or
end-stage renal disease.

Thioridazine

Concomitant use of CYMBALTA* and thioridazing is contraindicated.

CYP1A2 inhibilors

CYMBALTA® shoud not be used concomitantly with potent CYP1A2 inhibtors (6.9, fvexaming) and some quinolone
antibiotics (e, ciprofiowacin or enokacing).

USE IN SPECIAL POPULATIONS

Use in Pregnant Women:

Safe use of CYMBALTA® during pregnancy has not been established. Therefore, CYMBALTA™ should not be
administered to pregnant women or those intending to become pregnant, uniess, in the opinion of the treating
physician, the expected benefits to te patient markedly outweigh the passible hazards to the fetus.

Post-marketing reports indicate that some nsonates exposed to SSRIs or newer antidgpressants latg in the third
trimester have developed complications requiring prolonged hospitalization, respiratory Support, and tube feeding.
Such complications can arise immediately upon delivery (see Product Monograph for complete details). When treating
apregnant woman with CYMBALTA® during the third trimester, the physician should carefully consider the potential
risks and benefits of trealment. There are no adequate and wel-controlled studies in pregnant women. In animal
reproductive studies, duloxefing has bean shown to have adverse effects on embryo/fetal and post-natal development.
Because animal reproduction studies are not afways predictive of human response, this drug should be used during
pregrancy only f the potential benefitjustifies the potentialrisk to the fetus. Patients should be advised to notify their
physician if they become pregnant or intend to become pregnant during therapy.

The effect of duloxetine on labour and delivery in humans is unknown. However, because duloxefin and/or its
metabolites eross the placenta in rats and because of the possibility that duloxeting andlfor s metabolites may have

adverse effects on the newborn, duloxetine should be used during labour and delivery only if the potential benefit
justifies the potential isk to the fefus.

Use in Nursing Women:

Duloxeting is excreted into the milk of [actating women. The estimated daily infant dose on a ma/kg basis is

approximately 0.14% of the matemal dose. Because the safety of duloxetine in infants s nat known, nursing while on
CYMBALTA™ is not recommended. Patients should be advised to notify their physician ifthey are breastfeeding.

Use in Pediatrics (<18 years of age):

The salety and efficacy of CYMBALTA™ in pediatric patients {< 18 years of age) have not been established and its use in

this patient population is not mdicated

Use in Geriatrics (=65 years of age):

0fthe 1429 CYMBALTA®- reated patients inthe DPN studies, 31.9% (456) were 65 years of age or over, Ofthe
1226 CYMBALTA*-treated patients in FM studies, 7.9% (37) were 65 years of age or over. Of the 600 CYMBALTA®-

reated patients in CLBP placebo-controlled clinical studiies, 22.3% (134 were 65 years of age or over. No overal
differences in safety or effectiveness were observed between these subjects and younger subjects, and although other
reported clinical experience has not identified differences in responses belween the elderly and younger patients,

reater sensttiviy of some alder individuals cannot be ruled out

Use in Patients with Substantial Alcobhol Use:

Use of CYMBALTA™ in patients who consume substantial amounts of alcohol may be assaciated with severe liver
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injury. Isolated cases of iver failure, including fatal cases, have been reported. CYMBALTA* should only be usedin
exceptional circumstances and with exireme caution in these pafients.

Safety Information

WARNINGS AND PRECAUTIONS

Potential Association with Behavioural and Emotional Changes, Including Seli-Harm

Recent analyses of pediatric placebo-controlled clinical trial safety databases from selective serclonin
reuptake inhibitors (SSRIS} and other newer antidepressants suggest that use of these drugs in patients
under the age of 18 may be associated with behavioural and emotional changes, including an increased
risk of suicidal ideation and hehaviour over that of placebo. The small denominators in the clinical trial
dalahase, as well as the variability in placebo rates, preclude reliable conclusions on the relative safety
profiles among these drugs.

There are clinical trial and post-marketing reports with SSRIS and other newer antidepressants, in both
pediatrics and adults, of severe agitation-type adverse events coupled with self-harm or harm to others.
The agitation-type events include: akathisia, agitation, disinhibition, emotional lablity, hostifity, aggression,
and depersonalization. In some cases, the events occurred within several weeks of starting treatment,
Rigorous clinical monitoring for suicidal ideation or other indicators of potential for suicidal behavioir is
advised in patients of all ages, This includes monitoring for agitation-type emotional and behavioural changes.

Discontinuation Symploms

Patients currently taking SSRis or newer antidepressants should NOT be discontinued abruptly, dus to risk of
discontinuation symptoms. Al the time that a medical decision is made to discontinue an SSRI or other newer
anfidepressant drug, a gradual reduction in the dose rather than an abrupt cessation is recommended
Monoamine Oxidase Inhibitors (MAOI):

The effects of combined use of CYMBALTA™ and MAGHs have not been evaluated in humans or animals. Because
CYMBALTA® is an inhibitor of both serotonin and norepinepherine reuptake, it is recommended that CYMBALTA* not
be used in combination with an MAQ, including the antibiotic finezolid and the thiazine dye methylthioninium chloride
(methylene blag) which are [ess well-known examples of MAQIS, or within at feast 14 days of discontinuing treatment
withan MAQI. Based on the half-life of duloeting, at least 5 days should be aflowed after Stopping CYMBALTA™ before
starting an MADI.

Hepatic impairment:

Patients with clinically evident hepatic impairment have decreased duioxeine metabofism and efimination. CYMBALTA*
is contraindicated in patients with any iver disease resulting in hepatic impairment.

Hepatotoxicity

CYMBALTA® increases the risk of elevation of serum aminotransferase levels. In clinical trials, the median time to detection
of the aminotransterase elevation was about two months. In mast patients, these were usually transient and sefi-imfting with
continued use, or resofved upon discontinuation of CYMBALTA®. (SEE POST-MARKET ADVERSE DRUG REACTIONS)
CYMBALTA® should be used with caution in patients ireated with other drugs associated with hepatic injury. Because itis
possible that duloxetine and alcohol may inferact to cause liver injury or that duloxetine may aggravate pre-gxisting fiver
isease, CYMBALTA® should not ordinarily be prescribed to patients with substantial alcahol use.

Physicians should be aware of the Signs and symptoms of iver damage (e.q., pruritus, dark uring, jaundice, right

upper quadrant tendemess, or unexplained “fu-fike” symptors) and should investigate such symptoms promplly.
CYMBALTA™ should be discontinued and should not be restaried in patients with jaundice.

Controlled Narrow-angle Glaucoma:

In clinical trials, CYMBALTA* was associated with an increased risk of mydriasis; therefore it should be used cautiously
in patients with controlled narrow-angle glaucoma.

Thioridazine:

Thioridazine administration alone produces prolongation of the (ITc interval, which s assaciated with serious ventricular
anhythmias, such as torsades de pointes-type arythmias, and sudden death. This effect appears to be dose-related.
CYMBALTA® is a moderate inhibitor of CYP2D6 and increases the AUC and Crax 0f diugs metabolized by CYP2D6.
CYMBALTA* should not be used in combination with thioridazine.

Inhibitors of CYP1AZ:

Because CYP1A2 is involved in dulowetine metabolism, the potential exists for increased concentrations of duloketine
when co-admministered with a CYP1AZ inhibitor. CYMBALTA™ should not be used concomitantly with polent CYP1A2
inhibitors (g.g., fluvoxaming} and some quinclone antibiotics (e.g., ciprofloxacin or enoxacine).

Sucrose;

CYMBALTA™ capsules contain sucrose. Patients with rare hereditary problems of fructose intolerance, glucose-
galactose malabsorption or sucrose-isomaliase insufficiency should nottake this medicine.

Cardiovascular;

Blood Pressure and Hear! Rate

CYMBALTA* has been associated with an increase in blood pressure and clinically significant hypertension in some
patients. This may be due to the noradrenergic effect of duloxetine. (SEE POST-MARKET ADVERSE DRUG REACTIONS
IN SUPPLEMENTAL PRODUCT INFORMATION)

Cases of hypertensive crisis have been reported very rarely with CYMBALTA™, especiallyin pafients with pre-existing
hypertension. CYMBALTA* should be used with caution in pafients with uncontrolled hypertension as it may expose
them o hypertensive crisis.

Blood pressure and heart rate should be evaluated prior to initiating treatment and periodically measured throughout
Ireatment, especially in patients with known hypertension and/or other cardiac disease. CYMBALTA™ should be used
with caution in patients whose conditions could be compromised by an increased hear! rate or by an increase in blood
pressure. Caution should alse be exercised when CYMBALTA™ is used with drugs that may impair its metabolism, For
patients who experience a sustained increase in blood pressure while receiving CYMBALTA® either dose reduction of
gradual discontinugtion should be considered.

Electrocardiogram Changes

CYMBALTA* has not been systematically evaluated in patients with a recent history of myocardial infarction or
unstable heart disease. Patients with these diagnoses were generally excluded from clinical studies during the
product’s pre-markefing testing.
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n MDD placebo-controlled clinical trials and DPN placebo-controlled trials, CYMBALTA®-treated patients did not
develop abnormal ECGs at arate different from that i placebo-treated patients.

Concomitant lliness:

Clinical experience with CYMBALTA® in patients with concomitant systemic illnesses is limiteo. Caution is advisable
when using GYMBALTA® in patients with diseases or conditions that produce altered metabalism ar hemodynamic
responses (e.g., caution should be exercised in using CYMBALTA® in patients with condtions that slow gastric
emptying).

Dependence:

Dependence Liahility

Inanimal studies, duloxetine did not demaonstrate stimulant or barbiturate-fike {depressant) abuse potential

While CYMBALTA® hess not been systematically studied in humans for s potential for abuse there was no indication
of drug-seeking behaviour in the clinical trials. However, physicians should carefully evaluate patients for a history of
rug abuse and follow such patients closely, observing them for signs of misuse or abuse of CYMBALTA®

{e.9., development of tlerance, incrementation of dose, drug-Seeking behaviour).

Discontinuation of Treatment:

Discontinuation symptoms have been systematically evaluated in patients taking CYMBALTAS. Following abrupt
or tapered discontinuation in placebo-controfled chinical rals, the following Symptoms accurred at  rate greater than
or equal to 1% and at a sigificantly higher rate in CYMBALTA®-treated patients compared with those discontinuing
from placebo: dizziness, nausea, headache, paresthesia, fatique, vomiting, inrtability, insomnia, diarrhea, aniety, and
hyperhidrosis. Vertigo and nightmare have also been reported (0.9%).

Patients should be monitoredt for these sympioms when discontinuing treatment with CYMBALTA®. A gradual
reduction in the dose rather than abrupt cessation is recommended whenever possible. Ifintolerable symptoms ocour
following a decrease in the dose or upon discontinuation of reatment, dose fitration should be managed onthe basis
ofthe patient’s clinical response.

Endocrine:

(Glucose Regulation

In DPN tris, CYMBALTA® treatment worsened glycemic control in some diabetic patients. In three clinical tials of
GYMBALTA® for the management of pain associated with DPN, the mean duration of diabetes was approximately

12 years, the mean baseline fasting blood glucose was 9.8 mmal/L (176 mg/dL}, and the mean baseline hemoglobin Al
(HbAc) was 7.8%. Inthe 12-week acuts treatment phase of these studies, CYMBALTA® was associated with a small
increase in mean fasting blood glucose as compared to placebo. In the extension phase of these studies, which lasted
Up to 52 weeks, mean fasting biood glucose increased by 0.67 mmal/L (12 mg/dL) in the CYMBALTA® group and
decreased by 0.64 mmol/L (1.5 mg/dL) in the routin care group, which was statistically significantly different. HbA1
increased by 0.5% in the CYMBALTA® group and by 0.2% in the routine care groups.

Hematologic:

Abnormal Bleeding

There have been reorts of bieeding abnormalities with selective serctonin reuptake inhbitors (SSRIS) and serotonin/
norepingpherin reuptake infibitors (SNRIS), including very rare cases of ecchymoses and gastrointestinal bleeding
reported with CYMBALTA®. While a causal relationship to CYMBALTA® has not been established, impaired platelet
aggregetion may resuitfrom platelet serotonin depletion and contributé to Such ocourrences. Skinand other mucous
membrang bleedings have been reported following treatment with CYMBALTA®. Caution is advised in patients taking
anticoagulants (2.g., warfarin) and/or medicinal products known to affect platelet function (8.9, nonsteroidal anti-
inflammatories and ASA}, and in patients with known tendency for bleeding or those with predisposing conditions.
Hyponatremia:

Hyponatremia may occur as a result of treatment with SSRIs and SNRIs, including CYMBALTA®. In many cases, this
hyponatremia appears to be the result of the syndrome of inappropriate antidiuretic hormone secretion (SIADH). Cases
with serum sodium lower thant10 mmal/L have been reported and appeared to be reversible when CYMBALTA® was
discontinued. Elderly patients may be at greater risk of developing hyponatremia with SSRIS and SNRIS. Also, patients
taking diureics or who are otherwise volume depleted may be at greater risk. Discontinuation of CYMBALTA® should
be considered in patients with Symptomatic hyponatremia and appropriate medical intervention should be instituted.
Signs and symptoms of hyponatremia includ headache, difficulty concentrating, memory impairment, confusion,
weakness, and Lnsteadiness, which may lead to falls. More Severe and/or acute cases have besn associated with
hallucination, Syncape, Seizure, coma, respiratory arrest, and death.

Neurologic:

Seizures

CYMBALTA® has not been systematically evaluated n patients with a Seizure disorder. As with other CNS active drugs,
CYMBALTA® should be used with caution in patients with a history of a seizure disorder.

Serotonin Syndrome/Neuroleplic Malignant Syndrome;

On rare occasions serotonin syndrome or neuroleptic malignant syndrome-like events have occurred in association
with treatment with SSRls, particularly when given in combination with other seratonergic and/or neuroleptic drugs.
Serotonin syndrome symptoms may include mental status changes (e.g., confusion, itability, extreme agitation
progressing to delirium and coma), autonomic instability with rapic fuctuations of vital signs (e.g., tachycardia, labile
blood pressure, hyperthermia), neuromuscular abemations (e.g., rigidity, myoclonus, hyperreflexia, incoordination)
andfor gastrointestinal symptoms {e.g., nausea, vomiting, diarrhea). AS these syndromes may resultin potentially
life-threatening conditions, reatment with CYMBALTA® should be discontinued if such events occur and supportive
symploratic treatment should be inftiated, CYMBALTA® should not be used in combination with MADIS, including
the antibiotic ingzolid and the thiazine dye methythioninium chioride (methylene blug) which are less well-known
examples of MAOIS or serotonin-precursors {such as L-dryptophan, oxitriptan) and should be used with caution in
combination with other serotonergic drugs (6.0, triptans, certain tricyclic antidepressants, lithium, tramadol, St, John's
Wort) due to the risk of serotonergic syndrome.

Triptans (5HT; Agonists)

Cases of ife-threatening serotonin Syndrome have been reported during combined use of selective Serclonin reuptake
inhibitors (SSRIS)/serotonin norepinephering reuptake inhibitors (SNRIs) and triptans. f concomitant treatment with
CYMBALTA® and atriptan s clinically warranted, careful observation of the patient i advised, particularly during
{reaiment initiation and dose increases.
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Effects on the Ability to Drive and Use Machines:

CYMBALTA® may be associated with undesirable effects stich as sedation and dizziness. Patients should he cautioned
about operating hazardous machinery, including automobiles, until they are reasonably certain that CYMBALTA®
therapy does not affect their ahility to engage in such activities.

Psychiatric:

Suicide

As with other drugs with similar pharmacological action (g.g., SSRIs or SNRIS), isolated cases of suicidal ideation

and suicidal behaviours have been reported during CYMBALTA® therapy or early after treatiment discontinuation.
Close supervision of high-risk patients should accompany initial drug therapy. Prescritions should be written for the
smallest quantity consistent with good patient management, in order to reduce the risk of overdose. Physicians should
encourage patients to report any distressing thoughts or feelings at any time.

Activation of Mania/Hypomania

No activation of mania or hypomania was reported in DPN, FM, or CLBP placebo-controlled trials. As with similar CNS
active drugs, CYMBALTA® should be used cautiously in patients with a history of mania.

The decision to initiate symptomatic reatment of depression should he made only after patients have been adequately
assessed to determing if they are at risk for bipolar disorder.

Renal:

Increased plasrma concentration of duloxeting occurs in patients with end-stage renal disease (requiring dialysis). Thus,
CYMBALTA® is not recommended for patients with end-stage renal disease or severe renal impairment.

Adverse Reactions (see fulllisting in the Supplemental Product Information seclion)

CYMBALTA® has also been evaluated for Safety in 1429 patients with neuropathic pain associated with DPN
representing 894.13 patient-years of exposure. Among these 1429 CYMBALTA®-treated patients, 800 patients
participated in three 12- 1o 13-week, placebo-contralled trials at doses ranging from 20 ta 120 mg/day. Anadditional
449 patients were enralled in an open-label safety study using 120 my/tay fora duration of 6 months (87 patients confinued
on to an open-label extension phase for an additional 24 weeks). Another 57 patients, originally reated with placebo, were
exposed to CYMBALTA® for up to 12 months at 60 mg twice daiy in an extension phase. Among these 1429 patients,
881 had 26 months of exposure fo CYMBALTA®, and 515 had greater than 12 monihs of expostre.

CYMBALTA® has also been evaluated for safety in 1236 patients with fibromyalgia. In placebo-controlled trials,
369 patients received CYMBALTA® 60 mg QD (120,08 patient-years), 221 patients received CYMBALTA® 120 mg QD
(102.18 patient-years), and 220 patients received CYMBALTA® 60 mg BID (36.49 patient-years) as a maximum dose.

CYMBALTA® has been evaluated for safety in 698 patients with CLBP (representing 237.99 patient-years exposre
o duloxgtine). In 12- 10 13-weeks placebo-controlied studies, the majority of the CYMBALTA®-treated patients (428,
71.3% received CYMBALTA® 60 mg QD. Approximately a quarter of CYMBALTA®-Heated patients (139, 23.2%)
received duloxeting 120 mg QD at some point during the acute phase.

Approximately 12% of the 800 patients who received CYMBALTA® in acute placebo-controlled rials for neuropathic pain
associated with DPN discontinusd reatment due to an adverse event, compared with 5% of the 339 patients receiving
placebo. Nausea (CYMBALTA® 3.0%, placedo 0.3%), dizziness (CYMBALTA® 1.1%, placebo 0.3%), and somnolence
(CYMBALTA® 1.2%, placebo 0%) were the common adverse events reported as reasons for discontinuation and
considered to be drug-related {defined as discontinuation occurring in at least 1% of the CYMBALTA®-treated patients
and atarate of ot least twice that of placebo).

Approximately 19% of the 876 patients who received CYMBALTA® in placebo-contralled trials for FM discontinued
freatment due to an adverse event, compared with 11.8% of the 535 patients receiving placebo. Nausea (CYMBALTA®
1.9%, placebo 0.7%), fatique (CYMBALTA® 1.3%, placebo 0.2%) and somnolence (CYMBALTA® 1.5%, placebo 0%)
were the comman adverse events reported as reasons for discontinuation and considered to be drug-related (as defined
in the paragraph above).

Approximately 17% of the 600 patients who received CYMBALTA® in 13-week placebo-controlled trials for CLBP
discontinued treatment due to an adverse reaction, compared with 6.3% of the 441 patients receiving piacebo. Common
adverse reactions reported as a reason for disconfinuation and considered to be drug-related {as defined above)
included nausea (CYMBALTA® 3.0%, placebo 0.7%) and somnolence (CYMBALTA® 1.0%, placebo 0.0%).

The most commaonly observed adverse events in CYMBALTA®-treated DPN patients (incidence of 5% or greater and
at least twice the incidence in placebo patients) were: nausea, constipation, dry mouth, vomiting, fatique, decreased
appetite, somnolence, erectle dysfunction, and hyperhidrogis.

The most commanly reported adverse events in CYMBALTA®-treated FM patients with an incidence in the CYMBALTA®
{reatment group =5.0% and that were significantly more frequent compared to placebo were: nausea, headache, dry
mouth, insomnia, fatigue, constipation, ciarrea, dizziness, somnolence, hyperhicrosis, and decreased appefite.

The most commonly observed adverse events in CYMBALTA®-treated CLBP patients (incidence 5% o greater and

at least twice the incidence in placebo patients) included nausea, insomnia, somnolence, consfipation, dry mouth,
fatique, and dizziness.

Post-market Adverse Drug Reactions:

Post-marketing Surveilance has identified reports of hepatic injury, including hepatoceflular, pure cholestatic and
mixed injury ranging from mild elevations in laboratory values to more severe clinical signs and symptoms of liver
injury. Isolated cases of liver failure, including fatal cases, have been reported. Most of these cases have been reported
in patients with past or current medical and ofher risk factors for liver injury, including alcool abuse, hepattis, or
exposure to drugs with known adverse effects on the iver and it is unclear fo what extent duloxeting may iave played
acontributing role.

Adverse events raported rarely (<0.1% and 20.01%), across all indications, include: hematochezia, hallucinations,
urinary retention, and rash. A causal relationship between CYMBALTA® and the emergence of these events has not
been clearly established. (SEE SUPPLEMENTAL PRODUCT INFORMATION)

Drug Interactions:

Serious Drug Interactions
Monoamine Oxidase Inhibitors: See CONTRAINDICATIONS
Thioridazine; See CONTRAINDICATIONS
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Potential for Other Drugs to Affect Duloxetine
Both CYP1A2and CYP206 are responsible for dulowtine metabofism, CYMBALTA* is amoderale inhibitor of CYP2DS,
Inhibitors of CYP1A2:
CYMBALTA* should not be used concomitantly with potent CYP1A2 inhibitors (¢.., fluvoxaming) and some
quinolone antibiotics (e.g., ciprofioxacin and enoxacine).
Inhibitors of CYP208:
Because CYP20KG is involved in duloxefing metabiolism, concomitant use of duloxetine with potent inhibitors of
CYP206 would be expected to, and does, resultin higher concentrations {on average 60%) of duloxetine. Caution is
advised if administering CYMBALTA® with inhibitors of CYP2D6 {e.g., SSRs).
Potential for Duloxetine to Aftect Other Drugs
Drugs Metaboiized by CYP2D6:
(Caution shoutd be used if duloweting is co-administered with medications that are predominately metabolized by the
(YP206 system and which have a namow therapeuti index such as antiamhythmics (e.g, flecainide and encainide).
Drugs Metaboiized by CYP1A2:
Duloweling has been shown to be a potential inhibitor of the CYP1A2 isoform in in vilro studies. CYMBALTA® is unlikely
to have a clinically significant efiect on the metabolism of CYP1A2 substrates.

Highly Bound to Plasma Protein:
Duloxetine is highly bound to plasma proteins {>90%). Therefore, administration of CYMBALTA® fo 2 palient aking
another drug that is highly protein bound may cause increased free concentralions of either drug.
CNS Drugs:
Caution s advised when CYMBALTA® i taken in combination with other centrally acting drugs and substances, especially
Those witha similr mechenism of action, incucing acahol. Concomitant use of other crugs wih secionergic cty e,
SNR's, SSRis, riptans, or ramado) may result i Sesotonin syndrome.

Serolonergic Drugs:

Based on the mechanism of action of duloxetin and the potental for Serotonin syndrome, caution is advised when
CYMBALTA® is co-administered with other drugs or agents that may affect the sesotonergic newotransmitter systems,
Stich as tryplopfian, Iriptans, serolonin reuplake infibitors, [thium, framadol, or St. John's Wor.

Triptans (SHT, agonists):

(Cases of lfe-Heatening serolonin syndrome have been reported during combined use of selecive sesotonin reupiale
inhbitors (SSRlsyserolonin norepinephine feuptake ntibiors {SNRIS) and biptans. fconcomitantbeament with
CYMBALTA® and a tiptan i clinically warranted, Careful obsenvation ofthe patient is advised, parficuarly during treztment
iniiaion and dose increases.

Tricyciic Antidepressants

mﬁm:nwwmﬂmdmmcmuemrs (TCAS) {e.g., amitriptyling, desipramine,
nortriptyline) with dulosetine, because duloxetine may inhibil TCA metabolism. Plasma TCA concentrations may need
1o be monitored and the dose of the TCA may need to be reduced if a TCA is co-administered with duloxgling.
Wartarin:

Increases in INR have been reported when duloxetine was co-adminislered fo patients eated with warfari.

Drugs that Affect Gastric Acidity:

CYMBALTA has an enteric coafing thal resists dissolution until reaching a segment of the gastrointestinal Iract
where the pH exceeds 5.5, Caution is advised in using CYMBALTA® in patients with conditions thal may slow gastric
emplying (e.q. some patients wilh diabefic gastroparesis). Drugs that raise the gastroinlestinal pH may lead to an
earler release of dulowetine.

Toreportan adverse effect, please call 1 866-364-4043.
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Administration

CYMBALTA® may be administered with or without food: hawever, food may help reduce the incidence of initial
nausea. Resulls from a well-controlled dose comparison study {N=647) have demonstrated that patients teking
CYMBALTA® 60 mgy/day with food experienced similar rates of nausea as patients treated with CYMBALTA®

30 mg/day with or without food.

CYMBALTA® should be swallowed whole and should not be chewed or crushed, nor should the contents be sprinkled
o food or mixed with liguids. All o these might affect the enteric coaling.

CYMBALTA® is not indicated for use in children less than 18 years of age.

Neuropathic Pain Associated with Diabetic Peripheral Neuropathy:

The recommended dose is 60 mg once daily. A lower starfing dose of 30 mg may be considered for tolerability
(easons in some patients, with a target dose of 60 mg/day within 1-2 weeks. Efficacy of CYMBALTA® has been
demonsirated within the firs! week. Some patients may benefit from dosages above the recommended 60 mg once
(Gzity up to a maximumn dose of 120 mg per day. While a 120 mg/day dose was shown o be safe and effective, there
is no evidence that doses higher than 60 miq confer additional significant benefit, and the higher dose is less well
Iolerated. Doses above 120 mg have not been evalualed and e not recommended.

Fibromyalgia:

The recommended dose is 60 mg once daily. A lower starfing dose of 30 mg may be considesed for tolerability
feasons in some palients, with a target dose of 60 m/day within 1-2 wegks. Some palients may respond within
the first week. There is no evidence thal doses greater than 60 mgytday (2.g., 120 mgy/day) confer additional benefit.
Additionally, patients who do not respond to 60 mg/day may not respond o 120 mg/day. Furthermare, doses higher
than 60 mg/day are associated with more severe and frequent rate of adverse reactions. The safely of doses above
120 mg once daily has not been evaluated.

Chronic Low Back Pain:

The recommended dose is 60 mg ance daily. A lower starting dose of 30 mg may be considered for tolerability
18asons in some patients, with a target dose of 60 mgyday within 1-2 weeks. Some patients may respond within the
first week. There is no evidence that higher doses conler additional benefit, even in pafients who donot respondloa
60 mg dose, and higher doses are associated with a higher rale of adverse reactions. The safety of doses above
120mg once daity has not been evaluated.

Patients with Renal Impairment:

CYMBALTA® is not recommended for patients with end-stage renal disease (requiring dialysis) or in severe renal
impairment {estimated creatinine clearance <30 mL/min).

Patients with Hepatic Impairment:

CYMBALTA® should not be used in patients with any lver disease resulling in hepatic impairment.

Eiderly Patients:

No dose adjustment is recomemended for elderly patients on the basis of age. Caufion should be exercised in treating

he elderly. When individualizing the dosage, exira care should be taken when increasing the dose.

Treatment of Pregnant Women During the Third Trimester:

When treating pregnant women with C'YMBALTA® during the third trimester, the physician should carefully consider

the potential risks and benelits of reatment. The physician may consider tapering CYMBALTA™ in the third rimester.

Discontinuation of Treatment:

When discontinuing CYMBALTA® after more than 1 week oftherapy, itis recommended hat the dose be tapered to

mirimize the risk of iscontinuation symptoms. fnolerable symptoms occur following a decrease in te dase or upon
disconfinuation of treatment, then resuming the previously prescribed dose may be considered. Subsequently, the

physician may continue decreasing the dose but al a moe qradual rale.

Switching Patients to or from a Moncamine Oxidase Inhibitor:

A least 14 days should elapse between discontinuation of an MAOI and initiation of therapy with CYMBALTA®. In

addition, at least 5 days should be allowed after stopping CYMBALTA® before starting an MAOI.

Study References

1. CYMBALTA®™ Product Monograph. Eli Lilly Canada Inc., April 8, 2011.

Supplemental Product Information

Adverse Reactions:
Treatment-emergent Adverse Events Incidence in the Acute Phase of Neuropathic Pain Associated with DPN Placebo-
controlled Trials'

Percentage of Patients Reporting Event

CYMBALTA* CYMBALTA*
60 mg BID Total*
(N=341) (N=800)

 CYMBALTA®
60 mg QD
(N=244)

Placebo

System Organ Class/ (N=339)

Adverse Event

Gastrointestinal
Disorders

General Disorders and
Administration Site
Cﬂl‘lﬂiﬂlll'ls

aligue 12 16 12 /]

Infections and
Infestations
Nasopharyngit

Metabolism and
Nutrition Disorders
Decreased appetile 14 1]

Musculoskeletal and
Connective Tissue
Disorders

Back pair

Nervous System
Dksnrﬂor

Parathesia® é 1
Psychiatric Disorders
.'.|:|:_|5. )

Renal and Urinary
Disorders
Pollakiuria

Reproductive System
and Breast Disorder
Erectile dysfunclion

Respiratory, Thoracic
and Mediastinal
Disorders

Cough" j
Pharyngolaryngeal pain 1 1 4

Skin and Subcutaneous
Tissue Disorders
Hyperhidros:
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Alsa includes asihens.

Includes abdominal pain pai fawer,

Treatmenl-emergent Adverse Events Incidence in the CLBP Placebo-controlled Trials*

L] zuwwmmmnmmmﬂ 2T%0 mmslmmmm placebo. - Percentage of Patients Reporting Reaction
* Incluges anorexia.
: Incluges hypersomna, sedahon. » System Organ Class/ Placebo CYMBALTA*
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i 3,8% of patients trezled with CYMBALTA®: 3 B% of patients who received placebo. +
Treatment-emergent Adverse Events Incidence in the FM Placebo-controlied Trials®
i Percentage of Patients Reporting Event .
System Organ Class/ Placebo CYMBALTA*®
Adverse Event (N=535) _ (N=876) General Disorders and Administration
Cardiac Disorders Site Conditions
Paliiitatio Fatigue {including asthenia) 1 b
Eye Disorders !n]'e:tinns and Infestations ‘
Vision blumed | nilugnza é i
Gastrointestinal Disorders ?mhnllsm and Nutritional Disorders
Nausea 1 29 Decreased appetite (including anorexia) - 4
: I and ¢ Tissue
: Disorders
a Musculoskeletal pain (including myalgia and
General Disorders and Administration Site '
F?.'!!f,‘,!*?“" 2 5 Nervous System Disorders
e } N Somnolence (including hypersomnia and sedation) B
Immune Syslem Disorders 2 b
Infections and Infestations
Upper respieatory tract infection [ 4
ary tract infection (] 3 055 of libid
i 2 2
enterilis viral ? Skin and Subcutaneous Tissue Disorders _
Inuesllgatlnns Hyperhidrosis 1 3
WS ieied * Events reported by al leas! 2% of palients trealed with CYMBALTA® and more olten than placeba. The following events wete reported
Metabolism and Nutrition Disorders by at least n;lndms treated with CYMBALTA® and CLBP and had an incidence equal lo o less than placebo: anthralgia; and
Decreased appatile 5 mm joal pain
Musculoskeletal and Connective Tissue ? Niso Wekoges i mmm m"m" ol sonnis
Disorders Other Adverse Events
Mo L ' 5
i) Weighl Canges
oot it ’ InDPN, FM, and CLBP studies, pafients treated with CYMBALTA® (N= zmawhzsmmmnmmmu
Nervous System Disorders W&wwmm'm“mmmﬂ “::3"::” mwmum
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3 3 TA® patients had 2 mezn weight increase of 0.7 k.
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m =108) expexienced a mean weight decrease of .6 kg compered with a mean weight increase of 0.1 kg inplacebio-eated patients (N=116)
Psychiatric Disorders MNMMHIBMhWMMiMMﬂi TH® {N=178) had a mean weigh! increase of 04 kg
| [ ariel oy
B wmmmmw <(.01%) from posi-marketing experience inchude: ivombocylopenia, supraventricuta amhythma,linitus
|| e
' ] WWMMnm mmm
or affer realmen disoontinualion), :mmm mmsm.m
) Syndrome, urtcaria, orthastatc mm«m :mammw
;: 4 mnmmmm ﬂﬂemdmmmm
Manggemen! o Overose
Respiratory, Thoracic, and Mediastinal mwm;mmwmmmm mmmmmmm be
Disorders mdmﬂ“?:m‘mmw Wnﬁ’;‘?’
e %’%mum forued duress, emoperusn, mnmhum
managing overdose, consider the possbily o invoivement. A specific caution involves pabients who are aking ot have laken
Skin and Subcutaneous Tissue Disorders MNMMWWW Mm ﬁmmﬂ&mm m@e
Hyperhidrosis metabolit may increase the possibify of clnicaly si mmmnmmﬂhmmm
! y
3 I For managerment ol a suspecled overdose, contact your regional Poison Conlrol Cebe. I
)l'ascular Disorders Shoeape and Stabifty
Hol flust Slore between 15° and 30°C.
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Maxalt:

rizatriptan benzoate tablets

Maxalt rPD

rizatriptan benzoate wafers

Prescribing Summary

ﬂPatient Selection Criteria

THERAPEUTIC CLASSIFICATION: 5-HT, Receptor Agonist
INDICATIONS AND CLINICAL USE

Aduits .

MAXALT® is indicated for acute treatment of migraine
attacks with or without aura in adults. MAXALT® is not in-
tended for the prophylactic therapy of migraine or for use in
the management of hemiplegic, ophthatmoplegic or basilar
migraine (see CONTRAINDICATIONS in the Supplemental
Product Information section). Safety and effectiveness of
MAXALT® have not been established for cluster headache,
which is present in an older, predominantly male popula-
tion.

Pediatrics (<18 years of age)

The safety and efficacy of MAXALT® has not been estab-
lished in patients under 18 years of age and its use in
this age group is not recommended {see WARNINGS AND
PRECAUTIONS).

Geriatrics (>65 years of age)
The safety and effectiveness of MAXALT® has not been
adequately studied in individuals over 65 years of age. s
use in this age group is, therefore, not recommended (see
WARNINGS AND PRECAUTIONS).

Special Populations and Conditions

For use in special populations ( see Supplemental Product
Information, WARNINGS AND PRECAUTIONS, Special
Populations and Conditions).

CONTRAINDICATIONS

MAXALT® is contraindicated in patients with history,
symptoms, or signs of ischemic cardiac, cerebrovascular
or peripheral vascular syndromes, vaivular heart disease
or cardiac arrhythmias (especially tachycardias). In
addition, patients with other significant underlying
cardiovascular diseases (e.g., atherosclerotic disease,
congenital heart disease) should not receive MAXALT®,
Ischemic cardiac syndromes include, but are not
restricted to, angina pectoris of any type (e.g., stable
angina of effort and vasospastic forms of angina such as
the Prinzmetal’s variant), all forms of myocardial infarc-
tion, and silent myocardial ischemia. Cerebrovascular
syndromes inciude, but are not limited to, strokes of any
fype as well as transient ischemic attacks (TIAs).

Peripheral vascular disease includes, but is not limited
1o, ischemic bowel disease, or Raynaud’s syndrome (see
WARNINGS AND PRECAUTIONS).

Because MAXALT® may increase blood pressure, it is

contraindicated in patients with uncontrolled or severe
hypertension (see WARNINGS AND PRECAUTIONS).

MAXALT® is contraindicated within 24 hours of treatment
with another 5-HT, agonist, or an ergotamine-containing
or ergot-type medication like dihydroergotamine or
methysergide.

MAXALT® is contraindicated in patients with hemiplegic,
ophthalmoplegic or basilar migraine.

Concurrent administration of MAO inhibitors or use of riza-
triptan within 2 weeks of discontinuation of MAQ inhibitor
therapy is contraindicated (see Drug Interactions).

Because there are no data available, MAXALT® is contra-
indicated in patients with severe hepatic impairment.

MAXALT® is contraindicated in patients who are
hypersensitive to rizatriptan or any component of the
formulation.

Safety Information

WARNINGS AND PRECAUTIONS

General
MAXALT® should only be used where a clear diagnosis of
migraine has been established.

For a given attack, if a patient has no response 1o the first
dose of rizatriptan, the diagnosis of migraine should be
reconsidered before administration of a second dose.

Psychomotor Effect

Dizziness, somnolence and asthenia/fatigue were expe-
rienced by some patients in clinical trials with MAXALT®
(see ADVERSE EVENTS). Patients should be advised to avoid
driving a car or operating hazardous machinery until they
are reasonably certain that MAXALT® does not adversely
affect them.

Cardiovascular

Risk of Myocardial Ischemia and/or Infarction and
Other Adverse Cardiac Events

MAXALT® has been associated with fransient chest and/
or neck pain and tightness which may resemble angina
pectoris. Following the use of other 5-HT, agonists,
in rare cases these symptoms have been identified
as being the likely result of coronary vasospasm or
myocardial ischemia. Rare cases of serious coronary
events or arthythmia have occurred following use of
other 5-HT, agonists, and may therefore also occur
with MAXALT®. Because of the potential of this class
of compounds {5-HT s, agonists) to cause coronary
vasospasm, MAXALT® should not be given fo patients
with documented ischemic or vasospastic coronary
artery disease (see CONTRAINDICATIONS). it is strongly
recommended that MAXALT® not be given to patients in
whom unrecognized coronary artery disease (CAD) is
predicted by the presence of risk factors (e.g., hyperten-
sion, hypercholesterolemia, smoker, obesity, diabetes,
strong family history of CAD, female with surgical or
physiological menopause, or male over 40 years of age)
unless a cardiovascular evaluation provides satisfactory
clinical evidence that the patient is reasonably free of
coronary artery and ischemic myocardial disease or
other significant underlying cardiovascuiar disease.
The sensitivity of cardiac diagnostic procedures to
detect cardiovascular disease or predisposition to
coronary artery vasospasm is unknown. If, during the
cardiovascular evaluation, the patient’s medical his-
tory, electrocardiographic or other investigations reveal
findings indicative of, or consistent with, coronary artery
vasospasm or myocardial ischemia, MAXALT® 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 dose of rizatriptan should be
administered in the setting of a physician’s office or
similar medically staffed and equipped facility. Because
cardiac ischemia can occur in the absence of clinical
symptoms, consideration should be given to obtaining
on the first occasion of use an electrocardiogram (ECG)
during the interval immediately following MAXALT®, in
these patients with risk factors. However, an absence of
drug-induced cardiovascular effects on the cccasion of
the initial dose does not preclude the possibility of such
effects occurring with subsequent administrations.

Intermittent long-term users of MAXALT® who have
or acquire risk factors predictive of CAD, as described
above, should receive periodic interval cardiovascular
evaluation as they continue to use MAXALT®,

If symptoms consistent with angina occur after the use
of MAXALT®, ECG evaluation should be carried out to
look for ischemic changes.

The systematic approach described above is intended
to reduce the likelihood that patients with unrecognized
cardiovascular disease will be inadvertently exposed
to MAXALT®.

®Registered Trademark of Merck Sharp & Dohme Cerp., a subsidiary of Merck & Ca., In¢. Used under license.
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Discomfort in the chest, neck, throat and jaw (including
pain, pressure, heaviness and tightness) has been re-
ported after administration of rizatriptan. Because drugs
in this class may cause coronary artery vasospasm,
patients who experience signs or symptoms suggestive
of angina following dosing should be evaluated for the
presence of CAD or a predisposition to Prinzmetal’s
variant angina before receiving additional doses of
medication, and should be monitored electrocardio-
graphically if dosing is resumed and similar symptoms
recur. Similarly, patients who experience other symptoms
or signs suggestive of decreased arterial flow, such
as ischemic bowel syndrome or Raynaud's syndrome
following MAXALT® administration should be evaluated
for atherosclerosis or predisposition to vasospasm (see
CONTRAINDICATIONS).

Cardiac Events and Fatalities Associated with 5-HT,
Agonists

MAXALT® may cause coronary artery vasospasm. Serious
adverse cardiac events, including acute myocardial infarc-
tion, life-threatening disturbances of cardiac rhythm, and
death have been reported within a few hours following the
administration of 5-HT, agonists. Considering the extent
of use of 5-HT, agonists in patients with migraine, the
incidence of these events is extremely low.

Premarketing Experience with MAYALT®

Among the approximately 4200 patients who were treated
with at least a single oral dose of either 5 or 10 mg rizatriptan
in premarketing clinical trials of MAXALT®, electrocardiac
adverse experiences were observed in 33 patients. One
patient was reported to have chest pain with possible
ischemic ECG changes following a single dose of 10 mg.

Postmarketing Experience with MAXALT®

Serious cardiovascular events have been reported in as-
sociation with the use of MAXALT®. The uncontrolled nature
of postmarketing surveillance, however, makes it impossible
to determine definitively the proportion of reported cases
that were actually caused by MAXALT® or to reliably assess
causation in individual cases.

Cerebrovascular Events and Fatalities Associated
with 5-HT, Agonists

Cerebral hemorrhage, subarachnoid hemorrhage, stroke,
and other cerebrovascular events have been reported
in patients treated with 5-HT, agonists; and some have
resulted in fatalities. [n a number of cases, it appears
possible that the cerebrovascular events were primary, the
agonist having been administered in the incorrect belief
that the symptoms experienced were a consequence of
migraine, when they were not. Before treating migraine
headaches with MAXALT® in patients not previously
diagnosed as migraineurs, and in migraineurs who present
with atypical symptoms, care should be taken to exclude
other potentially serious neurological conditions. if a patient
does not respond to the first dose, the opportunity should
be taken to review the diagnosis before a second dose is
given. It should be noted that patients with migraine may
be at increased risk of certain cerebrovascular events (e.g.,
stroke, hemarrhage, transient ischemic attack).

Special Cardiovascular Pharmacology Studies with
Another 5-HT, Agonist

In subjects (n=10) with suspected coronary artery disease
undergoing angiography, a 5-HT, agonist at a subcutane-
ous dose of 1.5 mg produced an 8% increase in aortic
blood pressure, an 18% increase in puimonary artery
blood pressure, and an 8% increase in systemic vascular
resistance. In addition, mild chest pain or tightness was
reported by four subjects. Clinically significant increases in
blood pressure were experienced by three of the subjects
(two of whom also had chest pain/discomfort). Diagnostic
angiogram results revealed that 9 subjects had normal
coronary arteries and one had insignificant coronary artery
disease.

in an additional study with this same drug, migraine patients
(n=35) free of cardiovascular disease were subjected 1o
assessments of myocardial perfusion by positron emission
tomography while receiving a subcutaneous 1.5 mg dose
in the absence of a migraine attack. Reduced coronary
vasodilatory reserve (~10%), increased coronary resistance
(~20%), and decreased hyperemic myocardial blood flow
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(~10%) were noted. The relevance of these findings to the
use of the recommended oral dose of this 5-HT, agonist
is not known.

Similar studies have not been done with MAXALT®, However,
owing to the common pharmacodynamic actions of 5-HT,
agonists, the possibility of cardiovascular effects of the
nature described above should be considered for any agent
of this pharmacological class.

Other Vasospasm-Related Events

5-HT, agonists may cause vasospastic reactions other
than coronary artery vasospasm. Extensive postmarket
experience has shown the use of another 5-HT, agonist to
be associated with rare occurrences of peripheral vascular
ischemia and colonic ischemia with abdominal pain and
bloody diarrhea.

Increase in Blood Pressure

Significant elevation in blood pressure, including hyperten-
Sive crisis, has been reparted on rare occasions in patients
receiving 5-HT, agonists with and without a history of
hypertension. In healthy young male and female subjects
who received maximal doses of MAXALT® (10 mg every
2 hours for 3 doses), slight increases in blood pressure
{approximately 2-3 mmHg) were observed. Rizatriptan is
contraindicated in patients with uncontrolled or severe
hypertension (see CONTRAINDICATIONS). In patients with
controlled hypertension, MAXALT® should be administered
with caution, as transient increases in blood pressure and
peripheral vascular resistance have been observed in a
small portion of patients.

Endocrine and Metabolism

Phenylketonurics

Phenylketonuric patients should be informed that MAXALT
RPD® Wafers contain phenylalanine (a component of aspar-
tame). Each 5 mg wafer contains 1.05 mg phenylalanine,
and each 10 mg wafer contains 2.10 mg phenylalanine.

Hepatic/Biliary/Pancreatic

Rizatriptan should be used with caution in patients with
moderate hepatic insufficiency due to an increase in
plasma concentrations of approximately 30% (see ACTION
AND CLINICAL PHARMACOLOGY, Special Populations and
Conditions in the Product Monograph and DOSAGE AND
ADMINISTRATION). Since there are no data in patients with
severe hepatic impairment, rizatriptan is contraindicated
in this population {see CONTRAINDICATIONS and DOSAGE
AND ADMINISTRATION).

Immune

Rare hypersensitivity (anaphytaxis/anaphylactoid) reactions
may occur in patients receiving 5-HT; agonists such as
MAXALT®. Such reactions can be life threatening or fatal.
In general, hypersensitivity reactions to drugs are more
likely to occur in individuals with a history of sensitivity to
multiple allergens. Owing to the possibility of cross-reactive
hypersensitivity reactions, MAXALT® should not be used in
patients having a history of hypersensitivity to chemically-
related 5-HT, receptor agonists.

Neurologic

Care should be taken to exclude other potentially serious
neurologic conditions before treating headache in patients
not previously diagnosed with migraine or who experience
a headache that is atypical for them. There have been
rare reports where patients received 5-HT, agonists for
severe headache that were Subsequently shown to have
been secondary to an evolving neurological lesion. For
newly diagnosed patients or patients presenting with
atypical symptoms, the diagnosis of migraine should be
reconsidered if no response is seen after the first dose
of MAXALT®,

Seizures

Caution should be observed if MAXALT® is to be used in
patients with a history of epilepsy or structural brain lesions
which lower the convulsion threshold. There have been very
rare reports of seizures following administration of MAXALT®
in patients with or without risk factors or previous history
of seizures (see ADVERSE REACTIONS, Post-Marketing
Adverse Reactions, Nervous System in the Supplemental
Product Information).

Ophthalmologic

Binding to Melanin-Containing Tissues

The propensity for rizatriptan to bind melanin has not been
investigated. Based on its chemical properties, rizatriptan
may bind to melanin and accumulate in mefanin-rich tissue
(e.g., eye) over time. This raises the possibility that rizatrip-
tan could cause toxicity in these tissues after extended use.
There were, however, no adverse ophthalmologic changes
related to treatment with rizatriptan in the one-year dog
toxicity study. Athough no systematic monitoring of oph-
thalmologic function was undertaken in clinical trials, and
no specific recommendations for ophthalmologic monitoring
are offered, prescribers should be aware of the possibility
of long-term ophthalmologic effects.

Renal

Rizatriptan should be used with caution in dialysis patients
due 1o a decrease in the clearance of rizatriptan, resulting
in approximately 44% increase in plasma concentrations
{see ACTION AND CLINICAL PHARMACOLOGY, Special
Populations and Conditions in the Product Monograph,
and DOSAGE AND ADMINISTRATION).

Selective Serotonin Reuptake Inhibitors/Serotonin
Norepinephrine Reuptake Inhibitors and Serotonin
Syndrome

Cases of life-threatening serotonin syndrome have been
reported during combined use of selective serotonin
reuptake inhibitors (SSRIs)/serotonin norepinephrine
reuptake inhibitors (SNRis) and triptans. if concomitant
treatment with MAXALT® and SSRIs {e.g., sertraling, escit-
alopram oxalate, and fluoxetine) or SNRIs {e.g., venlafaxine,
duloxetine) is clinically warranted, careful observation of the
patient is advised, particularly during treatment initiation
and dose increases. Serotonin syndrome symptoms may
inctude mental status changes (e.g., agitation, hallucina-
tions, coma), autonomic instability (e.g., tachycardia, labile
blood pressure, hyperthermia}, neuromuscular aberrations
{e.9., hyperreflexia, incoordination) and/or gastrointestinal
symptoms {g.g., nausea, vomiting, diarrhea) (see DRUG
INTERACTIONS).

Special Populations and Conditions

For use in special populations (see Supplemental Product
Information, WARNINGS AND PRECAUTIONS, Special
Populations and Conditions).

ADVERSE REACTIONS

(see Supplemental Product Information for full
listing)

Adverse Drug Reaction Overview

Serious cardiac events, including some that have been
fatal, have occurred following use of 5-HT, agonists.
These events are extremely rare and most have been
reported in patients with risk factors predictive of
CAD. Events reported have included coronary artery
vasospasm, transient myocardial ischemia, myocar-
dial infarction, ventricular tachycardia, and ventricular
fibrillation (see CONTRAINDICATIONS, WARNINGS AND
PRECAUTIONS).

Long-Term Safety

In long-term extension studies, a total of 1854 patients
treated 16,150 migraine attacks with MAXALT® 5 mg
Tablets and 24,043 attacks with MAXALT® 10 mg Tablets
over a period of up to 1 year. In general, the types of clinical
adverse experiences observed in the extension studies
were similar to those observed in the acute studies. How-
ever, the incidences of most clinical adverse events were
approximately 3-fold higher in extension, as expected,
based on increased observation time. The most common
adverse events per attack (defined as occurring at an
incidence of at least 1%} for MAXALT® 5 mg and 10 mg,
respectively, were as follows: nausea (3%, 4%), dizziness
(2%, 2%), somnolence 2%, 4%), asthenia/fatigue (2%, 2%),
headache (1%, 2%), vomiting (1%, <1%j, chest pain (<1%,
1%) and paresthesia (<1%, 2%). Due to the fack of placebo
controls in the extension studies, the role of MAXALT® in
causation cannot be reliably determined.

To report a suspected adverse reaction, please contact
Merck Frosst Canada Ltd. by:

Toll-free telephone: 1-800-567-2594
Toll-free fax: 1-877-428-8675
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By regular mail: Merck Frosst Canada Ltd., P.0. Box 1005,
Pointe-Claire — Dorval, QC HOR 4P8

DRUG INTERACTIONS

Ergot-Containing Drugs

Ergot-containing drugs have been reported to cause
prolonged vasospastic reactions. Because there is a
theoretical basis that these effects may be additive, use
of ergotamine-containing or ergot-type medications (like
dihydroergotamine or methysergide) and rizatriptan within
24 hours is contraindicated (see CONTRAINDICATIONS).

Monoamine Oxidase Inhibitors

Rizatriptan is principally metabolized via monoamine
oxidase, ‘A" subtype (MAO-A). In a drug interaction study,
when MAXALT® 10 mg was administered to subjects
(n=12) receiving concomitant therapy with the selective,
reversible MAO-A inhibitor, moclobemide 150 mg t.i.d.,
there were mean increases in rizatriptan AUC and Crax of
119% and 41%, respectively; and the AUC of the active
N-monodesmethyl metabolite of rizatriptan was increased
more than 400%. The interaction would be expected to be
greater with irreversibie MAQ inhibitors. Drug interaction
studies were not conducted with selective MAO-B inhibitors.

The specificity of MAG-B inhibitors diminishes with higher
doses and varies among patients. Therefore, co-adminis-
tration of rizatriptan in patients taking MAQ-A or MAO-B
inhibitors is contraindicated (see CONTRAINDICATIONS).

Nadolol/Metoprolol

In a drug interactions study, effects of multiple doses of
nadolol 80 mg or metoprolot 100 mg every 12 hours on the
pharmacokinetics of a single dose of 10 mg rizatriptan were
evaluated in healthy subjects (n=12). No pharmacokinetic
interactions were observed.

Oral Contraceptives

In a study of concurrent administration of an oral con-
traceptive during 6 days of administration of MAXALT®
(10-30 mg/day) in healthy female volunteers (n=18),
rizatriptan did not affect plasma concentrations of ethinyl
estradiol or norethindrone.

Other 5-HT, Agonists
The administration of rizatriptan with other 5-HT, agonists
has not been evaluated in migraine patients.

Because their vasospastic effects may be additive,
co-administration of rizatriptan and other 5-HT, agonists
within 24 hours of each other is contraindicated {see
CONTRAINDICATIONS).

Propranolol

MAXALT® should be used with caution in patients receiv-
ing propranolol, since the pharmacokinetic behavior of
rizatriptan during co-administration with propranolol may
be unpredictable. In a study of concurrent administration
of propranolol 240 mg/day and a single dose of rizatriptan
10 mg in healthy subjects (n=11), mean plasma AUC and
Crax for rizatriptan were increased by 70% and 75%,
respectively, during propranolol administration. In one
subject, a 4-fold increase in AUC and 5-fold increase in
Crmax was observed. This subject was not distinguishable
from the others based on demographic characteristics.
The AUC of the active N-monodesmethyl metabolite of
rizatriptan was not affected by propranolo! (see DOSAGE
AND ADMINISTRATION).

Selective Serotonin Reuptake Inhibitors / Serotonin
Norepinephrine Reuptake Inhibitors and Serotonin
Syndrome

Cases of life-threatening serotonin syndrome have been
reported in post-marketing experience during combined
use of selective serotonin reuptake inhibitors (SSRIs) or
serotonin norepinephrine reuptake inhibitors (SNRIs) and
triptans (see WARNINGS AND PRECAUTIONS).

In a pharmacokinetic study with paroxetine and rizatriptan,
paroxetine had no influence on the plasma levels of
rizatriptan.

Food

Interactions with food have not been studied. Food has
no significant effect on the bicavailability of rizatriptan but
delays the time to reach peak concentration by an hour. In
clinical trials, MAXALT® was administered without regard
fo food.
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Administration

DOSAGE AND ADMINISTRATION
{see Product Monograph for complete information)

Dosing Considerations

MAXALT® Is recommended only for the acute treatment of
migraine attacks. MAXALT® should not be used prophylacti-
cally. Controlied trials have not established the effectiveness
of a second dose if the initial dose is ineffective.

The safety of treating, on average, more than four head-
aches in a 30-day period has not been established.

Recommended Dose and Dosage Adjustment
ADULTS

MAXALT® Tablets and MAXALT RPD® Wafers

The recommended single adult dose is 5 mg. The maximum
recommended single dose is 10 mg. There is evidence that
the 10 mg dose may provide a greater effect than the 5 mg
dose (see CLINICAL TRIALS in the Product Monograph}. The
choice of dose should therefore be made on an individual
basis, weighing the possible benefit of the 10 mg dose with
the potential risk for increased adverse events.

For MAXALT RPD® Wafers, administration with liquid is
not necessary. The wafer is packaged in a blister within an
outer aluminum pouch. Patients should be instructed not
to remove the blister from the outer pouch until just prior
to dosing. The blister pack should then be peeled open with
dry hands and the wafer placed on the tongue, where it will
dissolve and be swallowed with the saliva.

Redosing

Doses should be separated by at least 2 hours; no more

than a total of 20 mg (Tablets or Wafers) should be taken
in any 24-hour period.

Patients receiving propranolol

A single 5 mg dose of MAXALT® should be used. In no
instances should the total daily dose exceed 10 mg per
day, given in two doses, separated by at least two hours
(see DRUG INTERACTIONS).

Renal Impairment

In hemodialysis patients with severe renal impairment
(creatinine clearance <2 mL/min/1.73 m?), the AUC of
rizatriptan was approximately 44% greater than in patients
with normal renal function (see ACTION AND CLINICAL
PHARMACOLOGY, Special Populations and Conditions In the
Product Monograph). Conseguently, if treatment is deemed
advisable in these patients, the 5 mg MAXALT® Tablet or
Wafer should be administered. No more than a total of 10 mg
should be taken in any 24-hour period. Repeated dosing in
renally impaired patients has not been evaluated.

Hepatic Impairment

MAXALT® is contraindicated in patients with severe hepatic
impairment (Child-Pugh grade C) due to the absence of
safety data. Plasma concentrations of rizatriptan were
approximately 30% greater in patients with moderate
hepatic insufficiency (see ACTION AND CLINICAL
PHARMACOLOGY, Special Populations and Conditions in the
Product Monograph). Consequently, if treatment is deemed
advisable in the presence of moderate hepatic impairment,
the 5 mg MAXALT® Tablet or Wafer should be administered.
No more than a total of 10 mg should be taken in any
24-hour period. Repeated dosing in hepatically impaired
patients has not been evaluated,

Patients with Hypertension

MAXALT® shoutd 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.

OVERDOSAGE

No overdoses of MAXALT® were reported during clinical
trials.

Rizatriptan 40 mg (administered as either a single dose
or as two doses with a 2-hour interdose interval) was
generally well tolerated in over 300 patients; dizziness and
somnolence were the most common drug-related adverse
effects.

In a clinical pharmacology study in which 12 subjects
received rizatriptan, at total cumulative doses of 80 mg
{given within four hours), two subjects experienced syncope
and/or bradycardia. One subject, a female aged 29 years,

developed vomiting, bradycardia, and dizziness beginning
three hours after receiving a total of 80 mg rizatriptan
(administered over two hours); a third degree AV block,
responsive to atropine, was observed an hour after the
onset of the other symptoms. The second subject, a
25-year-old male, experienced transient dizziness, syncape,
incontinence, and a 5-second systolic pause (on ECG
monitor) immediately after a painful venipuncture. The
venipuncture occurred two hours after the subject had
received a total of 80 mg rizatriptan (administered over
four hours).

In addition, based on the pharmacology of rizatriptan,
hypertension or other more serious cardiovascular symptoms
could occur after overdosage. Gastrointestinal decontami-
nation (i.e., gastric lavage followed by activated charcoal)
should be considered in patients suspected of an overdose
with MAXALT®, The elimination half-life of rizatriptan is
2 to 3 hours {see ACTION AND CLINICAL PHARMACOLOGY
in the Product Monograph). Clinical and electrocardiographic
monitoring should be continued for at least 12 hours, even
if clinical symptoms are not observed.

There is no specific antidote to rizatriptan. In cases of
severe intoxication, intensive care procedures are recom-
mended, including establishing and maintaining a patent
airway, ensuring adequate oxygenation and ventilation, and
monitoring and support of the cardiovascular system.

The effects of hemo- or peritoneal dialysis on serum
concentrations of rizatriptan are unknown.

Supplemental Product Information
WARNINGS AND PRECAUTIONS

Special Populations and Conditions
Women: Ina reproduction study in rats, birth and pre- and

post-weaning weight gain were reduced in the offspring of females treated
prior to and during mating and thmuunom gestation and tactation. These
effects occurred in the absence of any apparent maternal toxicity (maternal
plasma drug exposures were 22 and 337 times, respectively, the exposure
in humans g the maximum re ded daily mse [MHDD] of

20mg), The deveiummtal no-effiect dose was equivalent to 2.25 times human
exposure at the MRDD.
In embryofetal development studies, no teratogenic effects were observed
when pregnant rats and rabbits were administered doses at the equivalent of
337 times and 168 times, respectively, the human MRDD, during organogenesis.
However, fetal weights were decreased in conjunction with decreased matemal
weight gain at these same doses. The developmental no-effect dose in both rats
and rabbits was 22 times the human MRDD. Toxicokinetic studies demonstrated
placental transter of drug in both species.
There are no adequate and well-C studies in pregnant
therefore, rizatriptan should be used during pregnancy only if the mtenml
benefit justifies the potential risk to the fetus.

Impairment of Fertility

In a fertility study in rats, attered estrus cyclicity and delays in time to mating
were observed in females freated orally with an equivalent of 337 times the
maximum recommended daity dose (MADD] of 20 myg in humans, The no-effect
dose was 22 times the MRDD. There was no impairment of fertility or

tive performance In male rats treated with up to 825 times the MRDD,

Nursing Women: Il is not known whether this drug is excreted in human
milk, Because many drugs are excreted in human milk, caution should be
exercised when MAXALT® is administered 1o women who are breast-feeding.
Rimlnulamsextensww excreted in rat milk, at a level of 5-fold or greater
than matemal plasma fevels.

Pediatrics (< 18 years of age): MAXALT® is not recommended for use in
patients under 18 years of age. In a randomized placebo-controfied trial of
291 adolescent migraineurs, aged 12-17 years, the efficacy of MAXALT®
Tablets (5 mg) was not different from that of placebo (see ACTION AND
UJNCE&LWPIWACQLUG\", Special Populations and Conditions In the product
monograph),

Geriatrics (> 65 years of age): The safety and effectiveness of MAXALT®
has not been adequately studied in individuals over 65 years of age. The risk
of adverse reactions o this drug may be greater in elderly patients, as they are
more laely to have decreased hepatic function, be at higher risk for CAD, and
experience biood pressure increases that may be more pronounced. Clinical
studies with MAXALT® did not include a substantial number of patients over
Bﬁyea:sulage{n-m Its use in this age group is, therefore, not recom-
mended.

M Disease Conditions:

MAXALT® should be administered with caution o patients with diseases that
may alter the absorption, metabolism, or excretion of drugs (see ACTION AND
CLINICAL PHARMACOLOGY, Special Populations and Conditions in the product
monograph).
Monitoring and Tests

No speific [aboratory tests are recommended for monitoring patients prior to
and/or after treatment with MAXALT®.

ADVERSE REACTIONS
Clinical Trial Adverse Drug Reactions

Because clinical rials are congucted under very specific condifions the adverse
reaction rates observed in the clinical inials may not reflect te rates observed
in practice and should not be compared fo the rates in the ciinical trials of
another drug. Adverse drug reaction information from clinical trials & useful for
identifying drug-related adverse events and for approximating rates.
Experience in Controlled Clinical Trials with MAXALT®

Typical 5-HT, Adverse Reactions

As with other 5-HT, agonists, MAXALT® has been associated with sensations of
heaviness. pressure, tightness or pain which may be intense. These may occur
in any part of the body including the chest. throat, neck, jaw and upper limb.
Acute Safety

Adverse experiences to rizatriptan were assessed in controlied clinical trials that
included over 3700 patients who received single or muttiple doses of MAXALT®
Tablats. The MOSt common adverse events during treatment with MAXALT®
were asthenia/t , somnalence, p ion and dizziness.
These events appaareu 0 be dose-related. In long-term extension studies
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where patients were allowed to treal multiple attacks for up to 1 year, 4%
(59 out of 1525 patients) withdrew because of adverse xpenences.
Tables 1 and 2 list the adverse events regardiess of drug relationship (incidence
2 1% and greater than placebo) ahter a single dose of MAXALT® Tablets and
MAXALT RPO® Walers, respectively. Most of the adverse events appear to
be dose-related. The events cited refiect experience gained underdusew
monitored canditions of clinical trials in a highly semeu patient population
in actual chinical practice or in other clinical trials, ﬂ'leselreuweslm‘ates
may not apply, as the conditions of use, reporting behavior, and the kinds of
patients treated may differ.
Table 1
Incidence (2 1% and Greater than Placebo) of Adverse Experiences
After a Single Dose of MAXALT® Tablets or Placebo (Prior to
Subsequent Dose) in Phase [Il Controlled Clinical Trials*

% of Patients
Placebo MAXALT®*  MAXALT*
5mg 10 mg

Number of Patients 627 977 1167
Symptoms of Potentially Cardiac Origin

Upper Limb Sensations® 13 17 18

Chest Sensations” 10 16 kN

Neck/Throat/Jaw Sensations* 06 14 25

Palpitations 02 09 1.0
Body as a Whole

Asthenia/Fatigue 21 42 69

Abdominal Pain 10 1.7 22
Digestive System

Nausea 35 41 5.7

Dry Mouth 13 26 30

Vomiting 21 16 23
Nervous

Dizziness 45 42 89

Somnolence a5 42 B4

Headache 08 18 21

Paresthesia 1.0 15 29

Tremor 1.0 13 03

Insomnia 03 1.0 03
Skin and Skin Appendage

Flushing 10 06 11

*The term *sensations” encompasses adverse events described as pain, dis-
comfort, pressure, heaviness, constriction, tightness, heat/burning sensation,
paresthesia, numbness, tingling, weakness and strange sensations.

"Data from Studies 022, 025, 029 and 030,

Tabie 2
Incidence (> 1% and Greater than Placebo) of Adverse Experlences
After a Single Dose of MAXALT RPD® Waters or Placebo (Prior to

Dosa) in Phase Il Controfied Clinical Trials"
% of Patients
Placebo MANALT  MAXALT
RPD* RPOD*
S5myg 10mg
Number of Patients 283 282 302
Symptoms of Potentially Cardiac Origin
Chest Sensations” 0.4 14 1.7
Neck/throat/Jaw Sensations® 04 14 20
Tachycardia 1.1 14 03
Upper Limb Sensations* 04 0.7 20
Palpitations 04 04 1.0
Body 23 a Whole
Asthenia/Fatigue 04 21 36
Digestive System
Dry Mouth 21 6.4 6.0
Nausea 57 64 7.0
Dyspepsia 07 1.1 20
Acid Regurgitation 0 11 0.7
Salivation Increase 0 0 13
Musculoskeletal System
Fegional Heaviness 0 0 1.0
Nervous System
Dizziness 339 6.4 86
Somnolence 28 43 53
Headache 0.7 18 20
Insomnia 0 14 07
Paresthesia 04 14 0
: 0 14 0.7
Mental Acuity Decreased 0 11 03
Tremor 0.7 1 0
Nervousness 04 11 0.7
Respiratory System
Pharyngeal Discomfort 1] 1.1 [iird
Skin and Skin Appendage
07 1.1 1.0
Senses
Taste Perversion 11 14 23
Blurred Vision 1] 04 13

*The term “sensations” encompasses adverse events described as pain, dis-
cormiort, pressure, heaviness, constriction, tightness, heat/burning sensation,
paresthesia, numbness, tingling, weakness and strange sensations.

*Data from Studies 039 and 049.

MAXALT® was generally well-olerated. Adverse expenences were typically
mild in intensity and were transient. The frequencies of adverse expefiences
in clinical trials did not increase when up to three doses were taken within
zdmuralhemnenmulmeluemncesmnmaﬁwmﬂwge
gender or use of pr medications. There were insutficient dala to
assess the impact of race on the incidence of adverss events.

Other Events Observed in Assoclation with the Administration

of MAXALT*

In the section that follows, the frequencies of less commonly reported adverse
clinical events are presenied. Because the reports include events observed
in open studies, the role of MAXALT®™ in their causation cannol be reliably
determined. Furthermore, variabaity associated with adverse event reporting,
the terminology used to describe adverse events, etc. limit the value of the
quantitative frequency estimates provided, Event Irequencies are calculated as
the number of patients who used MAXALT® 5 mg and 10 meg tablets in Phase |
and Il studies (n=37 16} and reported an event divided by the total number of
patients exposed to MAXALT®. All reported events are included, except those
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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: frequent adverse events are those
defined as those occurring in at least 1/100 patients; infrequent adverse
experiences are those accurring in 1/100 to 1/1000 patients; and rare adverse
experiences are those occurring in fewer than 1/1000 patients.

Body as a Whole

Frequent were warm sensations, chest pain and chills/cold sensations.
Infrequent were heat sensitivity, facial edema, hangover effect, abdominal
distention, edema/swelling and malaise. Rase were fever, orthostatic effects,
and syncope.

Cardiovascular

Frequent was palpitation. [nfrequent were tachycardia, cold extremities,
hypertension, arrhythmia, and bradycardia. Rare were angina pectoris and
blood pressure increased.

Digestive

Frequent was diarrhea. Infrequent were dy ia, thirst, acid regurgitati
dysphagia, constipation, flatulence, and tongue edema. Rare were anorexia,
appetite increase, gasteitis, paralysis (fongue), eructation and glosodynia.
Metabolic

infrequent was dehydration.

Musculoskeletal

Infrequent were muscle weakness, stiffness, myaigia, muscle cramp, muscu-
loskeletal pain, and arthraigia.

Newrological .

Frequent were hypesthesia and mental aculty decreased. Infrequent were
nervousness, vertigo, insomnia, anxiety, depression, euphoria, disrientation,
ataxia, dysarthria, confusion, dream abnormality, galt abnormality, irritability,

memory imp agltation, hypt , sleep disorder, speech disorder,
migraing and spasm. Rare were dy sia, depersonalization, akinesia/
bradykinesia, apprehension, hyp , hyp and hyporef
Respiratory

Frequent were dyspnea and pharyngeal discomiort. Infrequent were pharyngitis,
ieritation (nasal), congestion (nasal), dry throat, upper respiratory infection,
yawning, respiratory congestion, dry nose, epistaxis, and sinus disorder.
Rare were cough, hiccups, hoarseness, rhinorthea, sneezing, tachypnea, and
pharyngeal edema.

Special Senses

Frequent was taste perversion. Infrequent were blurred vision, tinnitus, dry
eyes, buming eye, eye pain, eye iritation, ear pain, and tearing. Rare were
hyperacusis, smell perversion, photophobia, photopsia, iiching eye. and eye
swelling.

Skin and Skin Appendage

Infrequent were sweating, prurttus, rash, and urticaria. Rare were erythema,
acne, and photosensitivity.

Urogenital System

Frequent was hot flashes. Infrequent were urinary frequency, polyuria, and
menstruation disorder. Rare was dysuria.

The adverse experience profile seen with MAXALT RPD® Wafers was similar to
that seen with MAXALT® Tablets.

Post-Market Adverse Drug Reactions

The following additional adverse reactions have been reported very rarely
and most have been reported in patients with risk factors predictive of CAD:
Myocardial ischemia or infarction, cerebrovascular accident.

The following adverse reactions have also been reported:

Hypersensitivity: Hypersensitivity reaction, anaphylaxis/anaphylactoid
reaction, angioedema (e.g., facial edema, tongue swelling, pharyngeal edema},
wheezing, urticaria, rash, toxic epidermal necrolysis.

Narvous System: serotonin syndrome.

Selzures: There have besn very rare reports of seizures following administration
of MAXALT® in patients with or without risk faciors or previous history of
seizures (see WARNINGS AND PRECAUTIONS).

Musculoskelstal: facial pain.

Speclal Senses: Dysgeusia.

Vascular disorders: Peripheral vascular ischemia

Drug Abuss and Dependence

Although the abuse potential of MAXALT® has ot been specifically assessed, no
abuse of, tolerance to, withdrawal from, or drug-seeking behavior was observed
in patients who received MAXALT® in clinicai trials or their extensions. The
5-HT,4 agonists, as a class, have not been associated with drug abuse.
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LE JOURNAL CANADIEN DES SCIENCES NEUROLOGIQUES

Lifetime Achievement Award of the Canadian Neurological Society
Given to Dr. Henry J.M. Barnett

The Canadian Neurological Society awarded its inaugural Lifetime Acheivement Award to
Dr. Henry J.M. Barnett at the home of his daughter and son-in-law, Jane and James Drake,
on the evening of June 27, 2011. Family and friends, including several colleagues and faculty
members who served under Dr. Barnett’s leadership, were in attendance. Drs. Michael D. Hill
[Past-chair of the Scientific Program Committee, CNSF] and G. Bryan Young [Editor-in-
Chief of the CJNS] presented Dr. Barnett with the award and a gift of a leather-bound volume
of his memoirs, most of which were published in the Canadian Journal of Neurological
Sciences.

The award and gift were tributes to a great man, now approaching 90, with a remarkable
career. Dr. Barnett (Barney to his friends and colleagues) was born in 1922 in Newcastle-upon-Tyne in England, the son of a
church minister. He moved to Canada with his family as a child and was raised and educated in Toronto, graduating in Medicine
in the war-accelerated class of 1944. His neurological education was later obtained in Toronto, Queen Square in London,
England and Oxford. After obtaining his FRCPC in neurology in 1952 he was a neurologist at the Toronto General Hospital and
then was Chief of Neurology at Sunnybrook Hospital in Toronto. His close association with Dr. Charles Drake, one of Canada's
most prestigious neurosurgeons, led to his move to London, Ontario in 1969. Indeed, Barney regaled us with a story of how he

had written a manifesto in Toronto about how Neurosurgery, Neurology, Neuropathology and Neuroradiology should be
combined into one department that had been thoroughly rejected in Toronto. It was only when Dr. Drake came to visit him and
was forced to stay longer than expected due to an ice storm that the idea was shared and the seed of the Department of Clinical
Neurological Sciences at UWO was first sown. Dr. Barnett served as Professor and Chair of the Department of Clinical
Neurological Sciences at the University of Western Ontario from 1974 to 1984 and became Scientific Director of the Robarts
Research Institute from 1984 until his retirement. This concept of a combined clinical neuroscience department was unique but
has now been copied in Calgary. Barney regards this as one of, if not his single, most important contributions.

Dr. Barnett made many landmark contributions to our understanding of syringomyelia and later in cerebrovascular disease:
the ASA-sulfinpyrazone study, the EC-IC bypass study, NASCET study, and the ACE study were milestone randomized trials in
clinical stroke. He was successful in getting large research grants, headed large, multicentred studies and published numerous
books and articles, as well as serving as Editor-in-Chief of Stroke.

Dr. Barnett is also a prominent ornithologist and naturalist. One catches a glimpse of these strong interests in reading his
memoirs. He assigned some of his property north of King City to the Nature Conservancy of Canada to protect this natural area
in perpetuity.

Despite some recent health challenges, Barney is remarkably robust, full of anecdotes and keen to see the continuing positive
developments of Canadian neuroscience. We are proud of this outstanding Canadian, who continues to write and entertain with
his keen mind and dry wit. Congratulations, Barney!

G. Bryan Young and Michael D. Hill

CORRECTION

PMID: 21672700 [PubMed - in process]  ISSN: 0317-1671 (Print)
Can J Neurol Sci. 2011 Jul;38(4):600-11.

ARAC - The Montreal Jewish General Hospital Alzheimer Risk Assessment Clinic

Schipper HM, Liberman A, Kelner N, Babins L, Fried L, Bilbul M, Goodman R.

Centre for Neurotranslational Research, Lady Davis Institute for Medical Research, Jewish General Hospital,
Department of Neurology & Neurosurgery, McGill University, Montreal, Quebec, Canada.

This article is listed as a REVIEW ARTICLE. It should be listed as an ORIGINAL ARTICLE.
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‘COPAXONE
(glatiramer acetate injection)

Treat from the start. Treat for the long run.

L]

|

@ Patient Selection Criteria

THERAPEUTIC CLASSIFICATION: Immunomodulotor

INDICATIONS AND CLINICAL USE

COPAXONE® is indicated for: the treatment of ambulatory patients with Relapsing Remitting Muttiple Sclerosis
(RRMS), to decrease the frequency of ciical exacerbations, to reduce the number and volume of active brain lesions
identified on Magretic Resonance Imaging (MRI) scans: for the treatment of pafients who hove experienced o
single demyelinating event, accompanied by abnormal MR scns and are considered to be ot risk of developing
Clinically Definite MS (CDMS), after oltemative diagnoses ore excluded, to delay the onset of definite MS, to
decrense the number and volume of active broin lesions and overall diseose burden (as identified by MRI scans).

The safety ond efficacy of COPAXONE® in chranic progressive MS hove not been estoblished.

CONTRAINDICATIONS

(OPAXONE™ (glatiramer acetote) is contraindicated in patients with known hypersensitivity to glafiramer acetate
or mannitol.

Safety Information

WARNINGS AND PRECAUTIONS

The only recommended route of administration of COPAXONE® (glafiramer acetate) injection is the subcutanegus
route. COPAXONE® should not be administered by the infravenous route.

Cardiovascular; Symptoms of Potentially Cardiac Origin: Approximately 13% of COPAXONE® patients in the
multicenter controlled frials (compared to 5% of placebo pofients) experienced at least one episode of whot was
described as ransient chest pain (see ADVERSE REACTIONS: Chest Pain). While some of these episodes occurred
in the context of the Immediate Postinjecion Reaction (see ADVERSE REACTIONS: Immediote Postnjection
Reaction), many did not. The pathagenesis of this symptom is unknown. Patients in controlled clinical rials were
free of significant cardiovasculor problems (New York Heart Association Closs ) and (1) and thus the risks assock
ated with COPAXONE® treatment for Multiple Sclerosis patients with comorbid cardiovascular disease are unknown.
(OPAXONE® has been ossocioted with on Immediate PasHniection Reaction consisting of a constellation of
symptoms oppearing immediately after injection that could include flushing, chest pain, polpitations, anxiety,
dyspnaa, constriction of the throat ond urticaria (see ADVERSE REACTIONS: Immediate Post-njection Reaction).
(OPAXONE® has not been studied in patients with o histary of severe anaphylactoid reacions, obstructive pub
monary disease or osthma, nor in patients under freatment for either of these two latfer conditions. Particulor
caution is therefore advised regarding the use of COPAXONE® in such pafiets.

Anaphylactoid reactions ossocioted with the use of COPAXONE® have been reported in rare instances (<1,/1000)
during the postmarketing period. Some cases required fregtment with epinephrine and other appropriate
medical freatment.

General: Patients should be instructed in oseptic reconstitution and seffnjgction fechniques fo assure the sofe
administration of COPAXONE® (glatiramer acetate), induding a careful review of the Port {ll — Cansumer
Information. The first injection should be performed under the supervision of an appropriately qualified health
cane professional. Patient understanding and use of aseptic seifinjection techniques and procedures should be
periodically re-evoluated. Potients should be cautioned against the re-use of needies or syringes and instructed
in safe disposal procedures. A punchure-esistant container for disposal of sed needles and syringes should be
used by the potient. Patients should be instructed on the safe disposal of full containess.

Localized Adverse Reactions Associated with Subeutaneous Use: At injection sies, Tocalized lipoarophy and,
rarely, injection-site skin necrosis hove been reported during clinical trials and postmarketing experience.
Lipoatrophy may occur ofter treatment onset (sometimes as early as several months) and may be permanent.
There is no known therapy for lipoarophy. To assist in possibly minimizing these events, the patient should be
advised to follow proper injection technique and to rotate injection areas ond sites on a daily basis (see Part Il -
Consumer Information).
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Immune: Considerations Involving the Use of a Product Capuble of Modifying immune Responses:
(OPAXONE® is an anfigenic substance and thus it is possible thot detrimental host responses cun occur
with its use. Whether (OPAXONE® can alfer normal human immune responses, such as the recognition
of foreign antigens is unknown. It is therefore possible that treaiment with COPAXONE® may undermine
the body's defenses against infections and tumor surveillance. Systematic assessments of these risks
have not been done. Confinued alteration of cellular immunity due fo chronic freaiment with glatiramer
acetate might result in untoward effeds.

Glafiramer acetate-reactive antibodies are formed in practically oll patients exposed to daily treotment with the
recommended dose. Sudies in both the rat and monkey have suggested that immune complexes are deposited
in the renal glomenuli. Furthermare, in a controlled dinical rial of 125 RRMS patients given glatiramer acetote
20 mg for 2 years, serum IgG levels reached af least 3 fimes basefine values in 80% of patients by 3 months
of inifiation of treatment. By 12 months of treatment, however, 30% of patients still had gG levels ot least
3 times baseline values, and 90% had levels above boseline by 12 months. The antibodies are exclusively
of the IgG subtype — and predominanty of the lg6-1 subtype. No IgE type anfibodies could be detected in ony
of the 94 sera tested. Nevertheless, anophylaxis can be associated with the administration of almost any
foreign substance and, therefore, this risk cannot be exchuded.

Cardinogenesis and Mutagenesis: Preclinical studies fo ussess te carcinogenic potentia of glafiramer
acetate in mice ond rats do not suggest any evidence of carcinogenic potential related to glofiramer acetate
administered subcutaneously ot dose levels of up to 30 mg/kg/day in rats and 60 mg,/kg/day in mice (see
TOXICOLOGY: Carcinogencity). The relevance of these findings for humans is unknown {see PRECAUTIONS —
(onsiderations Involving the Use of a Product Capable of Modifying Immune Respanses).

Renal: The pharmacakinefics of COPAXONE® in patients with impaired renal function have not begn determined.

Spedial Populations: Pregnant Women: There are no adequate and wellcontrolled studies in pregnant
viomen. No evidence of reproductive foxicity was observed in precinical studies (see TOXICOLOGY: Reproduction
ond Teratology). Because animal reproduction studies are not always predictive of human response, this diug
should he used during pregnancy only if cleary needed. During pre-markefing clinicol finls with COPAXONE®,
seven women conceived while being freated with the active drug. One case was lost to follow-up. Three of the
patients electively discontinued pregnancy. Three patients stopped treatment 1, 1.5 and 2 months after learning
they were pregnant; all delivered healthy bobies.

Nursing Women: [t is niot known whether this drug is excreted in human milk. Because many drugs ure
exarefed in human milk, treating o nursing woman with COPAXONE® should only be considered after coreful
risk /benefit assessment and be used with caution.

Pediatrics (< 18 years of uge): The scfety ond effectiveness of COPAXONE® have not been established
in individuals below 18 years of age.

Geriatrics (> 65 years of age): COPAXONE® hos ot been studied in the elderly (> 65 years old).

Monitoring and Laboratory Tests: Dota collected pre- and postmarket do not suggest the need for
foutine laboratary monitoring.

ADVERSE REACTIONS

Adverse Drug Reaction Overview: In the 4 placebo-<ontrlled dlinical ials, the most commanly observed
udverse events associated with the use of COPAXONE® occuming t on incidence of at least 10% and ot least
1.5 times higher than in placebo-freated potients were: injectionsite reactions, vasodiotation, rash, dyspneo
and chest pain.

In the placebo-controlled dinical frils approximately 5% discontinued reatment due fo on adverse event com-
pored to 1% for placebo-treated patients. The adverse events most commonly asseciated with disconfinuation
were {in order of descending frequency): injectionsite reactions, dyspnea, urticaria, vasodilatation ond hyper-
sensifivity. Treatment discontinuation due o o serious adverse event considered by investigators to be reloted
to COPAXONE® treatment included o case of fe-thveatening serum sickness.

Immediate Post-Injection Reaction: Approximately 14% of Muliple Sclerosis pafients exposed to COPAXONE®
in the 4 placebo-controlled studies reported  postinjection reaction immediately following subcutoneous
injection of COPAXONE® compored to 2% for placebo-treated patients. An immediate postiniection reaction is
o constellation of symptoms occurring immediately after injection that includes at least two of the following:
flushing, chest pain, palpitations, onxiety, dyspnea, constriction of the throot and rficaria (individual symptoms
are fisted separately in Table 1), These symptoms were invariably tansient, selfimited, did not require specific
teatment and in general, arose several months alfer inftiation of treatment, although they may occur earlier
in the course of treatment. A given potient may experience one or several episodes of these symptoms during
eatment with COPAXONE®, Whether these episodes are mediated by an immunologic or non immunologic
mechanism, and whether several similar episodes seen in o given pafient have identical mechanisms is unknown.
In fact, whether or not this constellofion of symptoms actually represents a spedific syndrome is unknown.
During the postmarketing period, there have been reports of patients with similar symptoms who received
emergency medical care (see WARNINGS AND PRECAUTIONS: Symptoms of Potentially Cardiac Origin).

Chest Pain: Approximately 13% of glatiromer acefate potients in the 4 placebo-controlled studies (compared
to 5% of placebo patients) experienced at least one episode of what was described as transient chest pain.
While some of these episodes accurred in the context of the Immediate Post-injection Reaction described
above, many did nat. The temporal relationship of the chest pain to an injection of glafiramer acetate was
not always known, although the pain wos ransient (usually lasting only o few minutes), often unassociated
with other symptoms, and appeared to have no importont clinical sequelae. Some patients experienced more
than one such episode, and episodes usuclly began af least 1 month after the initiation of eatment. The
pathogenesis of this symptom is unknown. Patients in clinical trials were free of significant cardiovoscular disease
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{New York Heart Associotion Class | or 11); therefore, the risks associated with glatiramer acetate treatment
for Mulfiple Sclerosis patients with comorbid cordiovasculor disense are unknown (see WARNINGS AND
PRECAUTIONS: Symptoms of Potenfially Cordiac Origin). For adverse event reporting, please contact Health
(anodo by phone of: 1-866-234-2345, or Teva Canada Innovation o 1-800-283-0034.

ADMINISTRATION

DOSAGE AND ADMINISTRATION

COPAXONE® should only be prestribed by (or following consuftation with) clinicians who are experienced
in the diagnosis and management of Multiple Sclerosis. The only recommended route of administrafion of
COPAXONE® (glotiramer acetote) injection is the subcutoneous route. COPAXONE® should not be administered
by the infravenous route.

Recommended Dose and Dosage Adjustment: The recommended dose of COPAXONE® (glafiromer
acetate for injection or glotiromer acetote injection) for the treatment of Clinically Isolated Syndrome and
Relopsing Remiting MS is o dai inection of 20 mg given subautuneously. For the prefilled syringe of COPAXONE®,
please see the Part Il — Consumer Information — predilled syringe for insiructions on the preparafion and injection
of COPAXONE®.

SUPPLEMENTAL PRODUCT INFORMATION

ADVERSE REACTIONS

Chnkcal Tria! Adverse Drug Reactions: Bacouse clnkal Mot ove concharted undav very specifc conditons, e odverse macion rafes observed in
the chiicol maks may not sefiect the des observed in peocsite ond should not be compored fo the sales in the cinical Mol of anciher dug. Adverse dhg
seaction infpemation hoen ool ol is usefl fov ickandying drugreloted odverse events ond for apromimating rtes, e odverse reaction dota in the
saction i desived from 4 pivosal, doublebing, ploceborcontolled chaical trioks which were conducted during peemadketing ond post-medetiag periods in
o total of §12 patents hected with glatrume ocsfute ond 509 posents heated with ploceba foe up o 36 manshs, Three tiaks wese conducted in RRMS.
The fourth iial was in paiens pesenting with o first el event ond MR fechwes seggestive of M5 ond nchudad 743 patients hepted wish latiomes
oeeiute ond 738 potients macted with plocsbo. Al odverse events wees racoadd by the cinicol investigoioe, wing terminokogy of fheir pwn choosing Ta
piovide 0 meoningful eskimote of the proporbon of indiidusls having odverse eveets, simikr fypes of events wese grouped inlo stondordized mhegories
wsing MedORA dinooery teincogy.The ffowing il ks heomestemesgent sins o symetos ol ocured i o et 7 of patents eted
with gloteomes acetate in the plocebo-tontvoled rok. These signs ond symptoers were numencolly Mo cammen in patients Meoted with glafirmer
acetots than in panients treated with plaxebo.

Table 1: Controlied Tricls  Incidence of Glatiramer Atetate Adverse Reactions

GA 20 mg Plotebo
MedDRA Version 10.0 (»=512) (n=509)
uof Paiants % of Posents

Nervous System Heodoche 09 nl
Disorders Hypertonia 18 13
Tremot (A 18

Wagroine kR u

Syreope kAl 18

Psychiatric Disorders Depression 131 120
Moty 111 88

Nervousngss 23 10

Resal and Mictrition Usgency 51 LK)
Urisary Disorders Pelokivric 4 45
Thorack ond Dyspen 133 18
mﬂnﬂm (ough &b 53
Skin ond Swbcataneces Bosh 137 90
Tissue Disorders Hyperhidiosis b6 47
Pruris 51 43

Eechymoss 35 33

iriceria 3 1.4

Skin Desoider 19 08

Vosulor Disorders Vosodiataton 180 4

Dt on odverse events oocuering m e contsoled clisial trioks were onolyzed o evoluote gesderteioted dflences. No dinicolly signdicent diffessares
wens identfied, In fhese cinical ok 98% of patients were (outosion, Thes percentoge reflects the higher regwesentation of (oucosian in the MS popudation,
even though it does not reflect the exact word mciol distrdusion among M5 patients. b oddition, the vost mojority of paiects aoted with COPAXONE®
weri between the oges of 18 ond 45, Consequently, inodequate: dota ore ovadobke 1o perdorm ca onolysis of the incidence of odversa avents reloted
to chnicaly refevant oge sebyougs, Loboratory onolyses wers pedonmed on ol patients poriageting in the cinical progrom for COPAXONE®. (heically
significant changes in loboratosy velees for hematology, chemistey, and urinobysis were simslor for both (OPXONE™ ond plocebo groups in binded dinicel
gk, b patien raceiving CORLAONE™ wathdrew from oy plocebertoniolied mnl due bo cboormal laborotory findings which wevs ossessed s possibly
refated 1o globrames ocelrle,

Other Adversa Events Observed Dering AN Cinical Trials: In the prematketing clincol ok, oppesimetely 900 indardunls bave received of
least ore dose of CORVONE® (glofirmer acetute) i cosiiolled ond uniontoled chnicel ks, Totol patient exposere to COPRXONE® in dinical ials songed
from & mesiths (653 paients) to 2 years (306 pabients), with o subset of potients confinuing fo 10 yeors {n=108) nd some posieats 1o on oveeogs
of 13,6 yeors (n=100) in operrobel extensions ot a ity dose of 20 mg. During these triaks, ofl advers events were reconded by chinicel investigaters
sing termielogy of their own chaosing, To provide o messinghd estimate of the proporion of indhduoks hovig dverse eveats, smiar fypes of events
mmﬁmuw&m&dmﬁm:qwsmmlmmﬁw ummm«wwmmw
sadestoly porent evts occuring once, e ndhod et in the previus e, those formatv, vl evens,
dmhmm-hchmreﬁmIlmﬂdmummwdmmmmqunlummnhwdnmEm:nfuﬂnch&
ﬁmm;m:m«dm»wﬂmmﬁwmhmmwmm“ﬁd

mthose inatlesst 1,100 e th 1/1008 1,/1000 patients. Body as @ whohe: frequent
22% and More Frequent thon Plocebo mm A M riectonsie hyp m;’mf . mld] Hteosis, moon foce,
) MWMMWMNWMMWMWMMMM
g Placab ond pholasensiity reachon Cardiovascebars Frequent: Hypertension. inhequent: Hypotension, misystolc chck, systolc mumeu, etriol Rbilsion,
MedDRA Version 10.0 ,"’5‘." m' mmﬁ,hnhhennmd,mﬂmndmmm mehmmhbummmw
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Diphopia 29 18 depersondlizetion, hofluinations, hostly, bypokiresia, coma, dosoede, , 0 re0chon, memory impaiment,
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Academic Pediatric and
Congenital Neurosurgeon

Section of Neurosurgery, Department of Surgery

Located in the thriving, multicultural city
of Winnipeg, the University of Manitoba
offers students and faculty a vibrant
learning community, exceptional facilities
and the chance to explore Ideas, challenge
assumptions and turn theory into reality. Our
researchers are among the best in the world,
finding new ways to protect the environment,
improve human health, advance technology
and strengthen communities in Canada and
beyond. With more than 30,000 students,
faculty, and staff, and over 90 degree programs,
the University of Manitoba plays a key role in
the social, cultural, and economic well-being of
our community and our world.

The Department of Surgery, Faculty of Medicine at the University
of Manitoba and the Surgery Program of the Winnipeg Regional
Health Authority, are seeking applications for a geographical
full time Neurosurgeon with fellowship training in Pediatric
Neurosurgery to further develop the program in Pediatric
Neurosurgery at Winnipeg Children’s Hospital. The successful
applicant will join a well-established neurosurgery group with one
Pediatric Neurosurgeon and 7 adult Neurosurgeons providing full
sub-specialty coverage. Position Number: 12697

A focused interest in adult congenital neurosurgery and
neuroendoscopy would be an asset. Protected research time and
start up funding is available for suitable candidates.

This position will commence January 1, 2012, University rank
will be commensurate with qualifications and experience.

Candidates must have specialty qualifications in Neurosurgery
in the country of current practice, and must be eligible for
registration with the College of Physicians and Surgeons
of Manitoba. Certification in Neurosurgery by the Royal
College of Physicians and Surgeons of Canada is preferred.
Remuneration and academic rank will be commensurate with
experience and qualifications.

The City of Winnipeg has a rich cultural environment
with symphony, opera, dance, theatre and ethnic festivals.
The region also provides ample opportunities for outdoor
recreation in all seasons.

The University of Manitoba encourages applications from
qualified women and men including members of visible
minorities, Aboriginal peoples and persons with disabilities. All
qualified candidates are encouraged to apply; however Canadians
and permanent residents will be given priority. Applications,
accompanied by a curriculum vitae, a list of publications, and
the names of three referees, should be sent to: Dr. R. Nason,
Professor and Head, Department of Surgery, AE101- 820
Sherbrook Street, Winnipeg, Manitoba, Canada R3A 1R9

Application materials, including cover letter, curriculum vitaes,
and letters of reference, will be handled in accordance with the
protection of privacy provisions of “The Freedom of Information
and Protection of Privacy Act” (Manitoba) and will be provided to

participating members of the search process.

CLOSING DATE: November 1, 2011 (position will remain

open until filled)

- i
Fo_r more information on mmh&al
this opportunity, please visit )’ oﬂiueréallgur:ld: s
umanitoba.ca/employment Smté deViaipey

g UNIVERSITY
= /
A< 2%F MANITOBA

e

One university.

Many futures.
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* ALPINE BIOMED Mono/Conc. Needles
+ AMBU Blue Sensor « Neuroline

+ CHALGREN Needles - Bar/Ring/Clip
+ KENDALL Adhesive « NuTab

+ KING MEDICAL Cables & Adapters
» MAVIDON Lemon Skin Prep

» NIKOMED USA Adhesive Electrodes
» PARKER LAB. Electrode Paste

+ 3M CANADA Micropore * Transpore
« VERMED Adhesive Electrodes
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CoDEPARTMENT OF MEDICINE

Join Dynamic Neuroscience Team In Ottawa
Epileptologist needed to lead and grow established epilepsy program

The Division of Neurology at The Ottawa Hospital is seeking a
neurologist with subspecialty training in the field of clinical
epilepsy to build on its strong clinical epilepsy platform. This full
time academic position is affiliated with the University of Ottawa
and offers an excellent opportunity for career growth in a
collaborative environment. The division has an established epilepsy
clinic with EEG and video-monitoring facilities, wide neurology
subspecialty expertise and a highly sought after residency program.
We offer a thriving academic environment with extensive links and
opportunities in teaching and research.

The city of Ottawa, with its 1.2 million inhabitants, has the highest
average income and education of any city in Canada and provides a
thriving multicultural and bilingual environment. Numerous
cultural activities as well as readily accessible sporting and natural
resources make it an ideal family and healthy living environment.

(anadian and foreign trained applicants with strong clinical and
academic credentials in the field of epilepsy will be considered.
Kindly forward a letter outlining your interest and a (V to:

Dr. Pierre Bourque, Chief, Division of Neurology
Ottawa Hospital, Civic Campus,
(2200, 1053 Carling Avenue,
Ottawa, ON K1Y 4E9

For more information visit our website at:
www.thinkottawamedicine.ca
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Academic Neurosurgeons in the Fields of ﬁ\» I}JIrena‘l’KSR'y

Functional, Oncology, Neurovascular and Spinal Neurosurgery b Network

The Division of Neurosurgery at the Toronto Western Hospital, University Health Network and University of Toronto, is undergoing a major expansion.
We therefore initially invite applications for three fuli-time academic positions at the level of Assistant Professor or higher by neurosurgeons having a
clinical subspecialty interests in one of: Cerebrovascular and/or Endovascular, Oncology/Skull-base, Spinal, and Functional Neurosurgery as well as
neuro-critical care.

Each successful applicant will also fulfill the mandate of a clinician-scientist, a clinician-investigator, or a clinician-educator. Each position offers an
extraordinary opportunity to work in a leading Neurosciences centre and collaborate in excellent clinical and research programs at the Krembil
Neurosciences Centre in a multidisciplinary clinical environment. Duties will include patient care, teaching, trainee supervision and research. Time for
research will be protected.

The Division of Neurosurgery at the Krembil Neuroscience Centre, Toronto Western Hospital, University of Toronto, is one of the largest academic
neurosurgical units in the world. Excellent facilities for clinical neuroscience supported by state-of-the-art clinical, ICU and experimental imaging
facilities provide an environment conducive to leading-edge research. The anticipated expansion in the number of neurosurgical faculty will occur over
the next three years, and paraliets significant growth in research facilities, renovations of OR infrastructure, increased critical care resources and
growth of the individual clinical programs, namely neurovascular therapeutics, complex spine, functional and epilepsy, and skull-base/oncology.

Qualifications include an MD, specialist certification in neurosurgery and eligibility for licensure in the province of Ontario. A postgraduate degree
(MSc or PhD) in basic or clinical research, fellowship training in the specific subspecialty area and commitment to academic excelience as
demonstrated by a portfolio of significant scholarly works are key considerations. Candidates must be eligible for certification with the Royal College
of Physicians and Surgeons of Canada and licensure with the College of Physicians and Surgeons of Ontario.

Salary support and start-up funding commensurate with the successful candidate’s research commitments will be available.

All qualified candidates are encouraged to apply, however, Canadians and permanent residents will be given priority. The University Health Network
and the University of Toronto are strongly committed to diversity within its community and especially welcomes applications from visible minority
group members, women, Aboriginal persons, and persons with disabilities, members of sexual minority groups, and others who may contribute to the
further diversification of ideas.

The position of Cerebrovascular and/or endovascular surgeon is available immediately, and applications will be accepted until this post is filled. For
the remaining posts, please forward a curriculum vitae, statement of academic interests and the names of three referees by December 31, 2011 to:

Dr. Michas! Tymianski, Interim Head, Division of Neurosurgery
Toronto Westarn Hospital, University Health Network, 399 Bathurst Street, WW 4-435, Toronto, Ontario, Canada, M5T 258
Email: mike.tymianski@uhn.on.ca

DEPARTMENT OF SURGERY Health

NEUROSURGERY DIVISION HEAD ﬁ Universﬁ_y
UNIVERSITY HEALTH NETWORK b Network

The Department of Surgery at the University Health Network is inviting applications for a new Head of its Division of Neurosurgery. The successful
candidate must have an established record of scholarly achievement, with a primary interest in academic neurosurgery and be eligible for
appointment at the rank of Associate or Full Professor at the University of Toronto. In addition to scholarly achievement, the preferred candidate
should ideally possess a capacity for team-building, fostering multi-disciplinary collaboration, and entrepreneurship. This appointment is for a
five-year term, renewal for a second five year term after review. Salary is commensurate with qualifications and experience. Candidates must
be eligible for certification with the Royal College of Physicians and Surgeons of Canada, and licensure with the College of Physicians and
Surgeons of Ontario. The effective date of this appointment is January 1st, 2012.

University Health Network is comprised of the Toronto General Hospital, Toronto Western Hospital and Princess Margaret Hospital and is one
of Canada’s largest and leading academic hospitals. The Division of Neurosurgery at University Health Network is one of the largest academic
neurosurgical units in the world, and comprises advanced clinical and research programs in neuro-oncology, neurovascular, functionat and
spinal surgery. The Division of Neurosurgery currently comprises 12 full-time clinical faculty members and three scientists who collaborate in
patient care, education, research and innovation in the context of a wide variety of multi-disciplinary programs including the Krembil Neuroscience
Centre, The Toronto Western Hospital Research Institute, Surgical Programs & Critical Care, Neurology and the Joint Department of Medical
Imaging to name a few.

The Division currently has active resident and fellowship programs. The Division Head is responsible for the overall clinical and academic
program including teaching and research and plays a central coordinating role in promoting mentorship, clinical care and recruitment.

Please submit applications and curriculum vitae by September 30th, 2011 to: Shaf Keshavjee MD, Surgeon-in-Chief, Department of Surgery,
University Health Network, Toronto General Hospital, RFE 1-408, 190 Elizabeth Street, Toronto, Ontario, Canada. M5G 2C4.

The University Health Network and the University of Toronto are strongly committed to diversity within its community and especially welcomes
applications from visible minority group members, women, aboriginal persons, persons with disabilities, members of sexual minority groups, and
others who may contribute to the further diversification of ideas. All qualified candidates are encouraged to apply; however, Canadians and
permanent residents will be given priority.
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Fast dissolving
RPD wafer can be taken

anytime, anywhere**

ALSO AVYAILABLE IN
TABLET FORMULATION.

MAXALT® (rizatriptan benzoate) is indicated for the acute treatment
of migraine attacks with or without aura in adults. MAXALT® is not
intended for the prophylactic therapy of migraine or for use in the
management of hemiplegic, ophthalmoplegic or basilar migraine.
Salety and effectiveness of MAXALT® have not been established
for cluster headache, which is present in an older, predominantly
male population.

MAXALT® is contraindicated in patients with history, symptoms,
or signs of ischemic cardiac, cerebrovascular or peripheral vascular
syndromes, valvular heart disease or cardiac arrhythmias (especially
tachycardias). In addition, patients with other significant underlying
cardiovascular diseases should not receive MAXALT®.

MAXALT® is also contraindicated in patients with uncontrolled or
severe hypertension.

MAXALT® is contraindicated in co-administration with monoamine
oxicase (MAO) inhibitors within 2 weeks after discontinuation of
treatment, and within 24 hours of administration of 5-HT, agonists
or ergot-type medications. For a complete list of contraindications,
please consult the Product Monograph.

The recommended single adult dose is 5 mg. The maximum recom-
mended single dose is 10 mg,

The most common adverse events during treatment with MAXALT®
(rizatriptan benzoate) tablets 10 mg were dizziness (8.9%),
somnolence (8.4%), asthenia/fatigue (6.9%), nausea (5.7%) and

Please visit our website at: www.merckfrosst.com

€% MERCK

Merck Frosst Canada Ltd., Kirkland, Quebec

PAABY

MXT-08-CDN-34381016-JA
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PP'MAXALT RPD®

(rizatriptan benzoate):

The Most Dispensed
Non-tablet Formulation
Migraine Drug

in Canada'

MAXALT R 5

CK

pain/pressure sensation (chest, 3.1%; neck/throat/jaw, 2.5%; upper
limb, 1.8%).

The most common adverse events during treatment with
"MAXALT RPD® (rizatriptan benzoate) walers 10 mg were
dizziness (8.6%), nausea (7.0%), dry mouth (6.0%), somnolence
(5.3%), asthenia/fatigue (3.6%), and pain/pressure sensation
(chest, 1.7%; neck/throat/jaw, 2.0%; upper limb, 2.0%).

MAXALT RPD® walers contain phenylalanine (a component of
aspartame).

*The waler will dissolve rapidly and be swallowed with saliva, No liquid is
needed to take the wafer.*

RPD = Rapidly dissolving

Relerences:

1. Brogan Inc. Geographic Prescription Monitor (GPM®) September 2008 to
August 2009,

2, Data on file, Merck Frosst Canada Lid.: Product Monograph, MAXALT®,

2009.
BEFORE PRESCRIBING MAXALT®, PLEASE CONSULT THE ENCLOSED
PRESCRIBING INFORMATION.

PRODUCT MONOGRAPH AVAILABLE FOR DOWNLOAD AT
www.merckfrosst.com

*Registered Trademark of Merck Sharp & Dohme Corp., a subsidiary
of Merck & Co., Inc. Used under license.

Maxalt

(rizatriptan benzoate)

See prescribing summary on pages A-19 1o A-22
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OPAXONE®

FOR YOUR PATIENTS
FROM THE START AND
FOR THE LONG RUN

IN RRMS — DEMONSTRATED IMPACT ON DISABILITY
AND REDUCTION IN RELAPSE RATES

- Greater reduction in mean change in EDSS scores
vs. placebo over 2 years
[COPAXONE® -0.05, placebo +0.21; n = 251; p = 0.023)"
29% meanr ion in relapse rates

(COPAXONE® 1.19, placebo 1.68; n = 251; p = 0.007]"

N
>
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IN CIS — DELAYED TIME TO CDMS#8

-~ COPAXONE® prolonged the time to COMS by 386
§1(Placebo days vs. COPAXONE® 722 days:
81; p = 0.0005)

ESTABLISHED SAFETY PROFILE

- Over 13 years of safety data in open-label
extension trials’

- No recommended monitoring of liver and thyroid
function or complete blood count'

‘COPAXONE’
(glatiramer acetate injection)

Treat from the start. Treat for the long run.

~ge

e Sclerosis % Multicenter, randomized, double-bi
RAAMS Wil three years (atiramed.acetate 23,
= 126 su woll-Oefined; single, unifocal nel

18 :
maan number of rel

* CIS: Clinically 1solated Syndrome; RAMS: Relapsing B&mitting A
1 Multicenter double-blind, randomized, placebo-gontrollad fria!
*d'to receive 20 mo/day glatiramen acetate (n
d with RAMS by standard riteria ani 1
eceding enrollmant. Primary ouleoms

finite Multiple Sclerosis Referencer———
§ Delay to COMS Is based on the 25 percentile; Kaplan-Meigr estimates 1. COPAXONE® (glatiramer acefate injection) Product Monograph, TEVA Canada innovation, April 2010
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