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PFEXELON® PATCH 5
Rivastigmine Transdermal Patch

PIEXELON® PATCH 10
Rivastigmine Transdermal Patch

P'EXELON® PATCH 15
Rivastigmine Transdermal Patch

PART I: HEALTH PROFESSIONAL INFORMATION

SUMMARY PRODUCT INFORMATION

Route of Dosage Form / Strength Nonmedicinal Ingredients
Administration
Transdermal EXELON® PATCH 5, Each patch of | acrylic copolymer, poly

(butylmethacrylate, methyl-

5 cm? contains 9 mg rivastigmine at _
methacrylate), silicone adhesive

base, in vivo release rate of 4.6

mg/24 h. applied to a flexible polymer
backing film, silicone oil, and
® ) )
EXELON™ PATCH 10, Each patch |\ omin E

of 10 cm? contains 18 mg
rivastigmine base, in vivo release rate
of 9.5 mg/24 h.

EXELON® PATCH 15, Each patch
of 15 cm? contains 27 mg
rivastigmine base, in vivo release rate
of 13.3 mg/24 h.

INDICATIONS AND CLINICAL USE

EXELON® PATCH (rivastigmine) is indicated for the symptomatic treatment of patients with
mild to moderately severe dementia of the Alzheimer's type.

EXELON® PATCH has not been studied in controlled clinical trials for longer than 6 months.

EXELON® PATCH should only be prescribed by (or following consultation with) clinicians who
are experienced in the diagnosis and management of Alzheimer’s disease.

Geriatrics (> 65 years of age): Age had no impact on the exposure to rivastigmine in
Alzheimer’s disease patients treated with EXELON® PATCH.
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Pediatrics (< 18 years of age): No data are available in children. Therefore, the use of
EXELON® PATCH is not recommended in children under 18 years of age.

CONTRAINDICATIONS

« Patients with known hypersensitivity to rivastigmine, to other carbamate derivatives or to the
excipients of the formulation. For a complete listing, see the Dosage Forms, Composition and
Packaging section of the product monograph.

« Patients with severe liver impairment since rivastigmine has not been studied in this
population.

o Patients with previous history of application site reactions with rivastigmine transdermal
patch suggestive of allergic contact dermatitis or other severe skin reactions (e.g., allergic
dermatitis (disseminated), Stevens-Johnson syndrome) with rivastigmine, oral or transdermal
patch (see WARNINGS AND PRECAUTIONS, Skin).

WARNINGS AND PRECAUTIONS
General

Overdose with rivastigmine resulting from medication errors and inappropriate use of
EXELON® PATCH (e.g. failure to remove the previous day’s patch before applying a new
patch and application of multiple patches at a time) has been reported. As with medication
errors and misuse in %eneral, serious medical outcomes, including death, have been
reported with EXELON™ PATCH (see OVERDOSAGE).

The typical symptoms reported in association with overdose include nausea, vomiting,
diarrhea, hypertension, and hallucinations. Bradycardia and/or syncope, that may be
associated with malaise or falls, may also occur (see ADVERSE REACTIONS, Post-
Market Adverse Reactions; OVERDOSAGE).

In a population of cognitively-impaired individuals, safe use of this medication may require
supervision. Patients and caregivers should be instructed in the proper use of EXELON®
PATCH (see WARNINGS AND PRECAUTIONS, Patient and Caregiver Counseling
Information).

The incidence and severity of adverse reactions generally increases with increasing dose,
particularly at the time surrounding dose changes. If treatment is interrupted for more than three
days, it should be reinitiated with EXELON® PATCH 5 (rivastigmine).

As with other cholinergic substances care must be taken when prescribing EXELON® PATCH:

e To patients with sick sinus syndrome or conduction defects (sino-atrial block, atrio-
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ventricular block) (see WARNINGS AND PRECAUTIONS, Cardiovascular).

o To patients with active gastric or duodenal ulcers or patients predisposed to these conditions
because gastric acid secretions may be increased (see WARNINGS AND PRECAUTIONS,
Gastrointestinal).

e To patients predisposed to urinary obstruction and seizures because cholinomimetics may
induce or exacerbate these diseases (see WARNINGS AND PRECAUTIONS, Neurologic).

e To patients with a history of asthma or obstructive pulmonary disease (see WARNINGS
AND PRECAUTIONS, Respiratory).

o To patients with lower body weight (e.g. below 50 kg) as they may experience more adverse
reactions and may be more likely to discontinue therapy.

EXELON® PATCH has not been studied in patients with non-Alzheimer dementias or
individuals with dementia associated with Parkinson’s disease. The efficacy and safety of
EXELON® PATCH in these patient populations is unknown (see ADVERSE REACTIONS,
Post-Market Adverse Drug Reactions).

Contact with the eyes should be avoided after handling EXELON® PATCH.

Anesthesia: EXELON® PATCH as a cholinesterase inhibitor, is likely to exaggerate
succinylcholine-type muscle relaxation during anesthesia.

Weight Loss: Cholinesterase inhibitors as well as Alzheimer’s disease can be associated with
significant weight loss. Patients may lose weight while taking cholinesterase inhibitors, including
rivastigmine. Therefore, the patient’s weight should be monitored during therapy with
EXELON® PATCH.

In the controlled clinical trial, 3% of the patients treated with EXELON® PATCH 10 had a
decreased weight, as compared with 5% of patients who received the EXELON® capsule at doses
up to 6 mg BID and 1% of those who received placebo. The proportion of patients who had
weight loss equal to or greater than 7% of their baseline weight was 8% (5.4% males and 9.6%
females) of those treated with EXELON® PATCH 10 compared with 11% of patients (9.9%
males and 11.4% females) who received the EXELON® capsule at doses up to 6 mg BID and 6%
(5.0% males and 6.5% females) of those who received placebo.

Low Body Weight: Patients with body weight below 50 kg may experience more adverse
reactions and may be more likely to discontinue due to adverse reactions. Carefully titrate and
monitor these patients for adverse reactions (e.g. excessive nausea or vomiting) and consider
reducing the dose if such adverse reactions develop (see DOSAGE AND ADMINISTRATION).

Cardiovascular

Because of their pharmacological action, cholinomimetics may have vagotonic effects on heart
rate (e.g., bradycardia). The potential for this action may be particularly important to patients
with “sick sinus syndrome” or other supraventricular cardiac conduction conditions. In clinical
trials patients with serious cardiovascular disease were excluded. Caution should therefore be
exercised in treating patients with active coronary artery disease or congestive heart failure.
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Syncopal episodes have been reported in association with the use of EXELON® capsules and
EXELON® PATCH. It is recommended that EXELON® PATCH not be used in patients with
cardiac conduction abnormalities (except for right bundle branch block) including “sick sinus
syndrome” and those with unexplained syncopal episodes.

Gastrointestinal

Treatment with EXELON® PATCH at higher than recommended doses is associated with
significant gastrointestinal adverse reactions, including nausea, vomiting, diarrhea,
anorexia/decreased appetite and weight loss (see ADVERSE REACTIONS). Patients who
show signs or symptoms of dehydration resulting from prolonged vomiting or diarrhea can be
managed with iv fluids and discontinuation if recognized and treated promptly. Dehydration can
be associated with serious outcomes (see ADVERSE REACTIONS).

Due to the risk of gastrointestinal adverse reactions treatment should always be started
with EXELON® PATCH 5. A dose increase to EXELON® PATCH 10, the recommended
maintenance dose, should only occur after a minimum of 4 weeks of treatment with
EXELON® PATCH 5 and if well tolerated. Based on clinical judgment, EXELON® PATCH
15 may be considered for patients with moderately severe Alzheimer’s Disease, only after a
minimum of 4 weeks and if well tolerated at the previous dose. If treatment is interrupted
for longer than three days, treatment should be reinitiated with EXELON® PATCH 5 to
reduce the possibility of severe vomiting and its potentially serious sequelae (e.g., there
have been very rare post-marketing reports of severe vomiting with esophageal rupture
following oral administration) (see DOSAGE AND ADMINISTRATION).

Caregivers should be advised of the high incidence of nausea and vomiting, along with the
possibility of anorexia and weight loss, associated with the use of the EXELON® PATCH at
higher than recommended doses (see ADVERSE REACTIONS). Caregivers should be
encouraged to monitor for these adverse reactions and inform the physician if they
occur at any dose of EXELON® PATCH. It is critical to inform caregivers that if therapy
has been interrupted for more than three days, the next dose should not be administered
until they have discussed this with the physician.

Nausea and Vomiting: Gastrointestinal disorders such as nausea, vomiting and diarrhea may
occur when initiating treatment and/or increasing the dose. Patients may respond to a dose
reduction. In other cases, use of EXELON® PATCH has been discontinued. Patients who show
signs or symptoms of dehydration resulting from prolonged vomiting or diarrhea can be
managed with iv fluids and dose reduction or discontinuation if recognized and treated promptly.
Dehydration can be associated with serious outcomes (see ADVERSE REACTIONS).

In the controlled clinical trial, 7% of patients treated with the EXELON® PATCH 10 developed
nausea, as compared to 23% of patients who received the EXELON® capsule at doses up to 6 mg
BID and 5% of those who received placebo. In the same clinical trial, 6% of patients treated with
EXELON® PATCH 10 developed vomiting, as compared with 17% of patients who received the
EXELON® capsule at doses up to 6 mg BID and 3% of those who received placebo.
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The proportion of patients who discontinued treatment due to vomiting was 0% of the patients
who received the EXELON® PATCH 10 as compared to 2% of patients who received the
EXELON® capsule at doses up to 6 mg BID and 0% of those who received placebo. VVomiting
was severe in 0% of patients who received the EXELON® PATCH 10 and 1% of patients who
received the EXELON® capsule at doses up to 6 mg BID and 0% of those who received placebo.
In this study, patients treated with a higher dose of the patch (EXELON® PATCH 20)
experienced nausea and vomiting at higher frequencies than patients treated with EXELON®
PATCH 10 (see ADVERSE REACTIONS; DOSAGE AND ADMINISTRATION).

Diarrhea: In the controlled clinical trial, 6% of the patients treated with the EXELON® PATCH
10 developed diarrhea, as compared with 5% of patients who received the EXELON® capsule at
doses up to 6 mg BID, and 3% of those who received placebo.

Anorexia/Decreased Appetite: In the controlled clinical trial, 3% of the patients treated with the
EXELON® PATCH 10 were recorded as developing decreased appetite or anorexia, as compared
with 9% of patients who received the EXELON® capsule at doses up to 6 mg BID and 2% of
those who received placebo.

Peptic Ulcers/Gastrointestinal Bleeding: Through their primary action, cholinesterase
inhibitors may be expected to increase gastric acid secretion due to increased cholinergic
activity. Therefore, patients should be monitored for symptoms of active or occult
gastrointestinal bleeding, especially those at increased risk for developing ulcers, e.g., those with
a history of ulcer disease or those receiving concurrent nonsteroidal anti-inflammatory drugs
(NSAIDS). Clinical studies of EXELON® PATCH have shown no significant increase, relative
to placebo, in the incidence of either peptic ulcer disease or gastrointestinal bleeding.

Neurologic

Seizures: Cholinomimetics are believed to have some potential to cause generalized
convulsions. However, seizure activity also may be a manifestation of Alzheimer’s disease. The
risk/benefit of EXELON® PATCH treatment for patients with a history of seizure disorder must
therefore be carefully evaluated (see ADVERSE REACTIONS, Post-Market Adverse Drug
Reactions).

Extrapyramidal symptoms: Like other cholinomimetics, rivastigmine may exacerbate or
induce extrapyramidal symptoms. Worsening of parkinsonian symptoms, particularly tremor, has
been observed in patients with dementia associated with Parkinson’s disease who were treated
with EXELON® capsules. Such adverse events may also occur with EXELON® PATCH.
EXELON® PATCH is not indicated for the treatment of dementia associated with Parkinson’s
disease (see ADVERSE REACTIONS, Post-Market Adverse Drug Reactions).

In the EXELON® PATCH controlled clinical trial 1.4% of patients treated with EXELON®
PATCH 10 and 0.3% of patients treated with placebo experienced extrapyramidal symptoms
including tremor, bradykinesia, dyskinesia and rigidity. Most patients who experienced
extrapyramidal symptoms were treated concomitantly with antipsychotics.



Page 8

Effects on Ability to Drive and Use Machines: Alzheimer’s disease may cause gradual
impairment of driving performance or compromise the ability to use machinery. Rivastigmine
may induce dizziness and somnolence, mainly when initiating treatment or increasing the dose.
Therefore, in patients with dementia treated with rivastigmine, the ability to continue driving or
operating complex machines should be routinely evaluated by the treating physician.

Skin

Skin reactions: Application site hypersensitivity, urticaria, blister (including application site and
generalized blistering), allergic contact dermatitis have been reported with the use of EXELON®
PATCH. Skin application site reactions with EXELON® PATCH are usually mild or moderate in
intensity (see ADVERSE REACTIONS, Skin irritation).

Skin hypersensitivity reactions, including blister (e.g., generalized blistering), allergic dermatitis
(disseminated), and Stevens-Johnson syndrome, have been also reported in patients treated with
transdermal or oral rivastigmine. In these cases, treatment should be discontinued (see
CONTRAINDICATIONS; WARNINGS AND PRECAUTIONS, Patient and Caregiver
Counselling Information; ADVERSE REACTIONS, Post Market Adverse Drug Reactions).
During post-marketing experience there have been reports of hypersensitivity type skin reactions
with EXELON® PATCH that worsened when patients were switched to oral EXELON® (see
ADVERSE REACTIONS, Post-market Adverse Drug Reactions).

Skin reactions (application site reactions and/or generalized reactions) may develop at any time
during treatment.

Allergic contact dermatitis has been reported with the use of rivastigmine patch (see ADVERSE
REACTIONS, Post-market Adverse Drug Reactions). Allergic contact dermatitis should be
suspected if application site reactions spread beyond the patch size and/or if there is evidence of
a more intense local reaction (e.g. increasing erythema, edema, papules, vesicles), and if
symptoms do not improve within 48 hours after patch removal. In these cases, treatment should
be discontinued (see CONTRAINDICATIONS).

For patients who develop application site reactions suggestive of allergic contact dermatitis to
EXELON® PATCH and who still require rivastigmine, a switch to oral rivastigmine should only
be made after negative allergy testing and under close medical supervision. Some patients
sensitized to rivastigmine by exposure to rivastigmine patch may not be able to tolerate
rivastigmine in any form.

Hepatic/Biliary/Pancreatic

Pancreatic: In the pivotal clinical trial involving AD patients treated with the EXELON®
PATCH, acute pancreatitis was reported as an adverse event for one patient treated with
EXELON® capsule (0.3%) during double-blind treatment and one patient treated with
EXELON® PATCH (0.2%) during open label treatment. Cases of pancreatitis have also been
reported during post-marketing experience with EXELON® PATCH and EXELON® capsules
shortly after initial use as well as after several months or years of use.
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Patients experiencing persistent and unexplained upper abdominal pain, that may or may not be
accompanied by vomiting and confusion, should promptly seek medical attention.

Respiratory

Like other cholinomimetic drugs, EXELON® PATCH should be used with care in patients with a
history of asthma or obstructive pulmonary disease. No clinical trial experience is available in
treating patients with these conditions.

Genitourinary

Although not reported in clinical trials of EXELON®, cholinomimetics may cause bladder
spasms.

Laboratory Values

Laboratory values were not systematically evaluated during the controlled clinical trial with
EXELON® PATCH after screening.

Modest elevations in serum amylase (>2x normal range) and lipase (>7x normal range) in a
clinical trial with EXELON® capsules in patients with dementia associated with Parkinson’s
disease were seen more frequently with EXELON® capsule-treatment than in patients receiving
placebo. These elevations were not associated with clinical consequences.

Genetic Polymorphism

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

Patient and Caregiver Counselling Information

Consumer Information is included in the package of EXELON® PATCH dispensed to the
patient. Caregivers should be advised to read this sheet prior to administering EXELON®
PATCH.

Patients receiving EXELON® PATCH and caregivers should be given the following instructions
by the physician and/or pharmacist:

1. Importance of Correct Usage
Patients or caregivers should be advised of the importance of applying the correct dose on the
correct part of their body. They should be instructed to remove any used EXELON® PATCH
before applying a new one and to apply only one patch per day to one site. Only one patch
should be worn per day to avoid the risk of overdose (see WARNINGS AND
PRECAUTIONS; ADVERSE REACTIONS; OVERDOSAGE).
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The application site should be rotated in order to minimize skin irritation. The same site
should not be used within 14 days. Patches should be replaced every 24 hours and the time of
day should be consistent. It may be helpful for this to be part of a daily routine, such as the
daily bath or shower.

Patients or caregivers should be told to avoid exposure of the patch to external heat sources
(excess sunlight, saunas, solarium) for long periods of time.

Concomitant Use of Drugs with Cholinergic Action
Patients or caregivers should be told that while wearing EXELON® PATCH they should not
be taking EXELON® capsules or other drugs with cholinergic effects.

Gastrointestinal Adverse Reactions

Patients or caregivers should be informed of the potential gastrointestinal adverse reactions
such as nausea, vomiting and diarrhea. Patients and caregivers should be instructed to
observe for these adverse reactions at all times, and in particular when treatment is initiated
or the dose is increased. Patients and caregivers should be instructed to inform their
physician if these adverse events persist as a dose adjustment/reduction may be required.

. Monitoring the Patient’s Weight

Patients or caregivers should be informed that the EXELON® PATCH may affect the
patient’s appetite and/or the patient’s weight. Any loss of appetite or weight reduction needs
to be monitored.

Skin Reactions

Patients or caregivers should be advised that skin reactions may develop any time during
treatment with EXELON® PATCH. These may include application site skin reactions that are
usually mild to moderate in severity, or potentially more serious skin reactions that spread
beyond the application site (potential allergic contact dermatitis reactions) or are generalized.
Patients or caregivers should be instructed to immediately inform a physician if application
site reactions spread beyond the patch size, if there is evidence of a more intense local
reaction (e.g. increasing erythema, edema, papules, vesicles), and if symptoms do not
improve within 48 hours after patch removal.

Missed Doses

If the patient has missed a dose, he/she should be instructed to apply a new patch
immediately. They may apply the next patch at the usual time the next day, after removing
the previous day’s patch. Patients should not apply two EXELON® patches to make up for
one missed. If treatment has been missed for more than three days, the patient or caregiver
should be informed to restart treatment with the starting patch dose of 4.6 mg/24 hours
(EXELON® PATCH 5). Titration to the next patch dose should proceed after 4 weeks (see
DOSAGE AND ADMINISTRATION).

Discarding Used Patches
Patients or caregivers should be instructed to fold the patch in half after use and to discard it
out of the reach and sight of children and pets. They should also be informed that drug still
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remains in the patch after 24-hour usage. They should be instructed to avoid eye contact and
to wash their hands after handling the patch.

Special Populations

Hepatic impairment: No study was conducted with EXELON® PATCH in subjects with hepatic
impairment (see ACTION AND CLINICAL PHARMACOLOGY, Pharmacokinetics, Special
Populations and Conditions). Due to increased exposure in mild to moderate hepatic impairment,
as observed with the oral formulation, it is recommended that dose escalation with rivastigmine
in hepatically impaired patients be undertaken according to individual tolerability and under
conditions of close monitoring for adverse effects as these patients may experience more adverse
events (see DOSAGE AND ADMINISTRATION, Dosing Considerations). EXELON® PATCH
is contraindicated in patients with severe liver impairment since it has not been studied in this
population (see CONTRAINDICATIONS).

Renal impairment: No study was conducted with the EXELON® PATCH in subjects with renal
impairment (see ACTION AND CLINICAL PHARMACOLOGY, Pharmacokinetics, Special
Populations and Conditions). It is therefore recommended that dose escalation with rivastigmine
in renally impaired patients be undertaken according to individual tolerability with caution and
under conditions of close monitoring for adverse effects as these patients might experience more
adverse events (see DOSAGE AND ADMINISTRATION, Dosing Considerations).

Pregnant Women: The safety of EXELON® in pregnant women has not been established.
EXELON® PATCH should not be used in women of childbearing potential unless, in the opinion
of the physician, the potential benefit to the patient justifies the potential risk to the fetus.

Nursing Women: It is not known whether rivastigmine is excreted into human milk, and
therefore EXELON® PATCH should not be used in nursing mothers. **CRivastigmine was
excreted into the milk of pregnant rats after a single oral dose. In rats given rivastigmine orally,
concentrations of rivastigmine plus metabolites were approximately two times higher in milk
than in plasma.

Pediatrics (< 18 years of age): The safety and effectiveness of EXELON® in any illness
occurring in pediatric patients have not been established.

Geriatrics (> 65 years of age): Age had no impact on the exposure to rivastigmine in
Alzheimer’s disease patients treated with EXELON® PATCH.

Comorbid Disease: Use in elderly patients with serious comorbid disease has not been studied
in large phase 111-1V clinical studies. The use of EXELON® in Alzheimer’s disease patients with
chronic illnesses common among the geriatric population, should be considered after careful
risk/benefit assessment and include close monitoring for adverse events. Dose escalation in this
patient population should proceed with caution (see DOSAGE AND ADMINISTRATION,
Dosing Considerations).

Patients with vascular dementia
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Patients diagnosed with probable vascular dementia, according to NINDS-AIREN criteria, were
randomized to double-blind treatment with EXELON® capsules (3-12 mg/day, N=363) or
placebo (N=344) for 6 months in a controlled clinical trial. The NINDS-AIREN criteria are
designed to identify patients with dementia that appears to be due primarily to vascular causes,
and to exclude patients with Alzheimer’s disease. Overall, EXELON® was not shown to be an
effective treatment for patients with vascular dementia in this study.

The study also showed that the overall rate of occurrence of treatment emergent adverse events
was lower in vascular dementia patients than what was observed previously in Alzheimer’s
disease patients. However, rates of serious adverse events were generally greater for vascular
dementia patients compared to mild to moderate Alzheimer’s disease patients for both
EXELON® and placebo groups, and may relate to the greater number of co-morbid medical
conditions in the vascular dementia population.

In vascular dementia patients, higher rates of all-cause mortality (2.2% on EXELON® vs. 1.2%
on placebo) and certain cardiovascular and cerebrovascular adverse events such as, angina
pectoris, myocardial infarction, coronary artery disease, hypertension, dysarthria and
cerebrovascular accident were observed in patients who were treated with EXELON® compared
to those who received placebo. The majority of deaths in patients taking either EXELON® or
placebo resulted from either cardiovascular or cerebrovascular disorders or respiratory failures.

ADVERSE REACTIONS

Adverse Drug Reaction Overview

Clinical Trial Adverse Drug Reactions

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

Mild to Moderate Dementia of the Alzheimer’s Type

In the single 24-week placebo controlled clinical trial with the EXELON® PATCH
(rivastigmine) in mild to moderate Alzheimer’s disease (Mini Mental Status Examination
(MMSE) 10 - 20), 1190 patients were treated with EXELON® PATCH 20, EXELON® PATCH
10, EXELON® capsule and placebo. The overall incidence of adverse events in patients treated
with EXELON® PATCH 10 was lower than the rate in patients who received EXELON®
PATCH 20 and EXELON® capsule treatment. Nausea and vomiting were the most common
adverse events in patients who received active treatment, and occurred at similar rates in both
EXELON® PATCH 20 and capsule groups. The rates of both these events were substantially
lower in the EXELON® PATCH 10 group compared to the EXELON® PATCH 20 and
EXELON® capsule groups.
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Adverse Events Leading to Discontinuation

Overall, 11% of patients treated with EXELON® PATCH 10, 10% of patients treated with
EXELON® PATCH 20, 9% of patients treated with EXELON® capsule (12 mg/day), compared
to 6% of patients treated with placebo discontinued from the EXELON® PATCH controlled
clinical trial, due to adverse events. During the titration phase the incidence of discontinuations
due to adverse events was 3.6% for placebo, 6.8% for EXELON® capsule (12 mg/day), 9.6% for
EXELON® PATCH 10, and 7.3% for EXELON® PATCH 20. During the maintenance phase,
2.5% of patients who received placebo, 2.0% of patients who received EXELON® capsule, 1.2%
of patients who received EXELON® PATCH 10, and 3.8% of patients who received EXELON®
PATCH 20 withdrew due to adverse events.

The most frequent adverse events leading to discontinuation from this study, defined as those
occurring in at least 1% of patients receiving EXELON® PATCH 20 or EXELON® PATCH 10
and more frequent than those receiving placebo, were nausea, vomiting, anorexia, weight
decreased, asthenia, application site pruritus, cerebrovascular accident, dizziness, syncope,
agitation, anxiety, delirium, erythema and pruritus. Only nausea and vomiting resulted in
discontinuation of >1% of patients in an EXELON® PATCH treatment group (nausea-
EXELON® PATCH 20 2% vs placebo 1%; vomiting- EXELON® PATCH 20 2% vs placebo
<1%). All other adverse events leading to discontinuation occurred in 1% of patients treated
with EXELON® PATCH and <1% of patients who received placebo.

Most Frequent Adverse Events

The most commonly reported adverse events, defined as those occurring at a frequency of at
least 5% in the EXELON® PATCH groups and twice the placebo rate, are largely predicted by
EXELON®’s cholinomimetic effects. These are nausea, vomiting and diarrhea. All of these
events were more common in the titration phase than during the maintenance phase.

Table 1 presents a comparison of common adverse events (> 5% incidence and twice the placebo
rate in the EXELON® PATCH groups) by treatment group during titration (weeks 1-16) and
maintenance (weeks 17-24) phases.



Page 14

Table 1 Common adverse events (=5% and twice the placebo rate in the EXELON®
PATCH groups) in the 24-Week Clinical Trial Conducted with EXELON®
PATCH in Patients with Mild to Moderate Alzheimer’s Disease, during
titration and maintenance phases’
Titration phase (Weeks 1-16) Maintenance phase (Weeks 17-24)
Adverse | Placebo | EXELON® | EXELON® | EXELON® | Placebo | EXELON® | EXELON® | EXELON® |
event n=302 capsules® | PATCH 10 | PATCH 20° | n=280 capsules PATCH 10 | PATCH 20°
(%) n=294 n=291 n=303 (%) | 6mgBID n=241 n=263
(%) (%) (%) n=250 (%) (%)
(%)
Nausea 5 21 7 17 <1 4 1 6
Vomiting 3 15 6 15 1 3 1 8
Diarrhea 3 5 6 9 <1 <1 1 2
Weight 1 5 2 5 0 1 <1 3
decreased
Dizziness 2 6 2 6 0 2 <1 2

TAIl patients who received at least one dose of study medication were included in the results for the titration phase.
All patients who entered the maintenance phase were represented in the results for the maintenance phase.
® Doses up to 6 mg BID
® EXELON® PATCH 20 did not confer appreciable additional benefit and was associated with significant increases
in adverse events.

Table 2 shows the adverse events (>2% in EXELON® PATCH groups) from the 24-week clinical

trial conducted with EXELON® PATCH in patients with Alzheimer’s disease.

Table 2

Adverse Events (>2% in EXELON® PATCH Groups, and occurring with a
rate greater than placebo) of the 24-Week Clinical Trial Conducted with
EXELON® PATCH in Patients with Mild to Moderate Alzheimer’s Disease

Placebo EXELON® EXELON® EXELON®
capsules PATCH 10 PATCH 20°
6 mg BID
N=302 N=294 N=291 N=303
Percent of patients
with AE(s) 46 63 51 66
Ear and Labyrinth Disorders
Vertigo 1 1 0 2
Gastrointestinal
Nausea 5 23 7 21
Vomiting 3 17 6 19
Diarrhea 3 5 6 10
Abdominal pain 1 1 2 4
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Abdominal pain upper 2 2 1 3
General Disorders and Administrative Site Conditions

Asthenia 1 6 2 3
Fatigue 1 1 2 2

Infections and Infestations

Urinary tract infection 1 1 2 2

Investigations

Weight decreased 1 5 3 8

Metabolism and Nutritional Disorders

Anorexia 1 5 2 4

Decreased appetite 1 4 1 5

Nervous System Disorders
Dizziness 2 7 2 7
Headache 2 6 3 4

Psychiatric Disorders

Depression 1 4 4 4
Insomnia 2 2 1 4
Anxiety 1 2 3 3

FEXELON® PATCH 20 did not confer appreciable additional benefit and was associated with significant increases
in adverse events.

Application Site Reactions (skin irritation)

In clinical trials, skin reactions were measured at each visit using a skin irritation rating scale that
rated the degree of erythema, edema, scaling, fissures, pruritus and pain/stinging/burning at the
application site. The most commonly observed symptom was erythema which disappeared within
24 hours in the vast majority of patients.

In the 24-week placebo controlled clinical trial, cases of skin irritation were captured separately
on an investigator-rated skin irritation scale and not as adverse events, unless they fulfilled the
criteria for a serious adverse event. During this study, symptoms or signs of skin irritation, as
captured by the skin irritation scale, were mainly erythema or pruritus and were mostly slight or
mild in severity. Skin irritation rated as severe was observed on at least one occasion in <2.2% of
EXELON® PATCH patients, versus <1.0% of patients on placebo patch. Most skin reactions
were limited to the application site and resulted in discontinuation in only 2.4% of the patients on
EXELON®PATCH 10.

Application site skin reactions that met the criteria for reporting as adverse events (i.e., adverse
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events fulfilling serious adverse event criteria) included the following: application site reaction,
application site dermatitis, application site irritation, application site pruritus, application site
erythema, application site eczema and application site edema. Adverse events reported for more
than one patient on any treatment are summarized in Table 3 (see WARNINGS AND
PRECAUTIONS, Skin).

Table 3 Skin reaction adverse events (> 1 patient in any group) in the 24-Week
Clinical Trial Conducted with EXELON® PATCH in Patients with Mild to
Moderate Alzheimer’s Disease

Placebo EXELON® EXELON®
PATCH 10 PATCH 20
N=302 N=291 N=303
n (%) n (%) n (%)
General disorders and 12 (4.0) 24 (8.2) 31 (10.2)
Administration Site
Conditions
Application site skin
irritation 0(0) 2 (0.7) 0(0)
Application site pruritus 1(0.3) 1(0.3) 3(1.0)
Application site 1(0.3) 1(0.3) 4(1.3)
erythema
Skin and subcutaneous 16 (6.3) 20 (6.9) 11 (3.6)
Disorders
Pruritus/pruritus
generalized 1(0.3) 4(1.4) 2(0.7)
Erythema 1(0.3) 2(0.7) 0(0)
Rash 1(0.3) 3(1.0) 0 (0)

In one crossover trial in 40 healthy volunteers, the application of the patch to the abdomen or
outer thigh was more likely to result in skin irritation (mild to moderate erythema), whereas
application to the upper arm and chest was less likely to cause skin irritation when compared to
application to the upper back (see also ACTIONS AND CLINCAL PHARMACOLOGY, -
Absorption, for effect of application site on plasma concentrations).

Cerebrovascular Accident

In the 24-week placebo controlled clinical trial involving mild to moderate Alzheimer’s disease
patients treated with EXELON® PATCH cerebrovascular accident occurred in 1.0% of patients
treated with EXELON® PATCH 20, 0.7% of patients treated with EXELON® PATCH 10 and
0.3% of patients treated with placebo. The events were fatal in the EXELON® PATCH 10 and
placebo groups. A lower frequency of cerebrovascular accident was observed in the controlled
clinical trials involving patients with mild to moderate Alzheimer’s disease who were treated
with EXELON® capsules.

Moderately Severe fo Severe dementia of the Alzheimer’s type
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In Study US44, a 24-week double-blind, double-dummy, controlled clinical trial in patients with
moderately severe to severe Alzheimer’s disease (MMSE 3 - 12), 716 patients were randomized
to EXELON® PATCH 5 or EXELON® PATCH 15 in a 1:1 ratio. This 24-week study was
divided into an 8-week titration phase followed by a 16-week maintenance phase. The overall
incidence rate of adverse events was similar in both treatment groups (EXELON® PATCH 15:
75%; EXELON® PATCH 5: 73%), and higher in patients with severe dementia, regardless of
treatment (81% for MMSE <=9; 67% for MMSE 10-12).

Adverse Events Leading to Discontinuation

A total of 125 (17.5%) patients discontinued study drug as a result of an adverse event. A higher
number of discontinuations due to adverse events occurred in the EXELON® PATCH 15 group
than in the EXELON® PATCH 5 group (20.6% vs. 14.5%, respectively). A higher number of
discontinuations were due to serious adverse events in the EXELON® PATCH 15 group
compared to the EXELON® PATCH 5 group (8% vs. 4% of patients, respectively).

The most common adverse event leading to discontinuation was agitation, which was reported in
both the EXELON® PATCH 15 and EXELON® PATCH 5 treatment groups (2.8% and 2.2%,
respectively). This was followed by vomiting (2.5% and 1.1%, respectively), nausea (1.7% and
1.1%, respectively), decreased appetite (1.7% and 0.0%, respectively), aggression, syncope, fall
and weight decreased (each 1.1% and 0.3%, respectively), and confusional state (0.8% and 1.1%,
respectively). Otherwise, all adverse events leading to discontinuation were reported in <1% of
patients in either treatment group.

In Alzheimer’s dementia patients treated with EXELON® PATCH 15, discontinuation due to
adverse events occurred in a higher percentage of patients in the subgroup with severe dementia
(baseline MMSE <=9) than those with moderately severe dementia (baseline MMSE 10-12)
(AEs: 26% and 15%, respectively). This severity-based difference was not as evident in patients
treated with EXELON® PATCH 5 (16% and 12%, respectively). Among patients treated with
EXELON® PATCH 15, those with severe dementia at baseline also discontinued treatment due
to serious adverse events more often than those with moderately severe dementia (10% vs 6% of
patients, respectively; 4% in either severity subgroup treated with EXELON® PATCH 5).

Most Frequent Adverse Events

The most commonly observed adverse events in study patients treated with EXELON® PATCH
were agitation and application site erythema. Agitation was more common in patients with
severe Alzheimer’s Disease, regardless of EXELON® PATCH dose (17% of patients with
baseline MMSE <=9; 9% of patients with baseline MMSE 10-12). Other common adverse
events, occurring in the EXELON® PATCH 15 arm more often than in the lower dose arm were
fall, insomnia, and gastrointestinal-related events (vomiting, diarrhea, weight decreased, nausea,
decreased appetite) (see Table 4).

Agitation was observed in 12% of patients with EXELON® PATCH 15 and in 14% in patients
with EXELON® PATCH 5. Within each treatment arm, agitation was reported in a higher
percentage of patients with severe dementia. More events of urinary tract infection and



Page 18

hallucination were observed in patients in the EXELON® PATCH 5 group than the EXELON®
PATCH 15 group.

Table 4 Frequency of Common Adverse Events (>2% in either treatment group) in
the Double-Blind Randomized Controlled Clinical Trial in Patients with
Moderately Severe to Severe Alzheimer’s Disease

EXELON® PATCH 15" | EXELON®PATCH5'
N = 355 N = 359

Total percentage of patients with AE(S) 75 73
Gastrointestinal Disorders 20 16
Vomiting 7 3
Diarrhea 7 5
Nausea 6 3
Constipation 3 3
G_eneral D_is_orders and Administration 33 39
Site Conditions

Application site erythema 13 12
Application site dermatitis 8 9
Fall 8 6
Application site pruritus 4 2
Application site irritation 3 3
Fatigue 3 1
Edema peripheral 2 3
Asthenia 2 1
Infections and infestations 18 19
Urinary tract infection 8 10
Injury, Poisoning and Procedural 12 13
Complications

Laceration 3 1
Investigations 12 8
Weight decreased 7 3
Metabolism and Nutritional Disorders 12 8
Decreased appetite 5 1
Dehydration 3 2
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Hypokalaemia 2 2
Nervous System Disorders 16 16
Somnolence 3 3
Dizziness 3 1
Syncope 2 2
Psychiatric Disorders 31 27
Agitation 12 14
Insomnia 7 4
Depression 5 4
Anxiety 5 5
Confusional state 3 4
Hallucination 2 5
Abnormal behaviour 2 3
Renal and Urinary Disorders 8 8
Urinary incontinence 3 3
Respiratory, Thoracic, and Mediastinal 7 6
Disorders

Upper respiratory tract infection 3 3
Skin and Subcutaneous Disorders 9 7
Rash 2 1
Contusion 2 2
Vascular Disorders 7 6
Hypertension 4 3
Hypotension 1 2

+For the EXELON® PATCH 15 group, EXELON® PATCH 5 was administered for the first 4 weeks, then
EXELON® PATCH 10 was administered for 4 weeks and from Week 9 until the end of the study, the maintenance

dose was EXELON® PATCH 15.

++For EXELON® PATCH 5 group, treatment was initiated with EXELON® PATCH 5 and maintained until the end

of the study.

About 70% of the patients had an exposure of more than 12 weeks in the maintenance phase

Application Site Reactions

Approximately 25% of all patients in each treatment group experienced at least one application
site reaction, including erythema (over 10% of patients), edema, scaling, fissure, pruritus and
pain, stinging, and/or burning. Application site erythema was mostly mild or moderate in
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severity, and led to discontinuation in 0.8% of the patients in EXELON® PATCH 15 group and
in 0.6% of patients in EXELON® PATCH 5 group. Application site dermatitis, pruritus and
irritation were also very common (see Table 4).

Cerebrovascular Accident

Study US44 showed an overall incidence rate for cerebrovascular accident of 2.3% (8/355, 95%
Cl 1.0- 4.4) and 0.8% (3/359, 95% CI 0.2-2.4) for patients on EXELON® PATCH 15 and
EXELON® PATCH 5, respectively, with an observed risk difference of 1.4% (95% ClI -0.4-3.2).

Other Adverse Events Observed during Clinical Trials

EXELON® PATCH has been administered to 2348 patients with Alzheimer’s disease during
clinical trials worldwide. Of these, 1954 patients have been treated for at least 12 weeks, 1643
patients have been treated for at least 24 weeks, and 847 patients have been treated for at least 48
weeks.

Treatment-emergent signs and symptoms that occurred during 3 controlled and 4 open-label
trials in North America, Europe, Latin America, Asia and Japan were recorded as adverse events
by the clinical investigators using terminology of their own choosing.

To provide an overall estimate of the proportion of individuals having similar types of events, the
events were grouped into a smaller number of standardized categories using MedDRA
dictionary, and event frequencies were calculated across all studies. These categories are used in
the listing below. The frequencies represent the proportion of 2348 patients from these trials who
experienced that event while receiving EXELON® PATCH. All patch doses are pooled. In
general, adverse event rates with the patch were dose-related.

All adverse events occurring in at least 1 patient (approximately 0.1%) are included, except for
those already listed elsewhere in labeling, too general to be informative, or relatively minor
events.

Events are classified by system organ class and listed using the following definitions: Frequent —
those occurring in at least 1/100 patients; Infrequent — those occurring in 1/100 to 1/1,000
patients. These adverse events are not necessarily related to EXELON® PATCH treatment and in
most cases were observed at a similar frequency in placebo-treated patients in the controlled
studies.

Blood and Lymphatic System Disorders: Frequent: Anemia.
Cardiac Disorders: Infrequent: Angina pectoris, coronary artery disease, cardiac failure,
bradycardia, atrial fibrillation, syncope, electrocardiogram QT prolonged, supraventricular

extrasystoles, myocardial infarction, tachycardia, arrhythmia, atrioventricular block.

Ear and Labyrinth Disorders: Infrequent: Tinnitus.
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Eye Disorders: Infrequent: Cataract, glaucoma, vision blurred.

Gastrointestinal  System: Frequent:  Constipation, gastritis, dyspepsia. Infrequent:
Gastroesophageal reflux disease, hematochezia, peptic ulcer, hematemesis, pancreatitis, salivary
hypersecretion.

General Disorders and Administration Site Conditions: Frequent: Application site reaction,
application site erythema, application site pruritus, Infrequent: Application site dermatitis,
application site irritation, application site vesicles, peripheral edema, chest pain, application site
eczema, hyperpyrexia, malaise.

Hepatobiliary Disorders: Infrequent: Cholecystitis.

Infections and Infestations: Frequent: Nasopharyngitis, pneumonia. Infrequent: Diverticulitis.

Injury, Poisoning and Procedural Complications: Frequent: Fall. Infrequent: Hip fracture,
subdural hematoma.

Investigations: Infrequent: Blood creatine phosphokinase increased, lipase increased, blood
amylase increased, electrocardiogram QT prolonged.

Metabolic and Nutritional Disorders: Frequent: Dehydration. Infrequent: Blood amylase
increased, blood creatine phosphokinase increased, hyperlipidemia, hypokalemia, hyponatremia,
lipase increased.

Musculoskeletal and Connective Tissue Disorders: Infrequent: Arthralgia, muscle spasms,
myalgia.

Nervous System Disorders: Frequent: Tremor. Infrequent: Migraine, parkinsonism,
extrapyramidal disorder, gait disorder, cerebrovascular accident, cerebral hemorrhage, cerebellar
hemorrhage, transient ischemic attack, somnolence.

Psychiatric Disorders: Infrequent: Delusion, delirium, hallucinations.

Renal and Urinary Disorders: Frequent: Urinary incontinence. Infrequent: Pollakiuria,
hematuria, nocturia, renal failure.

Reproductive System and Breast Disorders: Infrequent: Benign prostatic hyperplasia.

Respiratory, Thoracic, and Mediastinal Disorders: Infrequent. Dyspnea, bronchospasm,
chronic obstructive pulmonary disease.

Skin and Subcutaneous Tissue Disorders: Frequent: Pruritus. Infrequent: Erythema, eczema,
dermatitis, rash erythematous, skin ulcer, hyperhidrosis.

Vascular Disorders: Infrequent: Hypotension, cerebrovascular accident.
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Additional adverse drug reactions which have been reported with EXELON® capsules or
oral solution

The following additional adverse events have been observed in clinical trials with EXELON®
capsules: confusion (frequent), abnormal liver function tests (infrequent), duodenal ulcers
(infrequent).

Post-Market Adverse Drug Reactions

EXELON® PATCH

The following additional adverse events have been identified based on post-marketing
spontaneous reports and are not listed above. Because these reactions are reported voluntarily
from a population of uncertain size, it is not always possible to reliably estimate their frequency.

Cardiovascular Disorders: sick sinus syndrome

General Disorders and Administration Site Conditions: application site
hypersensitivity/allergic reaction

Hepatobiliary System Disorders: abnormal liver function tests, pancreatitis, hepatitis, hepatic
failure

Nervous system Disorders: Parkinson’s disease (worsening) in patients with Parkinson’s
disease who were treated with EXELON® PATCH (see WARNINGS AND PRECAUTIONS);
seizure, extrapyramidal symptoms in patients with Alzheimer’s dementia.

Psychiatric Disorders: aggression, restlessness

Skin and Subcutaneous Tissue Disorders: urticaria, blister (including application site and
generalized blistering), allergic dermatitis (disseminated), Stevens Johnson syndrome.

Vascular Disorders: hypertension

Overdose with rivastigmine resulting from medication errors and inappropriate use of
EXELON® PATCH (e.g. failure to remove the previous day’s patch and application of multiple
patches at a time) has been reported. As with medication errors and misuse in general, serious
medical outcomes, including death, have been reported with EXELON® PATCH (see
OVERDOSAGE for details).

The typical symptoms reported in association with overdose include nausea, vomiting, diarrhea,
hypertension, and hallucinations. Bradycardia and/or syncope, that may be associated with
malaise or falls, may also occur (see WARNINGS AND PRECAUTIONS, General,
OVERDOSAGE).
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Additional post-approval clinical trials experience

Post-approval, 24 week double-blind controlled clinical trials were conducted in China and Japan
in patients with mild to moderate Alzheimer’s Disease. Generally, the adverse event profiles of
these Chinese and Japanese clinical trials are similar to those previously described. However, in
Chinese patients, somnolence was reported as “frequent” whereas in previous clinical trials it
was reported as “infrequent” (see Other Adverse Events observed in Clinical Trials - Nervous
system disorders). In Japanese patients, application site erythema, application site oedema, and
application site pruritus and contact dermatitis were reported as “very common” whereas in
previous clinical trials it was reported as “frequent” (see Other Adverse Events observed in
Clinical Trials - General Disorders and Administration Site Conditions) In addition, the
incidence of application site skin reactions leading to discontinuation was <2.3% in previous
clinical trials, but was found to be 4.9% and 8.4% in the Chinese and Japanese population,
respectively. Overall, application site reactions observed in all clinical trials were mostly mild to
moderate in severity.

EXELON® Capsules

The following additional adverse events, temporally associated with EXELON®, have been
identified based on post-marketing spontaneous reports and are not listed above. Because these
reactions are reported voluntarily from a population of uncertain size, it is not always possible to
reliably estimate their frequency.

Skin and Subcutaneous Tissue Disorders: Stevens-Johnson syndrome, blister.

Worsening of cutaneous hypersensitivity reactions has been reported when patients who were
treated with transdermal rivastigmine were switched to oral rivastigmine.

Gastrointestinal System: Severe vomiting with esophageal rupture, pancreatitis (see
WARNINGS AND PRECAUTIONS, Gastrointestinal, Pancreatic).

DRUG INTERACTIONS

Overview

No specific interaction studies have been conducted with EXELON® PATCH (rivastigmine).

Use with Anticholinergics: Because of their mechanism of action, cholinesterase inhibitors
have the potential to interfere with the activity of anticholinergic medications (eg. oxybutynin,
tolterodine), and their concomitant use should be avoided.

Use with Cholinomimetics and Other Cholinesterase Inhibitors: In view of its
pharmacodynamic effects, rivastigmine should not be given concomitantly with other

cholinomimetic drugs due to possible additive effects leading to increased cholinergic activity. A
synergistic effect may be expected when cholinesterase inhibitors are given concurrently with
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succinylcholine, similar neuromuscular blocking agents or cholinergic agonists such as
bethanechol.

Use with other Psychoactive Drugs: In controlled clinical trials with EXELON® capsules few
patients received neuroleptics, antidepressants or anticonvulsants, there is thus limited
information concerning the interaction of EXELON® with these drugs.

Anesthesia: EXELON® as a cholinesterase inhibitor, is likely to exaggerate succinylcholine-type
muscle relaxation during anesthesia.

Metoclopramide: Considering the possibility of an additive extra-pyramidal effect the
concomitant use of metoclopramide and rivastigmine is not recommended.

Beta-blockers: Additive effects leading to bradycardia (which may result in syncope) have been
reported with the combined use of various beta-blockers (including atenolol) and rivastigmine.
Cardioselective beta-blockers are expected to be associated with the greatest risk, but reports
have also been received in patients using other beta-blockers.

Effect of EXELON® on the Metabolism of Other Drugs: Rivastigmine is mainly metabolised
through hydrolysis by esterases. No in vivo studies have investigated the effects of EXELON®
on the clearance of drugs metabolised by CYP450. Based on evidence from animal studies, the
major cytochrome P450 isozymes are minimally involved in rivastigmine metabolism. Based on
in vitro studies, no pharmacokinetic drug interactions with drugs metabolised by the following
isoenzyme systems are expected: CYP1A2, CYP2D6, CYP3A4/5 CYP2ELl, CYP2C9,
CYP2C8, CYP2C19 or CYP2B6. Thus, no pharmacokinetics interactions are anticipated with
other drugs metabolized by these enzymes.

Rivastigmine may inhibit the butyrylcholinesterase mediated metabolism of other drugs (see
ACTIONS AND CLINICAL PHARMACOLOGY, Pharmacokinetics, Metabolism).

Effect of Other Drugs on the Metabolism of EXELON®: Drugs which induce or inhibit
CYP450 metabolism are not expected to alter the metabolism of rivastigmine. Formal
pharmacokinetic studies to assess the potential for drug interaction with other medications
commonly taken by the elderly were not done. Population-pharmacokinetic analyses of a subset
(n = 359; 6-12mg/day) of patients with Alzheimer’s disease in controlled clinical trials do not
suggest that the oral administration of EXELON® with some commonly prescribed medications
is associated with an alteration in the kinetics of rivastigmine, or an increased risk of clinically
relevant untoward effects. However, the number of patients who received concomitant
medications chronically was as follows: anilides (e.g. acetaminophen) (10%), antacids (12%),
antianginals (6%), antihistamines (2%), antihypertensives (12%), benzodiazepines (<1%), B-
blockers (7%), calcium channel blockers (12%), digitalis glycosides (5%), non-steroidal anti-
inflammatory drugs (13%), oral hypoglycemics (3%), and salicylic acid and derivatives (28%).

Drug-Drug Interactions

Studies to assess the potential of EXELON® administered orally for interaction with digoxin,
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warfarin, diazepam or fluoxetine were limited to short term, single-dose studies in young healthy
volunteers. No significant effects on the pharmacokinetics of these drugs or on the metabolism
of rivastigmine were observed. Similar studies in elderly patients were not done.

Drug-Lifestyle Interactions

Interaction with nicotine: A population pharmacokinetic analysis showed that nicotine use
increases the oral clearance of rivastigmine by 23% in patients with Alzheimer’s dementia (n=75
smokers and 549 non-smokers) following rivastigmine oral capsule doses of up to 12 mg/day.

DOSAGE AND ADMINISTRATION

Dosing Considerations

« Hepatic Impairment: EXELON® PATCH (rivastigmine) has not been studied in hepatic
impairment. Due to increased exposure in mild to moderate hepatic impairment, as observed
with the oral formulation, dosing recommendations to titrate according to individual
tolerability should be closely followed. Patients with clinically significant hepatic
impairment may experience more adverse events. Caution should be used when titrating
hepatically impaired patients (see ACTION AND CLINICAL PHARMACOLOGY).

 Renal Impairment: EXELON® PATCH has not been studied in renal impairment. Dose
titration for patients with renal impairment should be undertaken with caution (see ACTION
AND CLINICAL PHARMACOLOGY).

e Low Body Weight: Particular caution should be exercised in titrating patients with lower
body weight (e.g. below 50 kg), as they may experience more adverse reactions. Carefully
titrate and monitor these patients for adverse reactions (e.g. excessive nausea or vomiting)
and consider reducing the dose if such adverse reactions develop.

o Dose escalation for patients with serious comorbid diseases should be undertaken with
particular caution.

« In a population of cognitively-impaired individuals, the correct and safe use of this and all
other medications may require supervision (see WARNINGS AND PRECAUTIONS, Patient
and Caregiver Counseling Information).

o Adverse effects (e.g. hypertension and hallucinations and worsening of extrapyramidal
symptoms) in patients with Alzheimer’s dementia have been observed shortly after dose
increase. They may respond to a dose reduction or discontinuation.

e Exposure to sources of heat may increase a drug’s ability to penetrate the skin when
administered to a patient by transdermal patch and this may result in increased drug
exposure. The applied patch area should not be exposed to or have direct contact with
external heat sources such as excessive sunlight, heat lamps, heating pads, saunas, hot tubs,
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etc. This may also occur if the patient has a fever. Patients and caregivers should be advised
that the patch area should not be exposed to external heat sources while wearing EXELON®
PATCH.

Recommended Dose and Dosage Adjustment

EXELON® PATCH should only be prescribed by (or following consultation with) clinicians who
are experienced in the diagnosis and management of Alzheimer’s disease.

Patches Rivastigmine base Rivastigmine base in vivo
dose load" release rates per 24 h?

EXELON® PATCH 5 |9mg 4.6 mg

EXELON® PATCH 10 | 18 mg 9.5 mg

EXELON® PATCH 15 | 27 mg 13.3mg

"Drug content of the patch
* Quantity of drug released over a 24-h patch application time interval

Initial dose: Treatment is started with EXELON® PATCH 5 applied once a day. Replace with a
new patch every 24 hours.

Dose titration: Increase the daily dose by increasing the patch size, only after a minimum of 4
weeks at the previous dose, and only if the previous dose has been well tolerated. Continue the
recommended dose of EXELON® PATCH 10 for as long as therapeutic benefit persists. Based
on clinical judgment, EXELON® PATCH 15 may be considered for patients with moderately
severe AD. Doses higher than EXELON® PATCH 15 (13.3 mg/24 hours) confer no appreciable
additional benefit, and are associated with further increases in the incidence of adverse reactions
(see ADVERSE REACTIONS).

The clinical benefit of rivastigmine should be reassessed on a regular basis. Discontinuation
should also be considered when evidence of a therapeutic effect at the optimal dose is no longer
present.

Interruption of treatment

Treatment should be temporarily interrupted if gastrointestinal adverse effects are observed, until
these adverse effects resolve. Patch treatment can be resumed at the same dose if treatment is not
interrupted for more than three days. Otherwise, treatment should be reinitiated with EXELON®
PATCH 5.

If adverse effects persist on re-initiation of therapy, the dose should be temporarily reduced to
EXELON® PATCH 5.

Renal Impairment: No dose adjustment is necessary for patients with renal impairment.

Switching from Capsules or Oral Solution:
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Patients treated with EXELON® capsules or oral solution may be switched to EXELON®

PATCH as follows:

. A patient who is on a dose of < 3 mg BID (<6 mg/ day) oral rivastigmine can be switched
to EXELON® PATCH 5.

. A patient who is on a dose of 3 to 6 mg BID (6 to 12 mg/ day) oral rivastigmine may be
directly switched to EXELON® PATCH 10.

It is recommended to apply the first patch on the day following the last oral dose.
Missed Dose

The missed dose should be taken immediately or at the next scheduled dose. Doses should not be
doubled. Following initiation of therapy or any dosage increase, patients should be closely
monitored for adverse effects. If adverse effects (e.g. nausea, vomiting, abdominal pain, loss of
appetite) are observed during treatment, the patient should be instructed to stop t