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Exelon® patch 5 and Exelon® patch 10:
Treatment of mild to moderate dementia of the Alzheimer's type.
Exelon® patch 15:
Exelon Patch is indicated for the treatment of dementia of the Alzheimr’s type (AD).
Efficacy has been demonstrated in patients with mild, moderate and severe Alzheimer’s disease.
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4.4 Special warnings and precautions for use
Gastrointestinal disorders
Gastrointestinal disorders such as nausea, vomiting and diarrhoea are dose-related, and may occur when
initiating treatment and/or increasing the dose (see section 4.8). These adverse reactions occur more
commonly in women....

Bradycardia
Rivastigmine may cause bradycardia which constitutes a risk factor in the occurrence of torsade de

pointes, predominantly in patients with risk factors. Caution is advised in patients at higher risk of
developing torsade de pointes; for example, those with uncompensated heart failure, recent myocardial
infarction, bradyarrhythmias, a predisposition to hypokalaemia or hypomagnesaemia, or concomitant use
with medicinal products known to induce QT prolongation and/or torsade de pointes (see sections 4.5 and
4.8).

Other warnings and precautions

Rivastigmine may exacerbate or induce extrapyramidal symptoms.

Contact with the eyes should be avoided after handling Exelon transdermal patches (see section 5.3).....

4.5 Interaction with other medicinal products and other forms of interaction
Caution is recommended when selecting anaesthetic agents. Possible dose adjustments or temporarily
stopping treatment can be considered if needed.

... Therefore, caution should be exercised when rivastigmine is combined with beta-blockers and also
other bradycardia agents (e.g.class Ill antiarrhythmic agents, calcium channel antagonists, digitalis
glycoside, pilocarpin).
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Since bradycardia constitutes a risk factor in the occurrence of torsades de pointes, the combination of
rivastigmine with torsades de pointes-inducing medicinal products such as antipsychotics i.e. some
phenothiazines (chlorpromazine, levomepromazine), benzamides (sulpiride, sultopride, amisulpride,
tiapride, veralipride), pimozide, haloperidol, droperidol, cisapride, citalopram, diphemanil, erythromycin IV,
halofantrin, mizolastin, methadone, pentamidine and moxifloxacine should be observed with caution and
clinical monitoring (ECG) may also be required.

..... According to its metabolism, metabolic interactions with other medicinal products appear unlikely,
although rivastigmine may inhibit the butyrylcholinesterase mediated metabolism of other substances.

4.6 Fertility, pregnancy and lactation

Pregnancy
Rivastigmine should not be used during preghancy unless clearly necessary.

4.7 Effects on ability to drive and use machines
..... rivastigmine may induce syncope or delirium. As a consequence, rivastigmine has minor or moderate
influence on the ability to drive and use machines.......

4.8 Undesirable effects

The following adverse reactions, listed below in Table 1, have been accumulated in patients with
Alzheimer’s dementia treated with Exelon.

Table 1
Psychiatric disorders
Common Anxiety, depression, delirium, agitation
Uncommon Aggression
Not known Hallucinations, restlessness, nightmares
Nervous system disorders
Common Headache, syncope, dizziness
Uncommon Psychomotor hyperactivity
Very rare Extrapyramidal symptoms
Not known Worsening of Parkinson’s disease, seizure, tremor, somnolence
Cardiac disorders
Uncommon Bradycardia
Not known Atrioventricular block, atrial fibrillation, tachycardia, sick sinus
syndrome
Vascular disorders
Not known Hypertension
Gastrointestinal disorders
Common Nausea, vomiting, diarrhoea, dyspepsia, abdominal pain
Uncommon Gastric ulcer
Not known Pancreatitis
Hepatobiliary disorders
Not known Hepatitis, elevated liver function tests
Skin and subcutaneous tissue disorders
Common Rash

General disorders

and administration

site conditions

Common Application site skin reactions (e.g. application site erythema*,
application site pruritus*, application site oedema*, application
site dermatitis, application site irritation), asthenic conditions
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(e.g. fatigue, asthenia), pyrexia, weight decreased

Description of selected adverse reactions

When doses higher than 13.3 mg/24 h Exelon patch 15 were used in the above-mentioned placebo-
controlled study, insomnia and cardiac failure were observed more frequently than with 13.3 mg/24 h
Exelon patch 15 or placebo, suggesting a dose effect relationship. However, these events did not occur at
a higher frequency with Exelon 13.3 mg/24 h Exelon patch 15 than with placebo.

The following adverse reactions have only been observed with Exelon capsules and oral solution and not in
clinical studies with Exelon transdermal patches: malaise, confusion, sweating increased (common);
duodenal ulcers, angina pectoris (rare); gastrointestinal haemorrhage (very rare); and some cases of
severe vomiting were associated with oesophageal rupture (not known).

Skin irritation

In double-blind controlled clinical trials, application site reactions were mostly mild to moderate in severity.
The incidence of application site skin reactions leading to discontinuation was <2.3% in patients treated with
Exelon transdermal patches. The incidence of application site skin reactions leading to discontinuation was
higher in the Asian population with 4.9% and 8.4% in the Chinese and Japanese population respectively.

In two 24-week double-blind, placebo-controlled clinical trials, skin reactions were measured at each visit
using a skin irritation rating scale. When observed in patients treated with Exelon transdermal patches, skin
irritation was mostly slight or mild in severity. It was rated as severe in <2.2% of patients in these studies
and in £3.7% of patients treated with Exelon transdermal patches in a Japanese study.

4.9 Overdose

Symptoms

Cholinergic toxicity has been reported with muscarinic symptoms that are observed with moderate
poisonings such as miosis, flushing, digestive disorders including abdominal pain, nausea, vomiting and
diarrhoea, bradycardia, bronchospasm and increased bronchial secretions, hyperhidrosis, involuntary
urination and/or defecation, lacrimation, hypotension and salivary hypersecretion.

In more severe cases nicotinic effects might develop such as muscular weakness, fasciculations, seizures
and respiratory arrest with possible fatal outcome.

Additionaly there have been post-marketing cases of dizziness, tremor, headache, somnolence, confusional
state, hypertension, hallucinations and malaise. Overdose with Exelon transdermal patch resulting from
misuse/dosing errors (application of multiple patches at a time) has been reported in the post-marketing
setting and rarely in clinical trials.
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