AZILECT

Rasagiline mesylate
Tablet

COMPOSITION
Each tablet contains Rasagiline mesylate 1.56 mg equivalent with Rasagiline 1 mg.

PHARMACEUTICAL FORM
Tablet

White to off-white, round, flat, bevelled tablets, debossed with “GIL” and “1” underneath on one side
and plain on the other side.

PHARMACOLOGY

Pharmacodynamic properties

Pharmacotherapeutic group: Anti-Parkinson-Drugs, monoamine oxidase -B inhibitors, ATC code:
N04BDO02

Mechanism of action

Rasagiline was shown to be a potent, irreversible MAO-B selective inhibitor, which may cause an
increase in extracellular levels of dopamine in the striatum. The elevated dopamine level and
subsequent increased dopaminergic activity are likely to mediate rasagiline's beneficial effects seen in
models of dopaminergic motor dysfunction.

1-Aminoindan is an active major metabolite and it is not a MAO-B inhibitor.

Clinical efficacy and safety
The efficacy of rasagiline was established in three studies: as monotherapy treatment in study | and as
adjunct therapy to levodopa in the studies Il and 11l

Monotherapy

In study I, 404 patients were randomly assigned to receive placebo (138 patients), rasagiline 1 mg/day
(134 patients) or rasagiline 2 mg/day (132 patients) and were treated for 26 weeks, there was no
active comparator.

In this study, the primary measure of efficacy was the change from baseline in the total score of the
Unified Parkinson’s Disease Rating Scale (UPDRS, parts I-lll). The difference between the mean change
from baseline to week 26/termination (LOCF, Last Observation Carried Forward) was statistically
significant (UPDRS, parts I-Ill: for rasagiline 1 mg compared to placebo -4.2, 95% Cl

[-5.7, -2.7]; p<0.0001; for rasagiline 2 mg compared to placebo -3.6, 95% Cl [-5.0, -2.1]; p<0.0001,
UPDRS Motor, part II: for rasagiline 1 mg compared to placebo -2.7, 95% ClI [-3.87, -1.55], p<0.0001;
for rasagiline 2 mg compared to placebo -1.68,95% CI [-2.85, -0.51], p=0.0050). The effect was evident,
although its magnitude was modest in this patient population with mild disease. There was a significant
and beneficial effect in quality of life (as assessed by PD-QUALIF scale).

Adjunct therapy

In study Il, patients were randomly assigned to receive placebo (229 patients), or rasagiline 1 mg/day
(231 patients) or the catechol-O—methyl transferase (COMT) inhibitor, entacapone, 200 mg taken
along with scheduled doses of levodopa (LD)/decarboxylase inhibitor (227 patients), and were treated
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for 18 weeks. In study lll, patients were randomly assigned to receive placebo (159 patients), rasagiline
0.5 mg/day (164 patients), or rasagiline 1 mg/day (149 patients), and were treated for 26 weeks.

In both studies, the primary measure of efficacy was the change from baseline to treatment period in
the mean number of hours that were spent in the “OFF” state during the day (determined from
“24-hour” home diaries completed for 3 days prior to each of the assessment visits).

In study II, the mean difference in the number of hours spent in the “OFF” state compared to placebo
was -0.78h, 95% Cl [-1.18, -0.39], p=0.0001. The mean total daily decrease in the OFF time was similar
in the entacapone group (-0.80h, 95% CI [-1.20, -0.41], p<0.0001) to that observed in the rasagiline
1 mg group. In study lll, the mean difference compared to placebo was -0.94h, 95% CI [-1.36, -0.51],
p<0.0001. There was also a statistically significant improvement over placebo with the rasagiline
0.5 mg group, yet the magnitude of improvement was lower. The robustness of the results for the
primary efficacy endpoint, was confirmed in a battery of additional statistical models and was
demonstrated in three cohorts (ITT, per protocol and completers).

The secondary measures of efficacy included global assessments of improvement by the examiner,
Activities of Daily Living (ADL) subscale scores when OFF and UPDRS motor while ON. Rasagiline
produced statistically significant benefit compared to placebo.

Pharmacokinetic properties

Absorption

Rasagiline is rapidly absorbed, reaching peak plasma concentration (Cmax) in approximately 0.5 hours.
The absolute bioavailability of a single rasagiline dose is about 36%.

Food does not affect the Tmax Of rasagiline, although Cmax and exposure (AUC) are decreased by
approximately 60% and 20%, respectively, when the medicinal product is taken with a high fat meal.
Because AUC is not substantially affected, rasagiline can be administered with or without food.

Distribution
The mean volume of distribution following a single intravenous dose of rasagiline is 243 |. Plasma
protein binding following a single oral dose of **C-labelled rasagiline is approximately 60 to 70%.

Biotransformation

Rasagiline undergoes almost complete biotransformation in the liver prior to excretion. The
metabolism of rasagiline proceeds through two main pathways: N-dealkylation and/or hydroxylation
to yield: 1-aminoindan, 3-hydroxy-N-propargyl-1 aminoindan and 3-hydroxy-1-aminoindan. In vitro
experiments indicate that both routes of rasagiline metabolism are dependent on cytochrome P450
system, with CYP1A2 being the major iso-enzyme involved in rasagiline metabolism. Conjugation of
rasagiline and its metabolites was also found to be a major elimination pathway to yield glucuronides.
Ex vivo and in vitro experiments demonstrate that rasagiline is neither inhibitor nor inducer of major
CYP450 enzymes (see section Interaction with other medicinal products and other forms of
interaction).

Elimination

After oral administration of **C-labelled rasagiline, elimination occurred primarily via urine (62.6%) and
secondarily via faeces (21.8%), with a total recovery of 84.4% of the dose over a period of 38 days. Less
than 1% of rasagiline is excreted as unchanged product in urine.

Linearity/non-linearity
Rasagiline pharmacokinetics is linear with dose over the range of 0.5-2 mg in Parkinson’s disease
patients. Its terminal half-life is 0.6-2 hours.

Hepatic impairment
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In subjects with mild hepatic impairment, AUC and Cmax were increased by 80% and 38%, respectively.
In subjects with moderate hepatic impairment, AUC and Cn.x were increased by 568% and 83%,
respectively.

Renal impairment
Rasagiline's pharmacokinetics characteristics in subjects with mild (CLcr 50-80 ml/min) and moderate
(CLcr 30-49 ml/min) renal impairment were similar to healthy subjects.

Elderly
Age has little influence on rasagiline pharmacokinetics in the elderly (> 65 years) (see section Posology

and method of administration)

Preclinical safety data
Non-clinical data reveal no special hazard for humans based on the standard studies of safety
pharmacology, repeated dose toxicity, genotoxicity, carcinogenicity, reproduction and development.

Rasagiline did not present genotoxic potential in vivo and in several in vitro systems using bacteria or
hepatocytes. In the presence of metabolite activation rasagiline induced an increase of chromosomal
aberrations at concentrations with excessive cytotoxicity which are unattainable at the clinical
conditions of use.

Rasagiline was not carcinogenic in rats at systemic exposure, 84 —339 times the expected plasma
exposures in humans at 1 mg/day. In mice, increased incidences of combined bronchiolar/alveolar
adenoma and/or carcinoma were observed at systemic exposures, 144 —213 times the expected
plasma exposure in humans at 1 mg/day.

Therapeutic indications
Treatment of idiopathic Parkinson’s disease (PD) as monotherapy (without levodopa) or as adjunct
therapy (with levodopa) in patients with end of dose fluctuations.

Posology and method of administration

Posology

The recommended dose of rasagiline is 1 mg (one tablet of AZILECT) once daily, to be taken with or
without levodopa.

Elderly
No change in dose is required for elderly patients (see section Pharmakokinetic properties).

Hepatic impairment

Rasagiline is contraindicated in patients with severe hepatic impairment (see
section Contraindications). Rasagiline use in patients with moderate hepatic impairment should be
avoided. Caution should be used when initiating treatment with rasagiline in patients with mild hepatic
impairment. In case patients progress from mild to moderate hepatic impairment rasagiline should be
stopped (see sections Special warnings and precautions for use & Pharmakokinetic properties) .

Renal impairment
No special precautions are required in patients with renal impairment.

Paediatric population
The safety and efficacy of AZILECT in children and adolescents have not been established. There is no
relevant use of AZILECT in the paediatric population in the indication Parkinson’s disease.

Method of administration
For oral use.
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AZILECT may be taken with or without food.

Contraindications
Hypersensitivity to the active substance or to any of the excipients listed in section excipients.

Concomitant treatment with other monoamine oxidase (MAO) inhibitors (including medicinal and
natural products without prescription e.g. St. John's Wort) or pethidine (see section Interaction with
other medicinal products and other forms of interaction). At least 14 days must elapse between
discontinuation of rasagiline and initiation of treatment with MAO inhibitors or pethidine.
Concomitant treatment with tramadol, tapentadol, methadone, dextropropoxyphene,
dextromethorphan and St John’s Wort should be avoided. Concomitant administration of rasagiline
with ciprofloxacin and other potent CYP1A2 inhibitors should be avoided

Severe hepatic impairment.
Special warnings and precautions for use

Concomitant use of rasagiline with other medicinal products

The concomitant use of rasagiline and fluoxetine or fluvoxamine should be avoided (see section 0). At
least five weeks should elapse between discontinuation of fluoxetine and initiation of treatment with
rasagiline. At least 14 days should elapse between discontinuation of rasagiline and initiation of
treatment with fluoxetine or fluvoxamine.

The concomitant use of rasagiline and dextromethorphan or sympathomimetics such as those present
in nasal and oral decongestants or cold medicinal product containing ephedrine or pseudoephedrine
is not recommended (see section Interaction with other medicinal products and other forms of
interaction).

Concomitant use of rasagiline and levodopa

Since rasagiline potentiates the effects of levodopa, the adverse reactions of levodopa may be
increased and pre-existing dyskinesia exacerbated. Decreasing the dose of levodopa may ameliorate
this adverse reaction.

There have been reports of hypotensive effects when rasagiline is taken concomitantly with levodopa.
Patients with Parkinson’s disease are particularly vulnerable to the adverse reactions of hypotension
due to existing gait issues.

Dopaminergic effects

Excessive daytime sleepiness (EDS) and sudden sleep onset (SOS) episodes

Rasagiline may cause daytime drowsiness, somnolence, and, occasionally, especially if used with other
dopaminergic medicinal products - falling asleep during activities of daily living. Patients must be
informed of this and advised to exercise caution while driving or operating machines during treatment
with rasagiline. Patients who have experienced somnolence and/or an episode of sudden sleep onset
must refrain from driving or operating machines (see section Effects on ability to drive and use
machines).

Impulse control disorders (ICDs)

ICDs can occur in patients treated with dopamine agonists and/or dopaminergic treatments. Similar
reports of ICDs have also been received post-marketing with rasagiline. Patients should be regularly
monitored for the development of impulse control disorders. Patients and carers should be made
aware of the behavioural symptoms of impulse control disorders that were observed in patients
treated with rasagiline, including cases of compulsions, obsessive thoughts, pathological gambling,
increased libido, hypersexuality, impulsive behaviour and compulsive spending or buying.
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Melanoma

A retrospective cohort study suggested a possibly increased risk of melanoma with the use of
rasagiline, especially in patients with longer duration of rasagiline exposure and/or with the higher
cumulative dose of rasagiline. Any suspicious skin lesion should be evaluated by a specialist. Patients
should therefore be advised to seek medical review if a new or changing skin lesion is identified.

Hepatic impairment

Caution should be used when initiating treatment with rasagiline in patients with mild hepatic
impairment. Rasagiline use in patients with moderate hepatic impairment should be avoided. In case
patients progress from mild to moderate hepatic impairment, rasagiline should be stopped (see
section Pharmakokinetic properties.

Interaction with other medicinal products and other forms of interaction

MAQ Inhibitors

Rasagiline is contraindicated along with other MAO inhibitors (including medicinal and natural
products without prescription e.g. St. John's Wort) as there may be a risk of non-selective MAO
inhibition that may lead to hypertensive crises (see section Contraindications).

Pethidine

Serious adverse reactions have been reported with the concomitant use of pethidine and MAO
inhibitors including another selective MAO-B inhibitor. The concomitant administration of rasagiline
and pethidine is contraindicated (see section Contraindications).

Sympathomimetics

With MAO inhibitors there have been reports of medicinal product interactions with the concomitant
use of sympathomimetic medicinal products. Therefore, in view of the MAO inhibitory activity of
rasagiline, concomitant administration of rasagiline and sympathomimetics such as those present in
nasal and oral decongestants or cold medicinal products, containing ephedrine or pseudoephedrine,
is not recommended (see section Special warnings and precautions for use).

Dextromethorphan

There have been reports of medicinal product interactions with the concomitant use of
dextromethorphan and non-selective MAQ inhibitors. Therefore, in view of the MAO inhibitory activity
of rasagiline, the concomitant administration of rasagiline and dextromethorphan is not
recommended (see section Special warnings and precautions for use).

SNRI/SSRI/tri- and tetracyclic antidepressants
The concomitant use of rasagiline and fluoxetine or fluvoxamine should be avoided (see section Special
warnings and precautions for use).

For concomitant use of rasagiline with selective serotonin reuptake inhibitors (SSRIs)/selective
serotonin-norepinephrine reuptake inhibitors (SNRIs) in clinical trials, see section Undesirable effects.

Serious adverse reactions have been reported with the concomitant use of SSRIs, SNRIs,
tricyclic/tetracyclic antidepressants and MAO inhibitors. Therefore, in view of the MAO inhibitory
activity of rasagiline, antidepressants should be administered with caution.

Agents that affect CYP1A2 activity
In vitro metabolism studies have indicated that cytochrome P450 1A2 (CYP1A2) is the major enzyme
responsible for the metabolism of rasagiline.

CYP1A2 inhibitors
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Co-administration of rasagiline and ciprofloxacin (an inhibitor of CYP1A2) increased the AUC of
rasagiline by 83%. Co-administration of rasagiline and theophylline (a substrate of CYP1A2) did not
affect the pharmacokinetics of either product. Thus, potent CYP1A2 inhibitors may alter rasagiline
plasma levels and should be administered with caution.

CYP1A2 inducers
There is a risk that the plasma levels of rasagiline in smoking patients could be decreased, due to
induction of the metabolising enzyme CYP1A2.

Other cytochrome P450 isoenzymes

In vitro studies showed that rasagiline at a concentration of 1 ug/ml (equivalent to a level that is
160 times the average Cmax ™ 5.9-8.5 ng/ml in Parkinson’s disease patients after 1 mg rasagiline
multiple dosing), did not inhibit cytochrome P450 isoenzymes, CYP1A2, CYP2A6, CYP2C9, CYP2C19,
CYP2D6, CYP2E1l, CYP3A4 and CYP4A. These results indicate that rasagiline’s therapeutic
concentrations are unlikely to cause any clinically significant interference with substrates of these
enzymes (see section 5.3).

Levodopa and other Parkinson’s disease medicinal products
In Parkinson’s disease patients receiving rasagiline as adjunct therapy to chronic levodopa treatment,
there was no clinically significant effect of levodopa treatment on rasagiline clearance.

Concomitant administration of rasagiline and entacapone increased rasagiline oral clearance by 28%.

Tyramine/rasagiline interaction

Results of five tyramine challenge studies (in volunteers and Parkinson’s disease patients), together
with results of home monitoring of blood pressure after meals (of 464 patients treated with 0.5 or
1 mg/day of rasagiline or placebo as adjunct therapy to levodopa for six months without tyramine
restrictions), and the fact that there were no reports of tyramine/rasagiline interaction in clinical
studies conducted without tyramine restriction, indicate that rasagiline can be used safely without
dietary tyramine restrictions.

Fertility, pregnancy and lactation

Pregnancy

There are no data from the use of rasagiline in pregnant women. Animal studies do not indicate direct
or indirect harmful effects with respect to reproductive toxicity. As a precautionary measure, it is
preferable to avoid the use of rasagiline during pregnancy.

Breast-feeding
Non-clinical data indicate that rasagiline inhibits prolactin secretion and thus, may inhibit lactation.

It is not known whether rasagiline is excreted in human milk. Caution should be exercised when
rasagiline is administered to a breast-feeding mother.

Fertility
No human data on the effect of rasagiline on fertility are available. Non-clinical data indicate that
rasagiline has no effect on fertility.

Effects on ability to drive and use machines

In patients experiencing somnolence/sudden sleep episodes, rasagiline may have major influence on
the ability to drive and use machines.

Patients should be cautioned about operating hazardous machines, including motor vehicles, until they
are reasonably certain that rasagiline does not affect them adversely.

Patients being treated with rasagiline and presenting with somnolence and/or sudden sleep episodes
must be informed to refrain from driving or engaging in activities where impaired alertness may put
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themselves or others at risk of serious injury or death (e.g. operating machines) until they have gained
sufficient experience with rasagiline and other dopaminergic medications to gauge whether or not it
affects their mental and/or motor performance adversely.

If increased somnolence or new episodes of falling asleep during activities of daily living (e.g. watching
television, passenger in a car, etc.) are experienced at any time during treatment, the patients should
not drive or participate in potentially dangerous activities.

Patients should not drive, operate machinery, or work at heights during treatment if they have
previously experienced somnolence and/or have fallen asleep without warning prior to use of
rasagiline.

Patients should be cautioned about possible additive effects of sedating medicinal products, alcohol,
or other central nervous system depressants (e.g. benzodiazepines, antipsychotics, antidepressants)
in combination with rasagiline, or when taking concomitant medications that increase plasma levels of
rasagiline (e.g. ciprofloxacin) (see section Special warnings and precautions for use).

Undesirable effects

Summary of the safety profile

In clinical studies in Parkinson's disease patients the most commonly reported adverse reactions were:
headache, depression, vertigo, and flu (influenza and rhinitis) in monotherapy; dyskinesia, orthostatic
hypotension, fall, abdominal pain, nausea and vomiting, and dry mouth in adjunct to levodopa therapy;
musculoskeletal pain, as back and neck pain, and arthralgia in both regimens. These adverse reactions
were not associated with an elevated rate of drug discontinuation.

Tabulated list of adverse reactions
Adverse reactions are listed below in Tables 1 and 2 by system organ class and frequency using the
following conventions: very common (21/10), common (21/100to <1/10), uncommon
(>1/1,000 to <1/100), rare (=1/10,000 to <1/1,000), very rare (<1/10,000), not known (cannot be
estimated from the available data).

Monotherapy
The tabulated list below includes adverse reactions which were reported with a higher incidence in
placebo-controlled studies, in patients receiving 1 mg/day rasagiline.

Common Uncommon Not known

System Organ Class

Very common

Infections and
infestations

Influenza

Neoplasms benign,
malignant and
unspecified
(including cysts and
polyps)

Skin carcinoma

Blood and
lymphatic system
disorders

Leucopenia

Immune system
disorders

Allergy

Metabolism and
nutrition disorders

Decreased appetite

Psychiatric
disorders

Depression,
Hallucinations*

Impulse control
disorders*

Nervous system
disorders

Headache

Cerebrovascular
accident

Serotonin
syndrome?*,
Excessive daytime
sleepiness (EDS) and
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tissue disorders

System Organ Class | Very common Common Uncommon Not known
sudden sleep onset
(SOS) episodes*

Eye disorders Conjunctivitis

Ear and labyrinth Vertigo

disorders

Cardiac disorders Angina pectoris Myocardial

infarction

Vascular disorders Hypertension*

Respiratory, Rhinitis

thoracic and

mediastinal

disorders

Gastrointestinal Flatulence

disorders

Skin and Dermatitis Vesiculobullous rash

subcutaneous

Musculoskeletal
and connective
tissue disorders

Musculoskeletal
pain,

Neck pain,
Arthritis

Renal and urinary
disorders

Urinary urgency

General disorders
and administration
site conditions

Fever,
Malaise

*See section description of selected adverse reactions

Adjunct Therapy

The tabulated list below includes adverse reactions which were reported with a higher incidence in
placebo-controlled studies in patients receiving 1 mg/day rasagiline.

System Organ Class

Very common

Common

Uncommon

Not known

Neoplasms benign,
malignant and
unspecified

Skin melanoma*

Metabolism and
nutrition disorders

Decreased appetite

Balance disorder

Psychiatric Hallucinations*, Confusion Impulse control
disorders Abnormal dreams disorders*
Nervous system Dyskinesia Dystonia, Cerebrovascular Serotonin
disorders Carpal tunnel accident syndrome*,
syndrome, Excessive daytime

sleepiness (EDS) and
sudden sleep onset
(SOS) episodes*

Cardiac disorders

Angina pectoris

Vascular disorders

Orthostatic
hypotension*

Hypertension*

Gastrointestinal

Abdominal pain,

tissue disorders

disorders Constipation,
Nausea and
vomiting,
Dry mouth
Skin and Rash
subcutaneous
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System Organ Class | Very common Common Uncommon Not known

Musculoskeletal Arthralgia,

and connective Neck pain

tissue disorders*

Investigations Decreased weight
Injury, poisoning Fall

and procedural
complications

*See section description of selected adverse reactions

Description of selected adverse reactions

Orthostatic hypotension

In blinded placebo-controlled studies, severe orthostatic hypotension was reported in one subject
(0.3%) in the rasagiline arm (adjunct studies), none in the placebo arm. Clinical trial data further
suggest that orthostatic hypotension occurs most frequently in the first two months of rasagiline
treatment and tends to decrease over time.

Hypertension

Rasagiline selectively inhibits MAO-B and is not associated with increased tyramine sensitivity at the
indicated dose (1 mg/day). In blinded placebo-controlled studies (monotherapy and adjunct) severe
hypertension was not reported in any subjects in the rasagiline arm. In the post-marketing period,
cases of elevated blood pressure, including rare serious cases of hypertensive crisis associated with
ingestion of unknown amounts of tyramine-rich foods, have been reported in patients taking
rasagiline. In post-marketing period, there was one case of elevated blood pressure in a patient using
the ophthalmic vasoconstrictor tetrahydrozoline hydrochloride while taking rasagiline.

Impulse control disorders

One case of hypersexuality was reported in monotherapy placebo-controlled study. The following
were reported during post-marketing exposure with unknown frequency: compulsions, compulsive
shopping, dermatillomania, dopamine dysregulation syndrome, impulse-control disorder, impulsive
behaviour, kleptomania, theft, obsessive thoughts, obsessive-compulsive disorder, stereotypy,
gambling, pathological gambling, libido increased, hypersexuality, psychosexual disorder, sexually
inappropriate behaviour. Half of the reported ICD cases were assessed as serious. Only single cases of
reported cases had not recovered at the time they were reported.

Excessive daytime sleepiness (EDS) and sudden sleep onset (SOS) episodes

Excessive daily sleepiness (hypersomnia, lethargy, sedation, sleep attacks, somnolence, sudden onset
of sleep) can occur in patients treated with dopamine agonists and/or other dopaminergic treatments.
A similar pattern of excessive daily sleepiness has been reported post-marketing with rasagiline.
Cases of patients, treated with rasagiline and other dopaminergic medicinal products, falling asleep
while engaged in activities of daily living have been reported. Although many of these patients
reported somnolence while on rasagiline with other dopaminergic medicinal products, some perceived
that they had no warning signs, such as excessive drowsiness, and believed that they were alert
immediately prior to the event. Some of these events have been reported more than 1-year after
initiation of treatment.

Hallucinations

Parkinson’s disease is associated with symptoms of hallucinations and confusion. In post-marketing
experience, these symptoms have also been observed in Parkinson’s disease patients treated with
rasagiline.

Serotonin syndrome

Rasagiline clinical trials did not allow concomitant use of fluoxetine or fluvoxamine with rasagiline, but
the following antidepressants and doses were allowed in the rasagiline trials: amitriptyline
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<50 mg/daily, trazodone <100 mg/daily, citalopram <20 mg/daily, sertraline <100 mg/daily, and
paroxetine < 30 mg/daily (see section Interaction with other medicinal products and other forms of
interaction).

In the post-marketing period, cases of potentially life-threating serotonin syndrome associated with
agitation, confusion, rigidity, pyrexia and myoclonus have been reported by patients treated with
antidepressants, meperidine, tramadol, methadone, or propoxyphene concomitantly with rasagiline.

Malignant melanoma
Incidence of skin melanoma in placebo-controlled clinical studies was 2/380 (0.5%) in rasagiline 1 mg
as adjacent to levodopa therapy group vs. 1/388 (0.3%) incidence in placebo group. Additional cases
of malignant melanoma were reported during post-marketing period. These cases were considered
serious in all reports.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product.

Healthcare professionals are asked to report any suspected adverse reactions via:

Pusat Farmakovigilans/MESO Nasional Direktorat Pengawasan Keamanan, Mutu, dan Ekspor
Impor Obat, Narkotika, Psikotropika, Prekursor dan Zat Adiktif

Badan Pengawas Obat dan Makanan

JI. Percetakan Negara No. 23, Jakarta Pusat, 10560

Email: pv-center@pom.go.id

Phone: +62-21-4244691 Ext.1079

Website: https://e-meso.pom.go.id/ADR”

Overdose

Symptoms

Symptoms reported following overdose of rasagiline in doses ranging from 3 mg to 100 mg included
hypomania, hypertensive crisis and serotonin syndrome.

Overdose can be associated with significant inhibition of both MAO-A and MAO-B. In a single-dose
study healthy volunteers received 20 mg/day and in a ten-day study healthy volunteers received
10 mg/day. Adverse reactions were mild or moderate and not related to rasagiline treatment. In a dose
escalation study in patients on chronic levodopa therapy treated with 10 mg/day of rasagiline, there
were reports of cardiovascular adverse reactions (including hypertension and postural hypotension)
which resolved following treatment discontinuation. These symptoms may resemble those observed
with non-selective MAO inhibitors.

Management
There is no specific antidote. In case of overdose, patients should be monitored and the appropriate

symptomatic and supportive therapy instituted.
PHARMACEUTICAL PARTICULARS

List of excipients

Mannitol

Maize starch
Pregelatinised maize starch
Colloidal anhydrous silica
Stearic acid

Talc

Purified water
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Special precautions for storage
Do not store above 30°C.

Golongan
Obat keras

PRESENTATION
Carton, 3 blisters @ 10 tablet
Reg. No.:DKI

HARUS DENGAN RESEP DOKTER

W
Actavis

Manufactured by

Pliva Croatia Ltd.,
Republic of Croatia

Imported by

PT. Actavis Indonesia
Jakarta
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Informasi produk untuk Pasien

AZILECT

Rasagiline mesylate
Tablet

Baca semua selebaran ini dengan seksama sebelum Anda mulai mengonsumsi obat ini karena berisi

informasi penting untuk Anda.

- Simpanlah lembar informasi ini. Anda mungkin perlu membacanya lagi.

- Bila anda memiliki pertanyaan lebih lanjut, tanyakan kepada dokter, apoteker atau perawat anda.

- Obat ini diresepkan hanya untuk anda. Jangan berikan kepada orang lain. Obat ini dapat
membahayakan mereka, meskipun mereka memiliki tanda dan gejala penyakit yang sama dengan
anda.

- Bila anda mengalami efek samping obat, bicaralah kepada dokter, apoteker atau perawat anda.
Termasuk efek samping obat yang tidak terdapat dalam lembar informasi ini.

Apa yang ada di selebaran ini

Apa itu AZILECT dan untuk apa penggunaannya

Apa yang perlu Anda ketahui sebelum mengonsumsi AZILECT
Bagaimana cara mengonsumsi AZILECT

Kemungkinan efek samping obat

Bagaimana cara menyimpan AZILECT

Isi paket obat ini dan informasi lainnya

oukwnNe

=

Apa itu AZILECT dan untuk apa penggunaannya

AZILECT mengandung zat aktif Rasagiline mesylate 1.56 mg setara dengan Rasagiline 1 mg dan digunakan
untuk pengobatan penyakit Parkinson idiopatik sebagai monoterapi (tanpa levodopa) atau sebagai terapi
tambahan (dengan levodopa) pada pasien dengan fluktuasi akhir dosis.

Pada penyakit Parkinson, terjadi hilangnya sel-sel yang memproduksi dopamin di otak. Dopamin adalah
bahan kimia di otak yang terlibat dalam kontrol gerakan. AZILECT membantu meningkatkan dan
mempertahankan kadar dopamin di otak.

2. Apayang perlu Anda ketahui sebelum mengonsumsi AZILECT.

Jangan minum AZILECT
- Jika Anda alergi terhadap rasagiline atau bahan lain dari obat ini (tercantum dibagian 6).

- Jika Anda memiliki masalah kelainan hati yang cukup berat atau sedang.

Jangan minum obat-obatan berikut saat mengonsumsi AZILECT:
- Inhibitor monoamine oxidase (MAO) (misalnya untuk pengobatan depresi atau penyakit Parkinson,

atau digunakan untuk indikasi lain), termasuk obat dan produk alami tanpa resep misalnya St. John's
Wort.
- Pethidine (obat penghilang rasa sakit yang kuat).
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Anda harus menunggu setidaknya 14 hari setelah menghentikan pengobatan AZILECT dan memulai
pengobatan dengan inhibitor MAO atau pethidine.

Peringatan dan tindakan pencegahan

Bicaralah dengan dokter Anda sebelum mengonsumsi AZILECT

- Jika Anda memiliki masalah kelainan hati

- Anda harus berbicara dengan dokter Anda tentang perubahan kulit yang mencurigakan. Pengobatan
dengan AZILECT mungkin dapat meningkatkan risiko kanker kulit.

Beri tahu dokter Anda jika Anda atau keluarga/perawat Anda memperhatikan bahwa Anda menunjukkan
perilaku yang tidak biasa di mana Anda tidak dapat menahan dorongan, kemauan atau keinginan untuk
melakukan aktivitas berbahaya atau merugikan bagi diri sendiri atau orang lain. Ini disebut gangguan kontrol
impuls. Pada pasien yang mengonsumsi AZILECT dan/atau obat-obatan lain yang digunakan untuk mengobati
penyakit Parkinson, perilaku seperti kompulsi, pikiran obsesif, perjudian adiktif, pengeluaran berlebihan,
perilaku impulsif dan dorongan seks yang tinggi secara abnormal atau peningkatan pikiran atau perasaan
seksual telah diamati. Dokter Anda mungkin perlu menyesuaikan atau menghentikan dosis Anda (lihat bagian
4).

AZILECT dapat menyebabkan kantuk dan dapat menyebabkan Anda tiba-tiba tertidur selama aktivitas siang
hari, terutama jika Anda mengonsumsi produk obat dopaminergik lainnya (digunakan untuk pengobatan
penyakit Parkinson). Untuk informasi lebih lanjut, silakan lihat bagian mengemudi dan menggunakan mesin.

Anak-anak dan remaja
Tidak ada penggunaan AZILECT yang relevan pada anak-anak dan remaja. Oleh karena itu, AZILECT tidak

dianjurkan untuk digunakan di bawah usia 18 tahun.

Obat-obatan lain dan AZILECT
Beri tahu dokter atau apoteker Anda jika Anda sedang meminum, baru saja mengonsumsi atau mungkin
mengonsumsi obat lain.

Terutama beri tahu dokter Anda jika Anda mengonsumsi salah satu obat berikut:

- Antidepresan tertentu (inhibitor reuptake serotonin selektif, inhibitor reuptake serotonin-norepinefrin
selektif, trisiklik atau antidepresan tetrasiklik)

- Antibiotik ciprofloxacin yang digunakan untuk melawan infeksi
- Dextromethorphan penekan batuk

- Simpatoimetik seperti yang ada dalam obat tetes mata, dekongestan hidung dan oral dan obat flu yang
mengandung efedrin atau pseudoephedrine

Penggunaan AZILECT bersama dengan antidepresan yang mengandung fluoxetine atau fluvoxamine harus
dihindari.

Jika Anda memulai pengobatan dengan AZILECT, Anda harus menunggu setidaknya 5 minggu setelah
menghentikan pengobatan fluoxetine.

Jika Anda memulai pengobatan dengan fluoxetine atau fluvoxamine, Anda harus menunggu setidaknya 14
hari setelah menghentikan pengobatan AZILECT.

Beri tahu dokter atau apoteker Anda jika Anda merokok atau berniat untuk berhenti merokok. Merokok
dapat mengurangi jumlah AZILECT dalam darah.
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Kehamilan, menyusui dan kesuburan
Jika Anda sedang hamil atau menyusui, berpikir Anda mungkin hamil atau berencana untuk memiliki bayi,
mintalah saran dari dokter atau apoteker Anda sebelum minum obat ini.

Anda harus menghindari mengonsumsi AZILECT jika Anda sedang hamil, karena efek AZILECT pada kehamilan
dan anak yang belum lahir tidak diketahui.

Mengemudi dan menggunakan mesin

Mintalah saran dokter Anda sebelum Anda mengemudi dan mengoperasikan mesin, karena penyakit
Parkinson itu sendiri serta pengobatan dengan AZILECT dapat memengaruhi kemampuan Anda untuk
melakukannya. AZILECT dapat membuat Anda merasa pusing atau mengantuk; itu juga dapat
menyebabkan episode onset tidur tiba-tiba.

Hal ini mungkin meningkat jika Anda minum obat lain untuk mengobati gejala penyakit Parkinson Anda, atau
jika Anda minum obat yang dapat membuat Anda merasa mengantuk, atau jika Anda minum alkohol saat
mengonsumsi AZILECT. Jika Anda pernah mengalami mengantuk dan/atau episode onset tidur mendadak

sebelum, atau saat mengonsumsi AZILECT, jangan mengemudi atau mengoperasikan mesin (lihat bagian 2).

3. Cara mengonsumsi AZILECT

Selalu minum obat ini persis seperti yang dikatakan dokter atau apoteker Anda. Periksa dengan dokter atau
apoteker Anda jika Anda tidak yakin.

Dosis AZILECT yang dianjurkan adalah 1 tablet 1 mg yang diminum sekali sehari. AZILECT dapat diminum
dengan atau tanpa makanan.

Jika Anda mengonsumsi lebih banyak AZILECT dari yang seharusnya
Jika Anda berpikir bahwa Anda mungkin telah mengonsumsi terlalu banyak tablet AZILECT, segera hubungi

dokter atau apoteker Anda. Bawalah karton/blister AZILECT untuk ditunjukkan kepada dokter atau apoteker.
Gejala yang dilaporkan setelah overdosis AZILECT termasuk suasana hati yang sedikit euforia (bentuk mania
ringan), tekanan darah yang sangat tinggi dan sindrom serotonin (lihat bagian 4).

Jika Anda lupa mengonsumsi AZILECT
Jangan minum dosis ganda untuk menebus dosis yang terlupakan. Minum dosis berikutnya secara normal,

ketika tiba waktunya untuk meminumnya.

Jika Anda berhenti mengonsumsi AZILECT
Jangan berhenti mengonsumsi AZILECT tanpa terlebih dahulu berbicara dengan dokter Anda.

Jika Anda memiliki pertanyaan lebih lanjut tentang penggunaan obat ini, tanyakan kepada dokter atau
apoteker Anda.

4. Kemungkinan efek samping

Seperti semua obat, obat ini dapat menyebabkan efek samping, meskipun tidak semua orang
mendapatkannya.
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Hubungi dokter Anda segera jika Anda melihat salah satu gejala berikut. Anda mungkin memerlukan saran
atau perawatan medis mendesak:

Jika Anda menunjukkan perilaku yang tidak biasa seperti kompulsi, pikiran obsesif, perjudian adiktif,
belanja atau pengeluaran berlebihan, perilaku impulsif, dan dorongan seks yang tinggi secara
abnormal atau peningkatan pikiran seksual (gangguan kontrol impuls) (lihat bagian 2).

Jika Anda melihat atau mendengar hal-hal yang tidak ada (halusinasi).

Kombinasi halusinasi, demam, kegelisahan, tremor dan keringat (sindrom serotonin)

Hubungi dokter Anda jika Anda melihat ada perubahan kulit yang mencurigakan karena mungkin ada
peningkatan risiko kanker kulit (melanoma) dengan penggunaan obat ini (lihat bagian 2).

Efek samping lainnya

Sangat umum (dapat mempengaruhi lebih dari 1 dari 10 orang)
- Gerakan tak sadar (diskinesia)

- Sakit kepala

Umum (dapat mempengaruhi hingga 1 dari 10 orang)
- Nyeri perut

- Jatuh

- Alergi

- Demam

- Flu (influenza)

- Perasaan tidak sehat secara umum (malaise)

- Nyeri leher
- Nyeri dada (angina pektoris)

- Tekanan darah rendah saat naik ke posisi berdiri dengan gejala seperti pusing/pusing (hipotensi
ortostatik)

- Nafsu makan menurun

- Sembelit

- Mulut kering

- Mual dan muntah

- Perut kembung

- Hasil tes darah yang tidak normal (leukopenia)
- Nyeri sendi (arthralgia)

- Nyeri muskuloskeletal
- Peradangan sendi (radang sendi)

- Mati rasa dan kelemahan otot tangan (carpal tunnel syndrome)
- Penurunan berat badan

- Mimpi yang abnormal

- Kesulitan koordinasi otot (gangguan keseimbangan)

- Depresi

- Pusing (vertigo)
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- Kontraksi otot berkepanjangan (distonia)
- Hidung meler (rinitis)

- Iritasi pada kulit (dermatitis)

- Ruam Mata merah (konjungtivitis)

- Urgensi urin

Tidak umum (dapat mempengaruhi hingga 1 dari 100 orang)
- Stroke (kecelakaan serebrovaskular)
- Serangan jantung (infark miokard)

- Ruam melepuh (ruam vesiculobullous)

Tidak diketahui: frekuensi tidak dapat diperkirakan dari data yang tersedia
- Tekanan darah tinggi

- Kantuk berlebihan

Tidur tiba-tiba

Pelaporan efek samping

Jika Anda mendapatkan efek samping, bicarakan dengan dokter atau apoteker Anda. Ini termasuk
kemungkinan efek samping yang tidak tercantum dalam selebaran ini. Anda juga dapat melaporkan efek
samping secara langsung melalui sistem pelaporan nasional yang tercantum dalam leaflet/brosur. Dengan
melaporkan efek samping, Anda dapat membantu memberikan informasi lebih lanjut tentang keamanan
obat ini.

5. Cara menyimpan AZILECT

Jauhkan obat ini dari pandangan dan jangkauan anak-anak.

Jangan gunakan obat ini setelah tanggal kedaluwarsa yang tertera pada karton, botol, atau blister setelah
EXP. Tanggal kedaluwarsa mengacu pada hari terakhir bulan itu.

Jangan simpan di atas 30°C

Jangan membuang obat-obatan apa pun melalui air limbah atau limbah rumah tangga. Tanyakan kepada
apoteker Anda cara membuang obat yang tidak lagi Anda gunakan. Langkah-langkah ini akan membantu

melindungi lingkungan.
6. Isi paket dan informasi lainnya

Apa yang terkandung dalam AZILECT

- Zat aktifnya adalah rasagiline. Setiap tablet mengandung 1 mg rasagiline (sebagai mesilate).

- Bahan lainnya adalah manitol, silika anhidrat koloid, pati jagung, pati jagung pregelatinisasi, asam
stearat, talk.

Seperti apa tampilan AZILECT dan isi paket

Tablet AZILECT disajikan sebagai tablet putih hingga putih pudar, bulat, datar, miring, didebossed dengan

"GIL" dan "1" di bawah satu sisi dan polos di sisi lain.

Tablet tersedia dalam kemasan blister berisi 30 tablet.
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