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Parcalin 1

Rasagiline Tmgq ( as Rasagiline
hemitartrate )

Read all of this leaflet carefully before
you start taking this medicine.
- Keep this leaflet.You may need to read it
again.
- If you have any further questions, ask
your doctor or pharmacist.
- This medicine has been prescribed for
you. Do not pass it on to others. It may
harm them, even if their symptoms are the
same as yours.
- If any of the side effects gets serious, or
if you notice any side effects not listed in
this leaflet, please tell your doctor or
pharmacist.

In this leaflet:

1. What Parcalin is and what it is used
for.

2. Before you take Parcalin
3. How to take Parcalin
4. Possible side effects.

5. How to store Parcalin
6. Further information.

1. What Parcalin
used for:
Pharmacotherapeutic group:
Anti-Parkinson-Drugs, Monoamine
oxidase -B inhibitors, ATC code: NO4BD02.
Therapeutic indications:

Parcalin is indicated for the treatment of
idiopathic Parkinson's disease (PD) as
monotherapy (without levodopa) or as
adjunct therapy (with levodopa) in
patients with end of dose fluctuations.

2. Before you take Parcalin:

a. Do not take Parcalinin:

- Hypersensitivity to the active substance
or to any of the excipients.

- Concomitant treatment with other
monoamine oxidase (MAO) inhibitors
(including medicinal and natural products
without prescription e.g. St. John's Wort)
or pethidine. At least 14 days must elapse
between discontinuation of Rasagiline and
initiation of treatment with MAQ inhibitors
or pethidine.

- In patients
impairment.

b. Take special care with Parcalin:

- The concomitant use of Rasagiline and
fluoxetine or fluvoxamine should be
avoided. 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.

- Impulse control disorders (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.

- Since Rasagiline potentiates the effects of
levodopa, the adverse effects of levodopa
may be increased and pre-existing
dyskinesia exacerbated. Decreasing the
dose of levodopa may ameliorate this side
effect.

- 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 effects of
hypotension due to existing gait issues.

- 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.

- During the clinical development program,
the occurrence of cases of melanoma
prompted the consideration of a possible
association with Rasagiline. The data
collected  suggests  that  Parkinson's
disease, and not any medicinal products in
particular, is associated with a higher risk
of skin cancer (not exclusively melanoma).
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Any suspicious skin lesion should be
evaluated by a specialist.

- 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.

. Taking other medicines, herbal or
dietary supplements:

Please inform your doctor or pharmacist

if you are taking or have recently taken
any other medications, including over-the
counter medicines.

There are number of known interactions
between non selective MAQ inhibitors and
other medicinal products.

- Rasagiline must not be administered
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.

- 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.

- With MAQ inhibitors there have been
reports of medicinal product interactions
with the concomitant use of sympathomi-
metic 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.

- There have been reports of medicinal
product interactions with the concomitant
use of dextromethorphan and non
selective MAO inhibitors. Therefore, in
view of the MAO inhibitory activity of
Rasagiline, the concomitant administration
of Rasagiline and dextromethorphan is not
recommended.

- The concomitant use of Rasagiline and
fluoxetine or fluvoxamine should be
avoided.

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

- In Parkinson's disease patients receiving
chronic levodopa treatment as adjunct
therapy, there was no clinically significant
effect of levodopa treatment on Rasagiline
clearance.

- Cytochrome P450 1A2 (CYP1A2) is the
major enzyme responsible for the
metabolism of Rasagiline. Co-administra-
tion 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 pharmacokinet-
ics of either product. Thus, potent CYP1A2
inhibitors may alter Rasagiline plasma
levels and should be administered with
caution.

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

- Rasagiline at a concentration of 1 pg/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,
CYP2E1, CYP3A4 and CYP4A. These
results  indicate  that  Rasagiline's
therapeutic concentrations are unlikely to
cause any clinically significant interference
with substrates of these enzymes.

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

- Tyramine/Rasagiline interaction: Results
of five tyramine challenge studies (in
volunteers and PD 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.
d.Pregnancy and breast-feeding:
For Rasagiline no clinical data on exposed
pregnancies is available. Animals studies
do not indicate direct or indirect harmful
effects with respect to pregnancy,
embryonal/foetal development, parturition
or postnatal development. Caution should
be exercised when prescribing to pregnant
women.

Experimental  data  indicated  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 s
administered to a breast-feeding mother.
e. Effects on ability to drive and use
machines:

No studies on the effects on the ability to
drive and use machines have been
performed. Patients should be cautioned
about operating hazardous machines,
including motor vehicles, until they are
reasonably certain that Parcalin does not
affect them adversely.

3. How to take Parcalin:

Always take Parcalin exactly as your
doctor has told you. You should check
with your doctor or pharmacist if you are
not sure.

Parcalin is administered orally, at a dose
of 1 mg once daily with or without
levodopa.

It may be taken with or without food.
Elderly: No change in dose is required for
elderly patients.

Paediatric population: Rasagiline is not
recommended for use in children and
adolescents due to lack of data on safety
and efficacy.

Patients with hepatic impairment: Rasagiline
use in patients with severe hepatic
impairment is contraindicated. 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.
Patients with renal impairment: No change
in dose is required for renal impairment.
If you take more Parcalin than you
should:

If you take more Parcalinthan prescribed
by your doctor, talk to your doctor or
pharmacist straight away.

Symptoms reported following overdose of
Rasagiline in doses ranging from 3 mg to
100 mg included dysphoria, hypomania,
and 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 events 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
undesirable reactions (including
hypertension and postural hypotension)
which resolved following ~ treatment
discontinuation. These symptoms may
resemble  those  observed  with
non-selective MAQ inhibitors.

There is no specific antidote. In case of
overdose, patients should be monitored
and the appropriate symptomatic and
supportive therapy instituted.

If you forget to take Parcalin

o If you forget to take a dose, take it as
soon as you remember it. However, if it is
almost time for your next dose, skip the
missed dose.

* Do not take a double dose (two doses at
the same time) to make up for a forgotten
dose.

If you have any further questions on the
use of this medicine, ask your doctor or
pharmacist.

4. Possible side effects

Like all medicines, Parcalin can cause
side effects, although not everyone get

them.

Adverse reactions are ranked under
headings of frequency using the following
conventions: very common  (>1/10),
common (=1/100 to <1/10), uncommon
(=1/1000 to <1/100), rare (=1/10000 to
<1/1000), very rare (<1/10000).
Monotherapy

Very common: Headache

Common: Influenza, skin carcinoma,
leucopenia, allergy conjunctivitis, vertigo,
angina pectoris, flatulence, dermatitis,
musculoskeletal pain, urinary urgency,
fever.

Uncommon: Decreased appetite,
cerebrovascular accident, myocardial
infarction, vesiculobullous rash.

Adjunct Therapy

Very common: Dyskinesia.
Common:Decreased appetite, hallucinations,
abnormal dreams, dystonia, carpal tunnel
syndrome,  balance ~ disorder, orthostatic
hypotension, abdominal pain, constipation,
nausea, and vomiting, dry mouth, rash,
arthralgia, neck pain, decreased weight, fall.
Uncommon: Skin melanoma, confusion,
cerebrovascular accident, angina pectoris.
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.

Serious adverse reactions are known to
occur with the concomitant use of SSRIs,
SNRIs, tricyclic/ tetracyclic antidepressants
and MAO inhibitors. In the post-marketing
period, cases of serotonin syndrome
associated with agitation, confusion,
rigidity, pyrexia and myoclonus have been
reported by patients treated with
antidepressants / SNRI concomitantly with
Rasagiline.

If any of the side effects gets serious, or if
you note any side effects not listed in this
leaflet, please tell your doctor or
pharmacist.

5. How to store Parcalin

- Keep the medicine out of the reach of
children.

- Do not store above 30°C.

- Store in a cool & dry place away from
direct light.

- The validity date which written after the
EXP. on the carton indicates the last day of
the month.

- Medicines should not be disposed of via
wastewater or household waste. Ask your
pharmacist how to dispose of medicines
no longer required. These measures will
help to protect the environment.

6. Further information

a. What Parcalin contains:

The active substance is: Rasagiline
hemitartrate.

Each tablet contains Rasagiline hemitartrate
equivalent to Rasagiline Tmg in packs of
28, 30 Tablets.

Hospital packs are also available (500,
1000).

Not all pack sizes are available in all
countries.

b. Physical description: White to
offwhite round, flat tablets with bevelled
edges and engraved with “TQ" in one
side, and plain on the other side.

- The other ingredients are:
Microcrystalline Cellulose, Maize Starch,
Silica and Magnesium Stearate.

- Pharmaceutical form: Tablets for oral

use.
c. Marketing Authorization Holder
Al-Tagaddom Pharmaceutical
Industries.

Almwaqgar — Amman, Jordan

Tel.: +962-6-4050092

Fax: +962-6-4050091

P. 0. Box: 1019 Amman 11947 Jordan
Email: info@tqpharma. com

d. This leaflet was last approved in
Jan/2018 ; 1-0178-PCL-LMO-R1/AE

This is a medicament

« A medicamentis a product which affects your health, and
its consumption contrary toinstructions s dangerous for you
 Follow strictly the doctor's prescription, the method of use
and the instructions of the pharmacist who sold the medicament.

« The doctor and the pharmacstare expert in medicine, ts
benefits and risks.

« Do not by yourself nterrupt the priod oftreatment prescribed
for you
3t repetthesame prescrpion without coslingyourdoctor

* Keep medicament out of the reach of children.

COUNCIL OF ARAB HEALTH MINISTERS
UNION OF ARAB PHARMACISTS
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Dimension 24 X 15cm pantone 2607 C

2643



