Rizanaptan c.. o

COMPOSITION AND EXCIPIENTS:

Composition: Each orally disintegrating tablet contains 7.265 mg rizatriptan benzoate, equivalent to 5 mg
rizatriptan or 14.53 mg rizatriptan benzoate, equivalent to 10 mg rizatriptan.

Excipients: aspartame, croscarmellose sodium, crospovidone, glycine, magnesium stearate, mannitol,
microcrystalline cellulose, monosodium citrate anhydrous, peppermint flavor, sodium chloride, Red E124
Lake (10 mg rizatriptan).

MECHANISM OF ACTION:

Rizatriptan is a selective 5-hydroxytryptamine (5-HT ;) receptor agonist. It binds with high affinity
to human cloned 5-HT _ and 5-HT  receptors. lf{he therapeutlc activity of rizatriptan in migraine can most
likely be attributed to agonist effects at 5-HT,  receptors located on the intracranial blood vessels and
sensory nerve of the trigeminal system.

PHARMACOKINETICS:

Absorption: Rizatriptan is completely absorbed following oral administration. The mean oral absolute
bioavailability of the RIZATRIPTAN BENZOATE is about 45%, and mean peak plasma concentrations
(C,,,) are reached in approximately 1-1.5 hours (T, ).Food has no significant effect on the bioavailability
of' rizatriptan but delays the time to reach peak concentration by an hour.Rizatriptan was administered
without regard to food.

Distribution: Rizatriptan is minimally bound (14%) to plasma proteins.

Metabolism: N-monodesmethyl-rizatriptan, is the active metabolite with activity similar to that of
parent compound at the 5-HT = receptor. Plasma concentrations of N-monodesmethyl-rizatriptan are
approximately 14% of those of | parent compound, and it is eliminated at a similar rate.

Elimination: The total administered dose recovered over 120 hours in urine and feces was 82% and 12%,

respectively, following a single 10-mg oral administration of rizatriptan. Approximately 14% of an oral
dose is excreted in urine as unchanged rizatriptan. The plasma half-life of rizatriptan in males and females
averages 2-3 hours.

SPECIAL POPULATIONS:

Gender: The mean AUC_and C__of rizatriptan (10 mg orally) are about 30% and 11% higher in females
as compared to males, respectlvef‘y, while T occurs at approximately the same time.

Hepatic _impairment: Following oral administration in patients with hepatic impairment plasma
concentrations of rizatriptan were similar in patients with mild hepatic insufficiency compared to a control
group of healthy subjects; plasma concentrations of rizatriptan were approximately 30% greater in patients
with moderate hepatic insufficiency.

Renal impairment: In hemodialysis patients,however, the AUC for rizatriptan was approximately 44%
greater than that in patients with normal renal function.

Pregnancy: Pregnancy Category C. Rizatriptan should not be used during pregnancy unless if the potential
benefit justifies the potential risk to the fetus.

Nursing mothers:It is not known whether this drug is excreted in human milk.Caution should be exercised
when RIZATRIPTAN BENZOATE is administered to nursing women.

Pediatric use: Safety and effectiveness of rizatriptan in pediatric patients under 6 years have not been
established. RIZATRIPTAN BENZOATE is approved to given to patient aged 6-17years in the acute
treatment of migraine.

Geriatric Use: In general, dose selection for an elderly patient should be cautious, starting at the low end of
the dosing range. Geriatric patients who have other cardiovascular risk factors should have a cardiovascular
evaluation prior to receiving RIZATRIPTAN BENZOATE.

INDICATIONS:

RIZATRIPTAN BENZOATE is indicated for the acute treatment of migraine attacks with or without aura
in adults and in pediatric patients 6 to 17 years old.

Limitation of use:

RIZATRIPTAN BENZOATE should only be used where a clear diagnosis of migraine has been established.
RIZATRIPTAN BENZOATE not indicated for use in the management of hemiplegic or basilar migraine
and for prevention of migraine attacks. Safety and effectiveness of RIZATRIPTAN BENZOATE have not
been established for cluster headache.

CONTRAINDICATIONS:
RIZATRIPTAN BENZOATE tablets are contraindicated in patients with:
« Ischemic coronary artery disease (angina pectoris, history of myocardial infarction, or documented
silent ischemia), or other significant underlying cardiovascular disease.
« Coronary artery vasospasm including Prinzmetal's angina.
« History of stroke or transient ischemic attack (TIA).
« Peripheral vascular disease (PVD).
« Ischemic bowel disease.
* Uncontrolled hypertension.
* Recent use (i.e., within 24 hours) of another 5-HT1 agonist, ergotamine-containing medication, or
ergot-type medication (such as dihydroergotamine or methysergide).
« Hemiplegic or basilar migraine.
« Concurrent administration or recent discontinuation (i.e., within 2 weeks) of a MAO-A inhibitor.
* Hypersensitivity to rizatriptan benzoate orally disintegrating tablets.

ADVERSE REACTIONS:

The most common adverse reactions during treatment with Rizatriptan benzoate are: asthenia/fatigue,
somnolence, pain/pressure/ tightness sensation (in chest, Neck, throat, jaw), dizziness, Paresthesia, Dry
Mouth, Nausea, Headache.

WARNINGS & PRECAUTIONS

Myocardial Ischemia, Myocardial Infarction, and Prinzmetal's Angina: RIZATRIPTAN BENZOATE
should not be given to patients with ischemic or vasospastic coronary artery disease. There have been rare
reports of serious cardiac adverse reactions, including acute myocardial infarction, occurring within a few
hours following administration of rizatriptan benzoate. Some of these reactions occurred in patients without
known coronary artery disease (CAD). 5-HT agonists including

rizatriptan benzoate may cause coronary artery vasospasm (Prinzmetal's Angina), even in patients without
a history of CAD.

Arrhythmias: Life threatening disturbances of cardiac rhythm, including ventricular tachycardia and
ventricular fibrillation leading to death, have been reported within a few hours following the administration
of 5-HT agonists. Discontinue rizatriptan benzoate if these disturbances occur.

Chest, Throat, Neck and/or Jaw Pain/Tightness/Pressure:

As with other 5-HT agonists, sensations of tightness, pain, pressure, and heaviness in the precordium,
throat, neck and jaw commonlyoccur after treatment with rizatriptan benzoate.

Cerebrovascular Events: Cerebral hemorrhage, subarachnoid hemorrhage, and stroke have occurred in
patients treated with 5-HT agonists, and some have resulted in fatalities. Discontinue rizatriptan benzoate
if a cerebrovascular event occurs.

Other Vasospasm Reactions: RIZATRIPTAN BENZOATE may cause non-coronary vasospastic reactions,
such as peripheral vascular ischemia, gastrointestinal vascular ischemia and infarction (presenting with
abdominal pain and bloody diarrhea), splenic infarction, and Raynaud’s syndrome.

Reports of transient and permanent blindness and significant partial vision loss have been reported with
the use of 5-HT agonists.

Medication Overuse Headache: Overuse of acute migraine drugs (e.g., ergotamine, triptans, opioids, or a
combination of drugs for 10 or more days per month) may lead to exacerbation of headache (medication
overuse headache).

Detoxification of patients, including withdrawal of the overused drugs, and treatment of withdrawal
symptoms (which often includes a transient worsening of headache) may be necessary.

Serotonin _Syndrome: Serotonin syndrome may occur with triptans, including rizatriptan benzoate
particularly during coadministration with selective serotoninreuptake inhibitors (SSRIs), serotonin
norepinephrine reuptake inhibitors (SNRIs), tricyclic antidepressants (TCAs), and MAO inhibitors.
Rizatriptan benzoate treatment should be discontinued if serotonin syndrome is suspected.

Increase in Blood Pressure: Significant elevation in blood pressure, including hypertensive crisis with acute
impairment of organ systems, has been reported on rare occasions in patients with and without a history of
hypertension receiving 5-HT agonists, including rizatriptan benzoate.

Rizatriptan benzoate is contraindicated in patients with uncontrolled hypertension.

DRUG INTERACTIONS:

Propranolol: propranolol has been shown to increase the plasma concentrations of rizatriptan by 70%.
Ergot-containing drugs:Ergot-containing drugs have been reported to cause prolonged vasospastic
reactions. Because there is a theoretical basis that these effects may be additive, use of ergotamine-
containing or ergot-type medications (like dihydroergotamine or methysergide) and rizatriptan within 24
hours is contraindicated.

Other 5-HT1 agonists: Because their vasospastic effects may be additive, coadministration of rizatriptan
and other 5-HT1 agonists within 24 hours of each other is contraindicated.

Selective Serotonin Reuptake Inhibitors SSRIs /Serotonin Norepinephrine Reuptake Inhibitors SNRIs
and Serotonin Syndrome: Cases of serotonin syndrome have been reported during coadministration use of
triptans and SSRIs or SNRIs.

Monoamine oxidase inhibitors: Rizatriptan benzoate is contraindicated in patients taking MAO-A
inhibitors and non-selective MAO inhibitors. A specific MAO-A inhibitor increased the systemic exposure
of rizatriptan and its metabolite.

DOSAGE AND ADMINISTRATION:

Dosing Information in Adults

The recommended starting dose of rizatriptan benzoate orally disintegrating tablets is either 5 mg or 10 mg
for the acute treatment of migraines in adults. The 10 mg dose may provide a greater effect than the 5 mg
dose, but may have a greater risk of adverse reactions.

* Redosing in adults: If the migraine headache returns, a second dose may be administered 2 hours after
the first dose. The maximum daily dose should not exceed 30 mg in any 24-hour period. The safety of
treating, on average, more than four headaches in a 30-day period has not been established.

Dosing Information in Pediatric Patients (Age 6 to 17 Years):

Dosing in pediatric patients is based on the patient's body weight. The recommended dose of Rizatriptan
benzoate is 5 mg in patients weighing less than 40 kg , and 10 mg in patients weighing 40 kg or more.
The efficacy and safety of treatment with more than one dose of Rizatriptan benzoate within 24 hours in
pediatric patients 6 to 17 years of age have not been established.

Administration of RIZATRIPTAN BENZOATE Orally Disintegrating Tablets

For rizatriptan benzoate orally disintegrating tablets, administration with liquid is not necessary. Orally
disintegrating tablets are packaged in a blister and patients should not remove the tablet from the blister
until just prior to dosing. The blister pack should then be peeled open with dry hands and the orally
disintegrating tablet placed on the tongue, where it will dissolve and be swallowed with the saliva.

Dosage Adjustment for Patients on Propranolol:

* Adult patients:

In adult patients taking propranolol, only the 5 mg dose of rizatriptan benzoate orally disintegrating tablets
is recommended, up to a maximum of three doses in any 24-hour period (15 mg).

* Pediatric patients:

For pediatric patients weighing 40 kg or more, taking propranolol, only a single 5-mg dose of Rizatriptan
benzoate is recommended (maximum dose of 5 mg in a 24-hour period). Rizatriptan benzoate should not
be prescribed to propranolol-treated pediatric patients who weigh less than 40 kg.

OVERDOSAGE:
No overdoses of RIZATRIPTAN BENZOATE were reported during clinical trials.

PACKAGE:

Carton package contains 10 orally disintegrating tablets.

STORAGE:

Store at room temperature (15-30°C).

Rev. No: 11607

THIS IS A MEDICAMENT

The medicament is a product which affects your health, and its consumption
contrary to instruction is 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 pharmacist are
experts in medicine, its benefits and risks.

Do not by yourself interrupt the period of treatment prescribed for you.

Do not repeat the same prescription without consulting your doctor.

KEEP THE MEDICAMENT OUT OF THE REACH OF CHILDREN

Council of Arab Health Ministers Arab Pharmacists Association

DIAMOND PHARMA - Damascus suburb — Syria
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