
(Flunarizine 5mg Capsule)
COMPOSITION
Each capsule contains:
Flunarizine as HCl (BP) ........................................………… 5mg
Product complies with Amarant Specs.

DESCRIPTION
Flunarizine is a Selec�ve Calcium entry blocker with 
calmodulin binding proper�es and histamine H1 blocking 
ac�vity. The chemical name is 1-[bis(4-fluorophenyl)meth-
yl]-4-[(E)-3-phenylprop-2-enyl]piperazine;dihydrochloride 
and molecular formula  is C26H28Cl2F2N2 .The structural 
formula is as follows:

CLINICAL PHARMACOLOGY
Mechanism of Ac�on
Flunarizine is a Non-Selec�ve Calcium antagonist with 
moderate other ac�ons including An�histamine, Serotonin 
receptor blocking and Dopamine D2 blocking ac�vity. 
Compared to other Calcium channel blockers such as 
Dihydropyridine deriva�ves, Verapamil and Dil�azem, 
Flunarizine has low affinity to voltage-dependent Calcium 
channels. It has been theorized that it may act not by 
inhibi�ng Calcium entry into cells, but rather by an intracellular 
mechanism such as antagonizing Calmodulin, a Calcium 
binding protein. 

Pharmacokine�cs
The drug is well absorbed reaching peak plasma concentra�ons 
within 2-4 hours, and reaching steady state at 5-6 weeks.

Absorption
Flunarizine is well absorbed (>80%) from the gastrointes�nal 
tract, reaching peak plasma concentra�ons within 2 to 4 
hours a�er oral dosing. Under condi�ons of reduced gastric 
acidity (higher gastric pH), bioavailability may be moderately 
lower.

Distribution
Flunarizine is >99% bound to plasma proteins. It has a large 
volume of distribu�on of approximately 78 L/kg in healthy 
subjects and approximately 207 L/kg in epilep�c pa�ents 
indica�ng extensive distribu�on into extravascular �ssue. 
The drug quickly crosses the blood brain barrier; concentra�ons 
in the brain are approximately 10 �mes higher than those in 
plasma.

Metabolism
Flunarizine is metabolized in the liver into at least 15 
metabolites. The primary metabolic pathway is CYP2D6.

Elimination
Flunarizine is primarily eliminated as parent drug and 
metabolites through the feces via bile. Within 24 to 48 hours 
a�er administra�on, approximately 3% to 5% of the 
administered dose of Flunarizine is eliminated in the feces as 
parent drug and metabolites and <1% is excreted as 
unchanged drug in urine. Its terminal elimina�on half-life is 
highly variable, ranging from 5 to 15 hours in most individual 
subjects a�er a single dose. Some subjects show measurable 
plasma concentra�ons of Flunarizine (>0.5 ng/mL) for a 
prolonged �me period (up to 30 days), possibly due to 
redistribu�on of the drug from other �ssues.
Plasma concentra�ons of Flunarizine reach steady state a�er 
approximately 8 weeks of once-daily mul�ple dosing and are 
about 3-fold higher than those observed a�er a single dose. 
Steady state Flunarizine concentra�ons are propor�onal 
over a dose range of 5mg to 30mg.

INDICATIONS
• Prophylaxis of classic (with aura) or common (without
 aura) Migraine.
• Symptoma�c treatment of ves�bular ver�go (due to a
 diagnosed func�onal disorder of the ves�bular system).

DOSAGE AND ADMINISTRATION
Migraine Prophylaxis
Starting Dose
Two 5mg capsules (10 mg) Flunarizine at night in pa�ents 
less than 65 years of age and 5mg daily in pa�ents older than 
65 years. If, during this treatment depressive extrapyramidal 
or other unacceptable symptoms occur, administra�on 
should be discon�nued. If, a�er 2 months of this ini�al 
treatment no significant improvement is observed the 
pa�ent should be considered a non-responder and 
administra�on should be discon�nued.

Maintenance Treatment
If a pa�ent is responding sa�sfactorily and if a maintenance 
treatment is needed the dose should be decreased to 5 days 
treatment at the same daily dose with two successive 
medicine free days every week.
Even if the prophylac�c maintenance treatment is successful 
and well tolerated, it should be interrupted a�er 6 months 
and it should be re-ini�ated only if the pa�ent relapses.

Vertigo
The same dosage should be used as for Migraine, but the 
star�ng treatment should not be given longer than needed 
for symptom control which generally takes less than two 
months.
A�er one month of treatment for chronic ver�go or a�er
two months treatment for paroxysmal ver�go, no significant 
improvement is observed the pa�ent should be considered 

a non-responder and administra�on should be discon�nued.

USE IN SPECIFIC POPULATION
Use during pregnancy
There are no data from the use of Flunarizine in pregnant
women. Animal studies do not indicate direct or indirect 
harmful effects with respect to pregnancy, embryonal/ 
foetal development, parturi�on or postnatal development. 
As a precau�onary measure it is preferable to avoid the use 
of Flunarizine during pregnancy.

Use during lactation
It is unknown whether Flunarizine is excreted in human 
milk. Animal studies have shown excre�on of Flunarizine in 
breast milk. A decision on whether to discon�nue breast- 
feeding or to con�nue/ discon�nue therapy with 
Flunarizine should be made taking into account the benefit 
of breast- feeding to the child and the benefit of therapy to 
the woman.

WARNINGS & PRECAUTIONS
Depression: If you experience depression (such as 
depressed thoughts or mood, lack of interest in normal 
ac�vi�es, sleep changes, or extreme fa�gue), contact your 
doctor or health care professional immediately.
Drowsiness/reduced alertness: Do not operate vehicles or 
equipment un�l you know how Flunarizine affects you. 
Avoid drinking alcohol since it can add to the poten�al 
drowsiness caused by Flunarizine.
Liver problems: Tell your doctor if you have ever had any 
liver problems.
Pregnancy: There is li�le informa�on concerning the use of 
this medica�on during pregnancy. Discuss the risks and 
benefits with your doctor.
Breast-feeding: Flunarizine passes into breast milk. It 
should not be used by nursing women.
Children: The safety and effec�veness of this medica�on 
has not been established for use by children less than 18 
years old.
Seniors: The effec�veness of this medica�on for use by 
seniors has not been established.

SIDE EFFECTS
• Drowsiness
• Cons�pa�on
• Diarrhea
• Dizziness or lightheadedness
• Dryness of the mouth
• Flushing and feeling of warmth
• Headache
• Increased appe�te or weight gain
• Nausea
• Unusual �redness or weakness

DRUG INTERACTIONS
When used in conjunc�on with an�-hypertensive drugs, 
dosage of the later may need adjustment.
Galactorrhea has been reported in some female pa�ents on 
oral contracep�ves within the first two months of 
Flunarizine treatment.
Excessive seda�on can occur when Alcohol, Hypno�cs or 
Tranquillizers are taken simultaneously with Flunarizine.
The pharmacokine�cs of Flunarizine were unaffected by 
Topiramate. A�er repeated dosing in Migraine pa�ents,  

systemic exposure to Flunarizine increased by 14%. When 
Flunarizine was co-administered with Topiramate 50mg 
every 12 hours, repeated dosing resulted in a 16% increase 
in systemic exposure to Flunarizine. The steady-state 
pharmacokine�cs of Topiramate were unaffected by 
Flunarizine. Chronic administra�on of Flunarizine did not 
affect the disposi�on of Phenytoin, Carbamazepine, 
Valproate or Phenobarbital. Plasma concentra�ons of 
Flunarizine were generally lower in pa�ents with Epilepsy 
taking these An�-Epilep�c drugs (AEDs) compared to 
healthy subjects given similar doses. The plasma protein 
binding of Carbamazepine, Valproate and Phenytoin is not 
affected by co-administra�on with Flunarizine.

CONTRAINDICATIONS
• An allergy to Flunarizine or to any of the ingredients of
 the medica�on
• A history of depression
• A history of involuntary movement disorders (extrapyramidal  
 symptoms  
OVERDOSAGE
Symptoms and Signs
On the basis of the pharmacological proper�es of the drug, 
Seda�on and Asthenia may be expected to occur. Cases of 
acute over dosage (up to 600mg in one intake) have been 
reported and the observed symptoms were Seda�on, 
Agita�on and Tachycardia.

Treatment
Treatment of acute over dosage consists of Charcoal 
administra�on, if considered appropriate and suppor�ve 
measures. No specific An�dote is known.

STORAGE
• Store below 30°C.
• Protect from light, heat and moisture.
• Keep all medicines out of the reach of children.

PRESENTATION
Migram (Flunarizine as HCl) 5mg Capsule: 
Pack of 12’s in Alu-PVC blister.
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