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Composition :
Each Softgel Capsule Contains

Cetirizine dihydrochloride 10 mg

Inactive Ingredients :
Polyethylene glycol 400, Sodium hydroxide, Gelatin, Glycerin, Purified water.

Description :
Clear, colourless, oily liquid filled in 10 minim, oval, transparent soft gelatin shell capsule.

Source of Gelatin : Bovine

Pharmacodynamics :

Pharmacotherapeutic group

Antihistamines for systemic use, piperazine derivatives
ATC Code : ROBAEO7

Mechanism of Action and Pharmacodynamic Effects
Cetirizine, a human metabolite of hydroxyzine, is a potent and selective antagonist of peripheral H1-receptors. In vitro receptor binding
studies have shown no measurable affinity for other than H1-receptors.

Ex vivo experiments in mice have shown that systemically administered cetirizine does not significantly occupy the cerebral H1-receptors.

In addition to its anti-H1 effect, cetirizine was shown to display anti-allergic activities: at a dose of 10 mg once or twice daily, it inhibits the
late phase recruitment of inflammatory cells, notably eosinophils, in the skin and conjunctiva of atopic subjects submitted to antigen
challenge, and the dose of 30 mg/day inhibits the influx of eosinophils in the bronchoalveolar lavage fluid during a late-phase bronchial
constriction induced by allergen inhalation in asthmatic subjects. Moreover, cetirizine inhibits the late-phase inflammatory reaction induced
in chronic urticaria patients by intradermal administration of kallikrein. It also down regulates the expression of adhesion molecules, such
as ICAM-1 and VCAM-1, which are markers of allergic inflammation. Studies in healthy volunteers show that cetirizine, at doses of 5 and 10
mag strongly inhibits the wheal and flare reactions induced by very high concentrations of histamine into the skin. The onset of activity after
asingle 10 mg dose occurs within 20 minutes in 50 % of the subjects and within one hour in 95 %. This activity persists for at least 24 hours
after a single administration.

Pharmacokinetics :

Absorption: The steady-state peak plasma concentration is approximately 300 ng/ml and is achieved within 1.0 +0.5 h. The distribution of
pharmacokinetic parameters such as peak plasma concentration (Cmax) and area under curve (AUC) is unimodal. The extent of absorption
of cetirizine is not reduced with food, although the rate of absorption is decreased. The extent of bioavailability is similar when cetirizine
is given as solutions, capsules or tablets.

Distribution: The apparent volume of distribution is 0.50 I/kg. Plasma protein binding of cetirizine is 93 + 0.3 %. Cetirizine does not modify
the protein binding of warfarin.

Metabolism and Elimination: Cetirizine does not undergo extensive first pass metabolism. About two-thirds of the dose is excreted unchanged
in urine. The terminal half-life is approximately 10 hours and no accumulation is observed for cetirizine following daily doses of 10 mg for
10 days. Cetirizine exhibits linear kinetics over the range 5 to 60 mg.

Indication :
Adults and Children over 12 years of age:
Symptomatic treatment of seasonal allergic rhinitis, perennial allergic rhinitis and urticaria of allergic origin.

Dosage :
Adults and Children over 12 years of age: Take one capsule once daily or as directed by a physician.

Mode of Administration : Oral Administration.

Contraindications :

Cetirizine is contraindicated in:
« hypersensitivity to any of the constituents of this formulation, to hydroxyzine or to any piperazine derivatives.
« patients with severe renal impairment at less than 10 ml/min creatinine clearance.

Warnings & Precautions :

Alcohol

At therapeutic doses, no clinically significant interactions have been demonstrated with alcohol (for a blood alcohol level of 0.5 g/L).
Nevertheless, precaution is recommended if alcohol is taken concomitantly.

Increased risk of urinary retention

Caution should be taken in patients with predisposition factors of urinary retention (e.g. spinal cord lesion, prostatic hyperplasia) as cetirizine
may increase the risk of urinary retention.

Patients at risk of convulsions

Caution in epileptic patients and patients at risk of convulsions is recommended.

Skin reactions

Pruritus and/or urticaria may occur when cetirizine is stopped, even if those symptoms were not present before treatment initiation. In some
cases, the symptoms may be intense and may require treatment to be restarted. The symptoms should resolve when the treatment is
restarted.

Allergy skin tests

Allergy skin tests are inhibited by antihistamines and a wash-out period of 3 days is recommended before performing them.

Food

The extent of absorption of cetirizine is not reduced with food, although the rate of absorption is decreased.

Activities requiring mental alertness

In clinical trials, the occurrence of somnolence has been reported in some patients taking Cetirizine. Due caution should therefore be
exercised when driving a car or operating potentially dangerous machinery.

Drug Interactions :

Due to the pharmacokinetic, pharmacodynamics and tolerance profile of cetirizine, no interactions are expected with this antihistamine.
Neither pharmacodynamic nor significant pharmacokinetic interaction was reported in drug-drug interactions studies performed, notably
with pseudoephedrine or theophylline (400 mg/day).

Alcohol and other CNS depressants

In sensitive patients, the concurrent use of alcohol or other CNS depressants may cause additional reductions in alertness and impairment
of performance, although cetirizine does not potentiate the effect of alcohol (0.5 g/L blood levels).

Pregnancy & Lactation :

Pregnancy

Caution should be exercised when prescribing to pregnant women. For cetirizine prospectively collected data on pregnancy outcomes do
not suggest potential for maternal or foetal/embryonic toxicity above background rates.

Animal studies do not indicate direct or indirect harmful effects with respect to pregnancy, embryonal/fetal development, parturition or
postnatal development.

Lactation

Caution should be exercised when prescribing cetirizine to lactating women. Cetirizine is excreted in human milk at concentrations represent-
ing 25% to 90% of those measured in plasma, depending on sampling time after administration.

Side Effects :

Blood and lymphatic disorders: Thrombocytopenia

Immune system disorders: hypersensitivity, anaphylactic shock

Metabolism and nutrition disorders: increased appetite

Psychiatric disorders: agitation, aggression, confusion, depression, hallucination, insomnia

Tics, suicidal ideation, nightmare

Nervous system disorders: paraesthesia, convulsions, dysgeusia, dyskinesia, dystonia, syncope, tremor, amnesia, memory impairment

Eye disorders: accommodation disorder, blurred vision, oculogyration

Ear and labyrinth disorders: vertigo

Cardiac disorders: tachycardia

Gastrointestinal disorders: diarrhoea

Hepatobiliary disorders: hepatic function abnormal (transaminases increased, blood bilirubin increased, blood, alkaline phosphatase increased,
gamma-glutamyl transferase increased) hepatitis

Skin and subcutaneous tissue disorders: pruritus, rash, urticaria, angioedema, fixed drug eruption acute generalized exanthematous
pustulosis (AGEP)
M I and ive tissue disorders: arthralgia

Renal and urinary disorders: dysuria, enuresis, urinary retention

General disorders and administration site conditions: asthenia, malaise, oedema

Investigations: weight increased,

Skin reactions occuring after discontinuation of cetirizine- After discontinuation of cetirizine, pruritus (intense itching) and/or urticaria
have been reported

Overdose & Treatment :

Symptoms and signs

Symptoms observed after an important overdose of cetirizine are mainly associated with CNS effects or with effects that could suggest an
anticholinergic effect.

Adverse events reported after an intake of at least 5 times the recommended daily dose are: confusion, diarrhoea, dizziness, fatigue, headache,
malaise, mydriasis, pruritus, restlessness, sedation, somnolence, stupor, tachycardia, tremor, and urinary retention.

Treatment

There is no known specific antidote to cetirizine. Should overdose occur, symptomatic or supportive treatment is recommended. Cetirizine
is not effectively removed by haemodialysis. Management should be as clinically indicated or as recommended by the national poisons
center, where available.

Shelf Life : Two years from manufacturing date.
Packaging : Softgel capsules in unit carton containing 1x10 and 5x10 capsules blister packed.

Store below 30°C in a dry place, away from direct sunlight.

Read the instructions carefully before use.

Do not use the product after the expiry date.

Do not use the product if there are any significant changes in appearance of the capsules.
Keep out of reach of children.

Jauhi ubat dari kanak-kanak.

Manufactured By : MEGA LIFESCIENCES Public Company Limited
384 Pattana 3 Rd., Bangpoo Industrial Estate,
Samutprakarn 10280, Thailand

Product Registration Holder : MEGA LIFESCIENCES SDN BHD
B-28-02, The Ascent, Paradigm, No.1, Jalan SS 7/26A,
Kelana Jaya, 47301 Petaling Jaya, Selangor, Malaysia
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