
 100mg/5ml Syrup
Each 5ml contains:
Doxofylline MS….............100mg

COMPOSITION
 400mg Tablets

Each tablet contains: 
Doxofylline MS….……....400mg

DRUG DESCRIPTION
 contains doxofylline (7-(1, 3-dioxolan-2-ylmethyl) theophylline) is a methyl xanthine derivative characterized by the presence of dioxolane group in position 7. It

has potent bronchodilator activity equal or superior to theophylline.

CLINICAL PHARMACOLOGY
PHARMACODYNAMICS:
Pharmacotherapeutic group: Xanthines, other systemic drugs for obstructive airway diseases.
ATC code: R03DA11
Mechanism of action: Doxofylline is a novel bronchodilator xanthine that differs from theophylline for the presence of a dioxolane group in position 7. Like theophylline, its
mechanism of action is related to the inhibition of phosphodiesterase activities. However, differently from theophylline, doxofylline appears to have decreased affinities toward
adenosine A1 and A2 receptors which may account for the better safety profile of the drug.
It has the ability to overcome bronchoconstriction, inflammatory events (pleurisy) and thromboxane A2 release when challenged with platelet activating factor.

PHARMACOKINETICS:
Absorption: After oral administration, peak plasma levels were reached after one hour. T max 1.19+ 0.19 hours; Bioavailability: 62.6%; After repeated administrations doxofylline
reaches the steady-state in about 4 days; Distribution: Single dose pharmacokinetic studies in man after oral and intravenous administration defined distribution and absorption
of the drug; Protein binding: ~48% at pH 7.4; Metabolism: Extensive metabolism in liver (90% of the total drug clearance. Hydroxyethyltheophylline is the only detectable circulating
metabolite of doxofylline; Excretion: <4% excreted unchanged in the urine; Half-life elimination: >6 hours allowing thrice daily dose regimen, 8-10 hours during long term treatment
allowing twice daily dose regimen; No accumulation of the drug was noted after one week of treatment.

INDICATIONS AND DOSAGE
INDICATIONS AND USAGE:
For the treatment of COPD, bronchial asthma and pulmonary disease with spastic bronchial component.

DOSAGE AND ADMINISTRATION:
Method of Administration:
Oral; administration data with regard to food is not available.
Dosage:
Adults:
l  Tablets: 400mg tablet, two or three times daily.
l Syrup: 20ml (4 teaspoonsful), given two or three times daily (20ml corresponds to 400mg of doxofylline).
At the recommended posology, the plasma levels of doxofylline do not generally exceed 20 •g/ml, so it is not essential to check these levels periodically. If the dosage is increased,
the blood levels of the drug must be measured (the therapeutic value is about 10 •g/ml, the value bordering on toxicity is 20 •g/ml).

SPECIAL POPULATIONS:
Paediatric population: It should be administered cautiously to young children.
l  Children below 12 years: 6-9 mg/kg bodyweight, given two times daily.
l  Children above 12 years: 10ml (2 teaspoonsful), given two or three times daily.
Geriatric population: It should be administered cautiously to elderly patients.
l  Tablet: 200 mg tablet (1/2 tablet), two or three times daily.
l  Syrup: 10ml (2 teaspoonsful), given two or three times daily.
Renal impairment: Dose may need to decrease in patients with renal impairment due to reduce drug clearance; dosage adjustment data is not available.
Hepatic impairment: Dose may need to decrease in patients with hepatic impairment due to reduce drug clearance; dosage adjustment data is not available.

OVERDOSAGE:
If a potential oral overdose is established, the patient may present with severe arrhythmias and seizure; these symptoms could be the first sign of intoxication. As there is no
specific antidote, in case of overdose a symptomatic treatment of cardiovascular collapse should be instituted. It includes withdrawal of drug. If seizures have not occurred
following acute overdosage, the stomach should be emptied immediately by inducing emesis or by gastric lavage, followed by administration of activated charcoal and cathartic.
In case of seizures, airway should first be established and maintained, and seizures may be treated with IV diazepam, phenobarbital or combination. There is no sufficient
evidence to support the use of dialysis in the event of overdosage.

CONTRAINDICATIONS
l  This product is contraindicated in individuals who have shown hypersensitivity to its components or other xanthine derivatives.
l  It is also contraindicated in patients with acute myocardial infarction, hypotension and in lactating women.

WARNINGS AND PRECAUTIONS
CONCERNS RELATED TO DISEASE:
The half-life of xanthine derivatives is influenced by a number of known variables.
Liver disease: It may be prolonged in patients with liver disease requiring dose adjustments.
Congestive heart failure: Patients with congestive heart failure needs dose adjustment due to increase half-life of the drug. Patients with congestive heart failure have markedly
prolonged drug serum levels following discontinuation of the drug.
Respiratory diseases: In patients with chronic obstructive lung disease or Influenza immunization or concomitant respiratory infections, due to decrease in half-life, clearance
may be increased.
Other diseases: Caution should be observed in administering the product to patients with cardiovascular disease (arrhythmias, angina pectoris, acute myocardial infarction,
hypertension, chronic cor pulmonale) hypoxemia, hyperthyroidism, peptic ulcer and in those with renal impairment.

CONCURRENT DRUG THERAPY ISSUES:
Drug-drug interactions: Potentially significant interactions may exist, requiring dose or frequency adjustment & additional monitoring. Refer to Drug Interactions section for
more detailed information.
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