HOVID-CIMETIDINE FILM-COATED TABLET 400 MG

DESCRIPTION
Oblong, pale yellow film-coated tablet, convex faces and
break-bar embossed on one face.

COMPOSITION

Each tablet contains: Cimetidine 400 mg.

PHARMACODYNAMICS

Cimetidine inhibits basal and nocturnal gastric acid secretion
by competitive inhibition of the action of histamine at the
histamine H2-receptors. It also inhibits gastric acid secretion
stimulated by food, betasole, pentagastrin, caffeine, insulin
and physiological vagal reflex. It is selective in its actions
and is virtually without influence on those effects of
histamine that are mediated through H2-receptors.

PHARMACOKINETICS
Absorption
Cimetidine is well absorbed (about 60%) by the oral route.

Half-life
Plasma half-life of cimetidine is approximately 2 hours.

Protein binding
Cimetidine is weakly bound, about 20% to plasma proteins.

Distribution

Cimetidine crosses the placental barrier and is excreted in
breast milk. It is distributed widely in almost all tissues
except the brain.

Metabolism
Cimetidine is partially metabolized in the liver.

Excretion
Most of an oral dose of cimetidine is excreted unchanged in
the urine within 24 hours. Some is excreted in the bile.

INDICATIONS

Cimetidine is indicated in the:

« prophylaxis and treatment of duodenal ulcer.

« short-term treatment of active benign gastric ulcer.

« treatment of pathological gastric hypersecretion states,
such as Zollinger-Ellison syndrome.

« treatment of acute gastroesophageal reflux disease.

« treatment of upper gastrointestinal bleeding.

CONTRAINDICATIONS

« Avoid in patients known to be hypersensitive to histamine
H2-receptors antagonists.

+ It should not be used in nursing mothers.

PRECAUTIONS

« Caution in patients with cirrhosis, history of portal systemic
encephalopathy, hepatic and renal function impairment.

« Safety for use in pregnancy has not been established.

« Dosage should be reduced in patients with impaired renal
function.

« Care should be taken in patients with a history of peptic
ulcer, particularly the elderly.

PREGNANCY AND LACTATION
Safety for use in pregnancy and lactation has not been
established.

MAIN SIDE/ADVERSE EFFECTS
Diarrhoea, dizziness, tiredness, rashes. Reversible
confusional states, especially in the elderly or in seriously ill
patients such as those with renal failure, gynaecomastia and
impotence have occasionally occurred.

DRUG INTERACTIONS
Cimetidine can prolong the elimination of drugs metabolised
by oxidation in the liver.

Although pharmacological interactions between cimetidine
and a number of drugs have been demonstrated e.g.
diazepam and propranolol, only those with oral
anticoagulants, phenytoin, theophylline and intravenous
lidocaine appear, to date, to be of clinical significance. Close
monitoring of patients on cimetidine receiving oral
anticoagulants or phenytoin is recommended and a
reduction in the dosage of these drugs may be necessary.

In patients on drug treatment or with illnesses that could
cause falls in blood cell count, the possibility that
H2-receptor antagonism could potentiate this effect should
be borne in mind.
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Cimetidine has the potential to affect the absorption,
metabolism or renal excretion of other drugs which is
particularly important when drugs with a narrow therapeutic
index are administered concurrently. The altered
pharmacokinetics may necessitate dosage adjustment of the
affected drug or discontinuation of treatment.

Interactions may occur by several mechanisms including:

1) Inhibition of certain cytochrome P450 enzymes (including
CYP1A2, CYP2C9, CYP2D6 and CYP3A3/A4, and
CYP2C18); Inhibition of these enzymes may result in
increased plasma levels of certain drugs including
warfarin-type coumarin anticoagulants (e.g. warfarin),
tricyclic antidepressants (e.g. amitriptyline), class |
antiarrhythmics (e.g. lidocaine), calcium channel blockers
(e.g. nifedipine, diltiazem), oral sulfonylureas (e.g.
glipizide), phenytoin, theophylline and metoprolol.

2) Competition for renal tubular secretion; This may result in
increased plasma levels of certain drugs including
procainamide, metformin, ciclosporin and tacrolimus.

3) Alteration of gastric pH; The bioavailability of certain
drugs may be affected. This can result in either an
increase in absorption (e.g. atazanavir) or a decrease in
absorption (e.g. some azole antifungals such as
ketoconazole, itraconazole or posaconazole).

4) Unknown mechanisms; Cimetidine may potentiate the
myelosuppressive effects (e.g. neutropenia,
agranulocytosis) of chemotherapeutic agents such as
carmustine, fluorouracil, epirubicin, or therapies such as
radiation. Isolated cases of clinically relevant interactions
have been documented with narcotic analgesics (e.g.
morphine).

OVERDOSAGE

Clinical features:

Allergic reaction, bradycardia or tachycardia, bronchospasm,
confusion, neutropenia or other blood dyscrasias and fever
may occur.

Treat overdosage by emesis or gastric lavage; artificial
respiration in the event of respiratory failure and
administration of beta-blocker to control tachycardia.

DOSAGE AND ADMINISTRATION
Adults (Oral).

Duodenal or benign gastric ulcer:

A single daily dose of 800 mg at bedtime, or 400 mg twice a
day with breakfast and at bedtime, or 200 mg three times a
day with meals and 400 mg at bedtime (1.0 g/day), or 400
mg four times a day with meals and at bedtime (1.6 g/day).

Treatment should be given initially for at least four weeks (six
weeks in benign gastric ulcer).

Oesophageal reflux disease:
400 mg four times a day, with meals and at bedtime, for 4 to
8 weeks.

Gastric hypersecretion states (eg Zollinger-Ellison
Syndrome):
400 mg four times a day.

The total daily dose should not exceed 2.4 g. Dosage should
be reduced in patients with impaired renal function. Antacids
can be made available to all patients until symptoms
disappear.

Children (more than one year old):
Oral, 25 - 30 mg/kg of body weight per day in divided doses.

Storage:
Store below 30°C. Protect from light and moisture.

Presentation/Packing:

Blisters of 10 x 10’s

100’s, 500's, 1000's (For export only)

(Not all presentations are available locally)

Product Registration Holder: HOVID Bhd.
121, Jalan Tunku Abdul Rahman (Jalan Kuala Kangsar),
30010 Ipoh, Perak, Malaysia.

Manufactured by: HOVID Bhd.
Lot 56442, 7 '/, Miles, Jalan Ipoh / Chemor,
31200 Chemor, Perak, Malaysia.
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