Diapride® cimepirice

Description:
Diapride® (Glimepiride) is a blood-sugar- lowering agent belonging to
the sulfonylurea group.

Pharmacology:

Glimepiride acts mainly by stimulating insulin release from pancreatic
beta cells. This effect is based on an increase of responsiveness of the
pancreatic beta cells to the physiological glucose stimulus. In addition
Glimepiride has pronounced extrapancreatic effects by stimulating
glucose uptake from blood into peripheral tissues. The bioavailability of
Glimepiride after oral administration is complete and food intake does
not affect its absorption. The mean dominant serum half-life of
Glimepiride is about 5 to B hours. Glimepiride is excreted by both urinary
and biliary routes.

Indications:

Diapride® is indicated in non-insulin dependant (type Il) diabetes
mellitus, when diet, physical exercise and weight reduction alone are not
adequate. Diapride® may also be used in combination with an oral
antidiabetic regimen containing metformin or with insulin.

Contraindications:
Glimepiride should not be used in the following cases:
-Insulin dependant (type I) diabetes mellitus, ketoacidosis, diabetic

precoma or coma.
-Hypersensitivity to Glimepiride, other sulphonylureas or
sulphonamides.

-Severe renal or hepatic function disorders, and a changeover to insulin
is required.

-Glimepiride is contraindicated in pregnancy and lactation.

Side Effects:

Hypoglycemia symptoms: Headache, hunger, nausea, vomiting,
sleepiness, restlessness, aggressiveness, impaired concentration,
depression, confusion, difficulty in speaking and even speech loss,
visual disorders, tremor ,dizziness, delirium, loss of self-control, cerebral
convulsions, somnolence and loss of consciousness up to and
including coma, shallow respiration and bradycardia. In addition, signs
of adrenergic counter-regulation may be present such as sweating,
clammy skin, anxiety, tachycardia, hypertension, palpitations, angina
pectoris and cardiac arrhythmia. The clinical picture of a severe
hypoglycemic attack may resemble that of a stroke.

Gastrointestinal system: Occasionally the following may occur:
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nausea, vomiting, sensations of pressure or fullness in the epigastrium,
abdominal pain and diarrhea. In rare cases, liver enzymes may increase.
In isolated cases, impairment of liver function (e.g. cholestasis and
jaundice) and hepatitis may develop, possibly leading to liver failure.
Blood: Thrombocytopenia, and in isolated cases leucopenia, hemolytic
anemia or erythrocytopenia, granulocytopenia, agranulocytosis and
pancytopenia may 0ccur.

Eyes: Especially at the start of treatment, temporary visual impairment
may occur due to the change in blood sugar levels.

Others: Allergic or pseudoallergic reactions in the form of itching,
urticaria or rashes, dyspnoea may occur also, a fall in blood pressure,
sometimes progressing to shock. If urticaria occurs the physician must
be informed immediately. In isolated cases, a decrease in serum
sodium, inflammation of blood vessels, hypersensitivity of the skin to
light may occur. It is essential that, if sudden or severe reactions occur
(like severe hypoglycemia, certain changes in the blood picture, severe
allergic or pseudoallergic reactions or liver failure), you should inform
your physician at once.

Precautions:

Diapride® should be taken shortly before or during a meal. In the initial
weeks of treatment, the risk of hypoglycemia may be increased.

Factors favoring hypoglycemia include:

-Undernutrition, irregular mealtimes or skipped meals.

-Imbalance between physical exertion and carbohydrate intake.
-Alterations of diet.

-Consumption of alcohol, especially in combination with skipped meals.
-Incapacity of the patient to cooperate (seen more commonly in older
patients).

-Impairment of liver or kidney functions.

-Overdosage with Glimepiride.

-Endocrine system disorders affecting carbohydrate metabolism or
counter-regulation of  hypoglycemia (e.g. thyroid disorders, anterior
pituitary or adrenocortical insufficiency).

-Concurrent administration of certain other medications.

If such risk factors for hypoglycemia are present, if illness occurs during
therapy or the patient's life style changes it may be necessary to adjust
the dosage of Diapride® or the entire therapy.

Hypoglycemia can be controlled by immediate intake of sugar, e.g in the
form of glucose, sugar cubes or sugar- sweetened beverages. Patients
should always carry at least 20 grams of glucose with them. Artificial
sweeteners have no effect.

Hypoglycemia may recur despite successful countermeasures, so close
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observation, immediate treatment and follow- up by a physician and in
some circumstances hospitalization.

Regular hepatic and hematological monitoring (especially leucocytes
and thrombocytes) are required during treatment of Glimepiride.

In exceptional stress situations (e.g. trauma, surgery, infections with
fever) worsening in  blood sugar control and temporary change to
insulin may be necessary.

During treatment with Glimepiride, glucose levels in blood and urine as
well as glycosylated haemoglobin should be checked regularly.
Alertness may be impaired due to hypo- or hyperglycemia, especially at
the beginning of  treatment or when altering it or when Glimepiride is
not taken regularly. Such impairment may for example affect the ability to
operate a vehicle or machinery.

Drug interactions:

-Potentiation of blood-sugar lowering effect of glimepiride and thus
hypoglycemia may occur when one of the following medicines is taken:
insulin and other oral antidiabetics, ACE inhibitors, allopurinol, anabolic
steroids and male sex hormones, chloramphenicol, coumarine
derivatives, cyclophosphamide, disopyramide, fenfluramine,
tenyramidol, fibrates, fluoxetine, guanethidine, ifosfamide, MAO
inhibitors, miconazole, para- aminosalicylic acid, pentoxifylline, (high
dose parenteral) phenylbutazone, azapropazone, oxyphenbutazone,
probencid, quinolones, salicylates, sulfinpyrazone, sulfonamides,
tetracyclines, tritoqualine, trotosfamide.

“Weakening of the blood-sugar lowering effect of glimepiride and thus
raised blood sugar levels may occur  when one of the following
medicines is taken e.g. acetazolamide, barbiturates, corticosteroids,
diazoxide, diuretics, adrenaline and other sympathomimetic agents,
glucagon, laxatives, nicotinic acid (in high doses), oestrogens,
progestogens, Phenothiazines, phenytoin, rifampicin,  thyroid
hormones.

-H2 receptor antagonists, clonidine and reserpine may lead to either
enhancementor weakening of the blood-sugar lowering effect.
-Beta-blockers decrease glucose tolerance; moreover they may
increase the tendency to hypoglycemia due to impaired counter-
regulation and this may lead to deterioration of metabolic control.
-Sympatholytic medicines like Beta-blockers, clonidine, guanethidine
and reserpine may mask the signs of adrenergic counter-regulation to
hypoglycemia.

-Both acute and chronic alcohol intake may potentiate or weaken the
blood-sugar-lowering action of Glimepiride.

The effect of coumarin derivatives may be potentiated or weakened.

Dosage and Administration:

Diapride® tablets should be swallowed without chewing with sufficient
amounts of liquid.

Initial dose and dose titration: The usual initial dose is 1 mg once daily. If
necessary, the daily dose can be increased. Any increase should be
based on regular blood sugar monitoring and should be gradual, i.e. at
intervals of one to two weeks.

The usual dose range in patients with well- controlled diabetes is 1 to 4
mg Diapride® once daily.

Overdosage:

Glimepiride overdose may lead to severe and sometimes life threatening
hypoglycemia and may require hospitalization.

Mild episodes of hypoglycemia can usually be treated with oral
carbohydrates.

Adjustments in dosage, meal patterns or physical activity may be
required.

In more severe episodes with coma, seizures or neurologic impairment,
glucagon (intramuscular or subcutaneous) or concentrated glucose
solutions (intravenous) can be administered.

In case of ingesting very large amounts, detoxification (e.g. gastric
lavage, activated charcoal) will be necessary. Sustained administration
of carbohydrates and observation may be necessary because
hypoglycemia may occur again after apparent clinical improvement.

Presentations:

Diapride® 1 mg tablets, packs of 30 tablets: Each tablet contains 1 mg
Glimepiride.

Diapride® 2 mg tablets, packs of 30 tablets: Each tablet contains 2 mg
Glimepiride.

Diapride® 3 mg tablets, packs of 30 tablets: Each tablet contains 3 mg
Glimepiride.

Diapride® 4 mg tablets, packs of 30 tablets: Each tablet contains 4 mg
Glimepiride.

Storage Conditions:
Store below 25° C
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