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Gliclamet 1.25/250 - 2.5/500 - 5/500 DM
——

Pharmaceutical Dosage Form: Film Coated Tablets.
Chemical Composition\Doses:
Each F.C.Tablet contains:

1.25 mg glyburide with 250 mg Metformin hydrochloride.
Or 2.5 mg glyburide with 500 mg Metformin hydrochloride.
Or 5 mg glyburide with 500 mg Metformin hydrochloride.
Pharmacological Classifications: Antidiabetic Agents.
Chemical and Pharmacological Properties
Pharm. Effect:
This product contains two oral antihyperglycemic drugs Metformin hydrochloride
and glyburide used to improve glycemic control in patients with type 2 diabetes.
Gyburide appears to lower blood glucose acutely by stimulating the release of
insulin from the pancreas, it is a sulfonylurea class.
Metformin hydrochloride decreases hepatic glucose production, decreases
intestinal absorption of glucose, and improves insulin sensitivity by increasing
peripheral glucose uptake and utilization. It is not chemically or pharmacologically
related to sulfonylurea, thiazolidinediones, or alpha- glycosidase inhibitors.
Mechanism of action:
This product combines Metformin hydrochloride and glyburide, two antihyperglyce-
mic agents with complementary mechanisms of action, to improve glycemic control
in patients with type 2 diabetes. Glyburide appears to lower blood glucose acutely
by stimulating the release of insulin from the pancreas, and affect dependent upon
functioning beta cells in the pancreatic islets, The mechanism by which glyburide
lowers blood glucose during long term administration has not been clearly
established. With the chronic administration in patients with type 2 diabetes, the
blood glucose lowering effects persists despite a gradual decline in the insulin
secretory response to the drug. Extra pancreatic effects may be involved in the
mechanism of action of oral sulfonylurea hypoglycemic drugs. Metformin hydrochlo-
ride is an antihyperglycemic agent that improves glucose tolerance in patients with
type 2 diabetes, lowering both basal and postprandial plasma glucose. Metformin
hydrochloride decreases hepatic glucose production and intestinal absorption of
glucose, and improve insulin sensitivity by increasing peripheral glucose uptake and utilization.
Pharmacokinetics:
Absorption and Bioavailability: In bioavailability for 2.5 mg glyburide with 500 mg
Metformin hydrochloride and 5 mg glyburide with 500 mg Metformin hydrochloride,
the mean area under the plasma concentration time curve (AUC) for the glyburide
18% and 7% respectively. The clinical significance of an earlier Tmax for glyburide
after food is not known. The effect of blood on the pharmacokinetics of the
metformin component was indeterminate. Food decreases the extent of metformin
and slightly delays the absorption of it.
Distribution: Glyburide, as one of sulfonylurea drugs, is extensively bound to serum
protein. Displacement from protein binding sites by other drugs may lead to
enhanced hypoglycemic action. Metformin is negligibly bound to plasma protein.
Metabolism and Elimination: Glyburide metabolites probably contribute no
significant hypoglycemic action in human since they are only weakly active. Glyburide
is exerted as metabolites in the bile and urine, approximately 50% by each route.
Metformin hydrochloride: (No metabolites have been identified in humans).
Following oral administration, approximately 90% of absorbed drug is eliminated via
the renal route within the first 24 hours with plasma elimination half — life of
approximately 6.2 hours. In blood, the elimination half — life is approximately 17.6 hours.
Hepatic insufficiency: No pharmacokinetics have been conducted in patients with
hepatic insufficiency for either Glyburide and Metformin.
Renal insufficiency: No information is available on the pharmacokinetics of
Glyburide in patients with renal insufficiency.
Geriatric: No information on the pharmacokinetics of Glyburide in elderly patients.
Pediatrics: No data from pharmacokinetics studies in pediatric subjects are
available for either Glyburide or Metformin.
Gender: There is no information on the effect of gender on the pharmacokinetics of Glyburide.
Indication: This product is indicated as initial therapy, as an adjunct to diet and
exercise, to improve glycemic control in patients with type 2 diabetes whose
hyperglycemia cannot be satisfactorily managed with diet and exercise alone. And
as second-line therapy when diet, exercise, and initial treatment with a sulfonylurea or
metformin do not result in adequate glycemic control in patients with type 2 diabetes.
Contraindications:
This product is contraindicated in patients with:
1. Renal disease or renal dysfunction (e.g., as suggested by serum creatinine levels
2 1.5 mg/dL(males), = 1.4 mg/dL(females), or abnormal creatinine clearance) which
may also result from conditions such as cardiovascular collapse (shock), acute
myocardial infarction, and septicemia.
2. Congestive heart failure requiring pharmacological treatment.
3. Known hypersensitivity to metformin hydrochloride or glyburide.
4. Acute or chronic metabolic acidosis, including diabetic ketoacidosis, with or
without coma. Diabetic ketoacidosis should be treated with insulin.
This product should be temporarily discontinued in patients undergoing radiologic
studies involving intravascular administration of iodinated contrast materials,
because use of such products may result in acute alteration of renal function.
Side Effects:
Rarely happened: Upper respiratory infection, diarrhea, headache, gastrointestinal
disturbances, nausea/vomiting, abdominal pain, dizziness, incidence of symptoms
of hypoglycemia.
Precautions:
Lactic acidosis: Lactic acidosis is a rare, but serious, metabolic complication that can
occur due to Metformin hydrochloride accumulation during treatment with this product.
The reported incidence of lactic acidosis in patient receiving Metformin hydrochlo-
ride is very low. Reported cases have occurred primarily in diabetic patients with
significant renal insufficiency, including both intrinsic renal disease and renal
hypoperfusion, often in the setting of multiple concomitant medical/ surgical
problems and multiple concomitant medications. Patients with congestive heart
failure requiring pharmacologic management, in particular those with unstable or

acute congestive heart failure who are at risk of hypoperfusion and hypoxemia, are
at increased risk of lactic acidosis. The treatment should be initiated in patients = 80
years of age unless measurement of creatinine clearance demonstrates that renal
function is not reduced. This product should generally be avoided in patients with
clinical or laboratory evidence of hepatic disease.
Hypoglycemia: Metformin hydrochloride and Glyburide tablets are capable of
producing hypoglycemia or hypoglycemic symptoms; therefore, proper patient
selection, dosing and instructions are important to avoid potential hypoglycemic episodes.
Radiologic studies involving the use of intravascular iodinate contrast materials:
This product should be temporarily discontinued prior to any intravascular
radiocontrast study and for any surgical procedure.
Hypoxic states: cardiovascular collapse (shock) from whatever cause, acute
congestive heart failure, acute myocardial infarction, and other conditions character-
ized by hypoxemia have been associated with lactic acidosis and may also cause
prerenal azotemia. When such events occur in patients on this product therapy, the
drug should be promptly discontinued.
Surgical procedures: The therapy of this product should be temporarily suspended
for any surgical procedure (except minor procedures not associated with restricted
intake of food and fluids) and should not be restarted until the patient's intake has
resumed and renal function has been evaluated as normal.
Alcohol intake: Alcohol is known to potentiate the effect of Metformin on lactate
metabolism. Patients therefore, should be warned against excessive alcohol intake,
acute or chronic, while receiving this product. Due to its effect on the gluconeogenic
capacity of the liver, alcohol may also increase the risk of hypoglycemia.
Impaired hepatic function: Since impaired hepatic function has been associated with
some cases of lactic acidosis, it should generally avoided in patients with clinical or
laboratory evidence of hepatic disease.
Vitamin B12 levels: In controlled clinical trials with Metformin of 29 weeks duration,
a decrease to subnormal levels of previously normal serum Vitamin B12 , without
clinical manifestation , was observed in approximately 7% of patients. Such
decrease, possibly due to interference with Vitamin B12 absorption from the
B12-intrinsic factor complex, is, however, very rarely associated with anemia and
appears to be rapidly reversible with discontinuation of Metformin or Vitamin B12
supplementation , measurement of hematologic parameters on an annual basis is
advised in patients on metformin and any apparent abnormalities should be
appropriately investigated and managed.
Drug and Food Interactions:
Glyburide: The hypoglycemic action of sulfonylureas may be potentiated by certain
drugs including nonsteroidal anti-inflammatory agents , salicylates, sulfonamides,
chloramphenicol, probenecid, coumarins, monoamine oxidase inhibitors, and beta
adrenergic blocking agents.
Metformin Hydrochloride: Nifedipine, Furosemide increased the percentage of
metformin in plasma.
Dosage and Administration:
As Initial Therapy: Recommended starting dose: 1.25 mg/250 mg once or twice
daily with meals.
Dosage increases should be made in increments of 1.25 mg/250 mg per day every
two weeks up to the minimum effective dose necessary to achieve adequate control
of blood glucose.
Don't use 5 mg/500 mg as starting dose to avoid hypoglycemic events.
Second-Line therapy: Recommended starting dose: 2.5 mg/500 mg or 5 mg/500
mg twice daily with meals.
For patients not adequately controlled: The recommended starting dose is 2.5
mg/500 mg or 5 mg/500 mg twice daily with the morning and evening meals. The
daily dose should not exceed the daily dose of each metformin hydrochloride and
glyburide alone. The daily dose may be increased by adding a dose not more than
5 mg/500 mg each 2 weeks up to the minimum effective dose necessary to achieve
adequate control of blood glucose.
The dosage must not exceed 20 mg glyburide/ 2000 mg metformin.
OverdoselToxicity:
Glyburide: overdosage of sulfonylurea, including tablets, can produce hypoglyce-
mia. Mild hypoglycemic symptoms without loss of consciousness or neurological
findings should treat aggressively with oral glucose and adjustments in drug dosage
and/or meal patterns. Close monitoring should continue until the physician is
assured that the patient is out of danger.
Metformin: Hypoglycemic has not been seen even with ingestion of up to 85 grams
of metformin hydrochloride although lactic acidosis has occurred in such
circumstances. metformin is dialyzable with clearance of up to 170 ml/min under
good hemodynamic conditions. Therefore, hemodialysis may be useful for removal
of accumulated drug from patients in whom metformin overdosage is suspected.
Storage:
To be stored below 25°C, protected from light, Out of reach of children.
Package: 20 Tablet of 1.25 mg glyburide with 250 mg metformin hydrochloride.

20 Tablet of 2.5 mg glyburide with 500 mg metformin hydrochloride.

20 Tablet of 5 mg glyburide with 500 mg metformin hydrochloride
Other Observations:

THIS IS A MEDICAMENTS

A medicament is a product but unlike any products.
A medicament is a product which affects your health and its consumption contrary to instructions is dangerous for you.
Follow strictly the doctors prescription, the method of use and the of the who sold the medi
The doctor and the pharmacist are experts in medicines, their benefits and risks.

Do not by yourself interrupt the period of treatment prescribed.
Do not repeat the same prescription without consulting your doctor.
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