Diplin"M 500

Linagliptin INN 2.5 mg &
Metformin Hydrochloride BP 500 mg Tablet

Composition
Diplin™ M 500 Tablet: Each film coated tablet contains Linagliptin INN 2.5 mg &
Metformin Hydrochloride BP 500 mg.

Pharmacology

Linagliptin is an inhibitor of DPP-4, an enzyme that degrades the incretin
hormones glucagon-like peptide-1 (GLP-I) and glucose-dependent insulinotropic
polypeptide (GIP). Thus, linagliptin increases the concentrations of active incretin
hormones, stimulating the release of insulin and decreasing the levels of glucagon
in the circulation. Both incretin hormones are involved in the physiological
regulation of glucose homeostasis. GLP-l and GIP increase insulin biosynthesis
and secretion from pancreatic beta cells in the presence of normal and elevated
blood glucose levels. Further more, GLP-1 also reduces glucagon secretion from
pancreatic alpha cells, resulting in a reduction in hepatic glucose output.

Metformin is an antihyperglycemic agent which improves glucose tolerance in
patients with type 2 diabetes mellitus, lowering both basal and postprandial
plasma glucose. Its pharmacologic mechanisms of action are different from other
classes of oral antihyperglycemic agents. Metformin decreases hepatic glucose
production, decreases intestinal absorption of glucose, and improves insulin
sensitivity by increasing peripheral glucose uptake and utilization. Unlike SUs,
Metformin does not produce hypoglycemia in either patients with type-2 diabetes
mellitus or normal subjects and does not cause hyperinsulinemia. With Metformin
therapy, insulin secretion remains unchanged while fasting insulin levels and day-
long plasma insulin response may actually decrease.

Indications

Diplin™ M 500 is a dipeptidyl peptidase-4 (DPP-4) inhibitor and biguanide
combination product indicated as an adjunct to diet and exercise to improve
glycemic control in adults with type 2 diabetes mellitus when treatment with both
Linagliptin and Metformin is appropriate.

Dose & Administration
The maximum recommended dose is Linagliptin 2.5 mg/Metformin Hydrochloride
1000 mg twice daily Or as directed by the physician.

Contraindications
History of hypersensitivity reaction to Linagliptin such as anaphylaxis,
angioedema. Hypersensitivity to Metformin.

Warning & Precautions

When used with an insulin secretagogue (e.g., sulfonylurea) or insulin, consider
lowering the dose of the insulin secretagogue or insulin to reduce the risk of
hypoglycemia.

Side Effects

® Adverse reactions reported in >5% of patients treated with Diplin™ M 500 are
nasopharyngitis and diarrhea.

® Hypoglycemia was more commonly reported in patients treated with the
combination of Diplin™ M 500 and sulfonylureas compared with those treated with
the combination of sulfonylureas and metformin.

Use in Pregnancy & Lactation

Pregnancy: Diplin™ M 500 tablets should be used during pregnancy only if clearly
needed.

Nursing mothers: Caution should be exercised when Diplin™ M 500 is
administered to a nursing woman.

Use in Children & Adolescents
The safety and efficacy in children and adolescents have not been established. No
data are available in children.

Drug Interactions

Cationic drugs eliminated by renal tubular secretion: May reduce Metformin
elimination. Use with caution.

Strong P-glycoprotein/CYP3A4 inducer: The efficacy of Diplin™ M 500 may be
reduced when administered in combination with rifampin.

Overdose

Linagliptin : During controlled clinical trials with single doses of up to 600 mg of
Linagliptin, there were no dose-related clinical adverse drug reactions. There is no
experience with doses above 600 mg in humans.

Metformin : Overdose of Metformin has occurred, including ingestion of amounts
greater than 50 grams. Hypoglycemia was reported in approximately 10% of
cases. Lactic acidosis has been reported in approximately 32% of Metformin
overdose cases.

Storage
Store below 30° C., away from light and in a dry place. Keep out of the reach of
children.

Packing
Diplin™ M 500 Tablet: Each box contains 3X10 tablets in Alu-Alu blister pack and
an insert.

Manufactured by:
Navana Pharmaceuticals Ltd.

;y"s NAVANA PHARMA
Rupshi, Rupganj, Narayanganj, Bangladesh

JAHURUL ISLAM COMPANY
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