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Tajenta-M
Linagliptin INN & Metformin Hydrochloride BP

COMPOSITION:

Tajenta-M 500: Each tablet contains Linagliptin INN 2.5 mg and Metformin
Hydrochloride BP 500 mg

Tajenta-M 850: Each tablet contains Linagliptin INN 2.5 mg and Metformin
Hydrochloride BP 850 mg

PHARMACOLOGY:

Tajenta-M combines 2 antihyperglycemic agents with complementary mecha-
nisms of action to improve glycemic control in patients with type 2 diabetes
mellitus:

Linagliptin is an inhibitor of DPP-4, an enzyme that degrades the incretin
hormones glucagon-like peptide-1 (GLP-1) and glucose-dependent insulinotro-
pic polypeptide (GIP). Thus, Linagliptin increases the concentrations of active
incretin hormones, stimulating the release of insulin in a glucose-dependent
manner and decreasing the levels of glucagon in the circulation. Both incretin
hormones are involved in the physiological regulation of glucose homeostasis.
Incretin hormones are secreted at a low basal level throughout the day and
levels rise immediately after meal intake. GLP-1 and GIP increase insulin
biosynthesis and secretion from pancreatic beta cells in the presence of normal
and elevated blood glucose levels. Furthermore, 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.

INDICATION:

Combination of Linagliptin and Metformin is 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.

DOSAGE & ADMINISTRATION:

Recommended starting dose:

- In patients currently not treated with Metformin, initiate treatment with 2.5 mg
Linagliptin/500 mg Metformin hydrochloride twice daily.

- In patients already treated with Metformin, start with 2.5 mg Linagliptin and the
current dose of Metformin taken at each of the two daily meals (e.g., a patient
on Metformin 1000 mg twice daily would be started on 2.5 mg Linagliptin/1000
mg Metformin hydrochloride twice daily with meals).

- Patients already treated with Linagliptin and Metformin individual components
may be switched to combination of Linagliptin and Metformin containing the
same doses of each component.

CONTRAINDICATION:

Severe renal impairment (eGFR below 30 mL/min/1.73 m?), Metabolic acidosis,
including diabetic ketoacidosis, History of hypersensitivity reaction to
Linagliptin, such as anaphylaxis, angioedema, exfoliative skin conditions,
urticaria, or bronchial hyperreactivity, Hypersensitivity to Metformin.

WARNING AND PRECAUTION:

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 combination of
Linagliptin and Metformin and more commonly than in patients treated with
placebo are nasopharyngitis and diarrhea, Hypoglycemia was more commonly
reported in patients treated with the combination of Linagliptin and Metformin
and sulfonylurea compared with those treated with the combination of sulfony-
lurea and Metformin.

USE IN PREGNANCY & LACTATION:

Pregnant Women: The limited data with combination of Linagliptin and
Metformin use in pregnant women are not sufficient to inform a Linagliptin-asso-
ciated risk for major birth defects and miscarriage.

Lactation: There is no information regarding the presence of combination of
Linagliptin and Metformin or Linagliptin in human milk, the effects on the breast-
fed infant, or the effects on milk production. However, Linagliptin is present in rat
milk. So caution should be exercised.

PEDIATRIC USE:
Safety and effectiveness of combination of Linagliptin and Metformin in pediat-
ric patients under 18 years of age have not been established.

GERIATRIC USE:

Linagliptin is minimally excreted by the kidney; however, Metformin is substan-
tially excreted by the kidney. So dose selection for an elderly patient should be
cautious.

DRUG INTERACTION:

Strong P-glycoprotein/CYP3A4 inducer: The efficacy of combination of
Linagliptin and Metformin may be reduced when administered in combination
(e.g., with rifampin). Use of alternative treatments is strongly recommended.
Drugs that reduce Metformin clearance (such as ranolazine, vandetanib,
dolutegravir, and cimetidine) may increase the accumulation of Metformin.
Consider the benefits and risks of concomitant use. Alcohol can potentiate the
effect of Metformin on lactate metabolism. Warn patients against excessive
alcohol intake.

OVERDOSAGE:

With single dose of up to 600 mg of Linagliptin, there were no dose-related
clinical adverse drug reactions. However, in case of overdose contact with
healthcare professional or hospital is required. Employ the usual supportive
measures (e.g., remove unabsorbed material from the gastrointestinal tract,
employ clinical monitoring, and institute supportive treatment) as dictated by the
patient’s clinical status. Removal of Linagliptin by hemodialysis or peritoneal
dialysis is unlikely. Metformin is dialyzable with a clearance of up to 170 mL/min
under good hemodynamic conditions. Therefore, hemodialysis may be useful
partly for removal of accumulated Metformin from patients in whom combination
of Linagliptin and Metformin overdosage is suspected.

STORAGE:
Do not store above 30°C, protect from light & moisture. Keep the medicine out
of reach of children.

COMMERCIAL PACK:

Tajenta-M 500: Each box contains 2x10 tablets in Alu-Alu blister pack.
Tajenta-M 850: Each box contains 2x10 tablets in Alu-Alu blister pack.
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Manufactured by: )
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