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Empagliflozin INN & Metformin Hydrochloride USP 7=

Composition:
Ardance- M™ 5 mg/500 mg Tablet: Each film coated tablet contains 5 mg of Empagliflozin INN and 500
mg of Metformin Hydrochloride USP.

Pharmacology:

It combines two oral antihyperglycemic agents-Empagliflozin and Metformin Hydrochloride- with
complementary mechanism of action to improve glycemic control in patients with type-2 diabetes.
Empagliflozin is an inhibitor of Sodium-Glucose Co-Transporter-2 (SGLT2). SGLT2 is the predominant
transporter, responsible for the reabsorption of glucose from the kidney back into the circulation. By
inhibiting SGLT2, Empagliflozin reduces renal reabsorption of filtered glucose and lowers the renal
threshold for glucose and thereby increases urinary glucose excretion. Metformin Hydrochloride is a
biguanide type oral antihyperglycemic drug, used in the management of type 2 diabetes. Metformin
Hydrochloride decreases hepatic glucose production, intestinal absorption of glucose and improves
insulin sensitivity by an increase in peripheral glucose uptake and utilization.

Indication:

The combination of Empagliflozin INN & Metformin Hydrochloride USP is indicated as an adjunct to diet
and exercise to improve glycemic control in adults with type 2 diabetes mellitus when treatment with both
Empagliflozin and Metformin Hydrochloride is appropriate. Empagliflozin is indicated to reduce the risk of
cardiovascular death in adults with type 2 diabetes mellitus and established cardiovascular disease. It is
also indicated to reduce the risk of cardiovascular death, hospitalization for heart failure in adults with
heart failure & reduces ejection fraction.

Dosage & administration:

The starting dose of Empagliflozin and Metformin formulation is individualized based on the patient’s
current regimen. Maximum recommended daily dose of Empagliflozin is 25 mg and Metformin
Hydrochloride is 2000 mg. Take this combination twice daily with meals. Dose escalation should be gradual
to reduce the gastrointestinal side effects due to Metformin Hydrochloride. Initiation of Ardance- M™ is not
recommended in patients with an eGFR less than 30mL/min/1.73m?.

Contraindications:

Combination (Empagliflozin and Metformin) is contraindicated in patients with moderate to severe renal
impairment with an eGFR less than 30mL/min/1.73m? and End Stage Renal Disease (ESRD), metabolic
acidosis, including diabetic ketoacidosis and history of serious hypersensitivity reaction to Empagliflozin,
Metformin Hydrochloride or any of the excipients in this combination.

Warnings and precautions:
» Lactic acidosis: This can occur due to Metformin accumulation during treatment with Empagliflozin
and Metformin.

» Hypotension: Before initiating this medication assess and correct volume status in patients with renal
impairment, the elderly, in patients with low systolic blood pressure, and in patients on diuretics.
Monitor for signs and symptoms during therapy.

» Impairment in renal function: Before initiation and during therapy with Empagliflozin and Metformin
renal function should be monitored in a routine basis. If acute kidney injury occurs, discontinue and
promptly treat.

» Hypoglycemia: Consider lowering the dose of insulin secretagogue or insulin to reduce the risk of
hypoglycemia when initiating this medication

* Genital mycotic infections: Monitor and treat as appropriate.

 Vitamin B12 deficiency: Metformin may lower vitamin B12 levels. Monitor hematologic parameters
annually.

* Increased LDL-C: Monitor and treat as appropriate.

Side effects:
Urinary tract infection and female genital mycotic infections, Diarrhea, nausea/vomiting, flatulence,
abdominal discomfort, indigestion, asthenia, and headache.

Use in pregnancy & lactaton:

Pregnant Women: The limited available data in pregnant women are not sufficient to determine a drug
associated risk for major birth defects and miscarriage.

Lactation: It is not known whether Empagliflozin is secreted in human milk. As many drugs are excreted in
human milk, caution should be exercised when this combination is administered to a nursing mother.

Geriatric use:

As this combination is substantially excreted by the kidney, and aging can be associated with reduced
renal function, the combination of empagliflozin and Metformin should be used with caution as age
increases. Care should be taken in dose selection and should be based on careful and regular monitoring
of renal function.

Pediatric use:
Safety and effectiveness of Empagliflozin and Metformin combination in pediatric patients under 18 years
of age have not been established.

Drug interactions:

 Carbonic Anhydrase inhibitors may increase the risk of lactic acidosis. Consider more frequent
monitoring.

« Cationic drugs (e.g Amiloride, Digoxin, Morphine, Procainamide, Quinidine, Quinine, Ranoitidine,
Triamterene, Trimethoprim or Vancomycin) that are eliminated by renal tubular secretion theoretically
have the potential for interaction with Metformin Hydrochloride by competing for common renal
tubular transport system.

+ Co-administration of empagliflozin with diuretics results in increased urine volume and frequency of
voids, which might enhance the potential for volume depletion.

» Co-administration of Empagliflozin with an insulin secretagogue (e.g., sulfonylurea) or insulin may
require lower doses of the insulin secretagogue or insulin to reduce the risk of hypoglycemia.

Overdose:

In the event of an overdose it is reasonable to employ the usual supportive measures e.g. remove
unabsorbed material from the gastrointestinal tract, employ clinical monitoring (including obtaining an
electrocardiogram) and institute supportive therapy as indicated by the patient’s clinical status. Overdose
of Metformin has occurred, including ingestion of amounts greater than 50g. Hypoglycemia was reported
in approximately 10% of cases, but no casual association with Metformin HCI has been established. Lactic
acidosis has been reported in approximately 32% of Metformin overdose cases. Hemodialysis may be
useful for removal of accumulated drug from patients in whom Metformin overdose is suspected. There
were no reports of overdose during clinical development program for Empagliflozin. Removal of
Empagliflozin by hemodialysis has not been studied.

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

Packing:
Ardance- M™ 5 mg/500 mg Tablet: Each box contains 30 film coated tablets (3x10’s) in
Alu-PVC/ PVDC blister pack.
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