Empadus® M
—— Empagliflozin INN & Metformin Hydrochloride USP  —

Description

Empagliflozin is an orally-active inhibitor of the sodium-glucose
co-transporter 2 (SGLT2) expressed in the proximal renal tubules, is
responsible for the majority of the reabsorption of filtered glucose from the
tubular lumen.

Metformin Hydrochloride is an oral biguanide antidiabetic. Metformin
reduces elevated blood glucose concentration in patients with diabetes,
but it does not increase insulin secretion. It exerts blood glucose lowering
effects through the augmentation of muscular glucose uptake and
utilization and reduction of increased hepatic glucose production.
Metformin potentiates insulin action mainly by a post-receptor mechanism.
In this way, metformin ameliorates insulin resistance.

Mode of action

Empagliflozin is an inhibitor of SGLT2. 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 decreases hepatic glucose production,
decreases intestinal absorption of glucose and improves insulin sensitivity
by increasing peripheral glucose uptake and utilization.

Pharmacokinetics

Empagliflozin: Absorption: After oral administration, peak plasma
concentrations of Empagliflozin were reached at 1.5 hours post-dose.
Distribution: The apparent steady-state volume of distribution was
estimated to be 73.8 L and plasma protein binding was 86.2%.
Metabolism: Primary route of metabolism of Empagliflozin in human is
glucuronidation by the uridine 5'-diphospho-glucuronosyltransferases
UGT2B7, UGT1A3, UGT1A8, and UGT1A9. Systemic exposure of each
metabolite was less than 10% of total drug-related material.

Elimination: Elimination half-life of Empagliflozin was estimated to be 12.4
hours.

Metformin Hydrochloride: The absolute bioavailability given under
fasting condition is approximately 50-60%. Food decreases the extent and
slightly delays the absorption of metformin. Metformin is negligibly bound
to plasma proteins in contrast to sulfonylureas. The elimination half-life is
approximately 17.6 hours.

Composition

Empadus® M 5/500 mg Tablet: Each film coated tablet contains
Empagliflozin INN 5 mg and Metformin Hydrochloride USP 500 mg.
Empadus® M 5/850 mg Tablet: Each film coated tablet contains
Empagliflozin INN 5 mg and Metformin Hydrochloride USP 850 mg.
Empadus® M 12.5/500 mg Tablet: Each film coated tablet contains
Empagliflozin INN 12.5 mg and Metformin Hydrochloride USP 500 mg.
Empadus® M 5/1000 mg ER Tablet: Each tablet contains Empagliflozin
INN 5 mg and Metformin Hydrochloride USP 1000 mg (as extended
release).

Indications

Empadus® M is indicated as an adjunct to diet and exercise to improve
glycemic control in adults with type 2 diabetes mellitus when treatment with
both Empaglifiozin 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.

Dosage & administration

The starting dose of Empaglifiozin and Metformin Hydrochloride
formulation is individualized based on the patients current regimen. The
maximum recommended total daily dose is 25 mg Empagliflozin and 2000
mg Metformin Hydrochloride. It should take twice daily with a meal, dose
should be increased gradually to reduce the gastrointestinal side effects

due to Metformin.
Take Empadus® M ER orally once daily with a meal in the morning.

Contraindications

Renal impairment, ESRD or on dialysis, metabolic acidosis, including
diabetic ketoacidosis and history of serious hypersensitivity reaction to
Empagliflozin or Metformin.

Side effects

Urinary tract infection and female genital mycotic infections, diarrhea,
nausea/vomiting, flatulence, abdominal discomfort, indigestion, asthenia,
headache.

Use in pregnancy & lactation

Pregnancy: Advise females of the potential risk to a fetus especially during
the second and third trimesters. Lactation: Empadus® M is not
recommended when breastfeeding.

Precautions

e Lactic acidosis

Warn against excessive alcohol use. This combination is not
recommended in hepatic impairment or hypoxic states and is
contraindicated in renal impairment. Ensure normal renal function before
initiating and at least annually thereafter

e Hypotension: Before initiating this combination assess and correct
volume status in patients with renal impairment, the elderly, in patients with
low systolic blood pressure and in patients on diuretics.

o Hypoglycemia

Drug interactions

Drug interactions with Empagliflozin: Diuretics: Co-administration of
Empagliflozin with diuretics (thiazide and loop diuretics) result may
increase urine volume (dehydration & hypotension).

Insulin or Insulin Secretagogues: Co-administration of Empagliflozin 10 mg
with insulin or insulin secretagogues such as sulfonylureas may increase
the risk for hypoglycemia.

Drug interactions with Metformin Hydrochloride: Phenprocoumon
(increases elimination of phenprocoumon); Cimetidine (increases the
availability of metformin and reduces its renal clearance, therefore, the
dose of metformin should be reduced); Hyperglycemic agents (thiazides,
corticosteroids may partly offset the antihyperglycemic action of
metformin); Alcohol (alcohol potentiates the action of metformin)

Over dosage

In the event of an overdose with Empagliflozin and Metformin contact with
the Doctor. 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 Empagliflozin by hemodialysis has not been
studied. However, Metformin is dialyzable with a clearance up to 170
mL/min under good hemodynamic conditions. Therefore, hemodialysis
may be useful partly for removal of accumulated metformin from patients
in whom Empagliflozin and Metformin overdosage is suspected.

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

Packaging

Empadus® M 5/500 mg Tablet: Each carton contains 10X3 tablets in
Alu-Alu blister pack.

Empadus® M 5/850 mg Tablet: Each carton contains 6X3 tablets in
Alu-Alu blister pack.

Empadus® M 12.5/500 mg Tablet: Each carton contains 10X2 tablets in
Alu-Alu blister pack.

Empadus® M 5/1000 mg ER Tablet: Each carton contains 6X3 tablets in
Alu-Alu blister pack.
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Ideas for healthcare
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Manufactured by

Opsonin Pharma Limited
Rupatali, Barishal, Bangladesh.
® Registered Trade Mark.



