P 4000002905  WARNINGS AND PRECAUTIONS
Lactic acidosis: Lactic acidosis, a very rare but serious metabolic complication, most often occurs at acute worsening of
E M A E N - M renal function or cardiorespiratory illness or sepsis. Metformin accumulation occurs at acute worsening of renal function

and increases the risk of lactic acidosis.
ol . . In case of dehydration (severe diarrhoea or vomiting, fever or reduced fluid intake), metformin should be temporarily
(Empaghﬂozm and Metformin HC|) Tablets discontinued and contact with a health care professional i recommended. Patients andior care-givers should be informed
of the risk of lactic acidosis.
In case of suspected symptoms, the patient should stop taking metformin and seek immediate medical attention
Innovator's Specifications Diagnostic laboratory findings are decreased blood pH (<7.35), increased plasma lactate levels (>5 mmoll) and an
Empagen-M 5mg/500mg Tablets: Each film coated tablet contains mcreased anion gap and \actate/pyruvale ratio.
5mg op a serious life-th condition requiing urgent hospitalization have been
Metforr 500 mg identified in clinical trials and post marketing surveillance in patients with type 1 and type 2 diabetes mellitus receiving
mpagen M 5mgl1000mg Table«s' Each film coated tablet contains sodium glucose co-transporter-2 (SGLT2) inhibitors, incluc empaglifiozin. Patients treated with empagliflozin and
5mg  metiormin hydrochloride combination who present with signs and symptoms consistent with severe metabolic acidosis
Metformin US 1000 mg should be assessed for ketoacidosis regardless of presenlmg blood glucose levels, as ketoacidosis associated with
Empagen-M 12.. 5"\9’50“"\9 Tablets: Each film coated tablet contains d metformin may be present even if blood glucose levels are \ESS than 250
12.5mg mg/dL. If keloac\dosls is suspected, empaglifiozin and metformin should be
Metformin usP 500 mg patient should be evaluated, and prompt treatment should be instituted. Before initiating empaglifiozin and metformin
Empagen-M 12.5mg/1000mg Tablets: Each film coated tablet contains hycrochlrce combinain, consider aclors i re paten istory thal my predisose tokefoacidossincluding pancreatc
oz 125mg  insulin deficiency from any cause, calcmc restriction, and alcohol abus

Metformin Usp 1000 mg Volume contraction. Symptomatic hypotension may oceur afer inftating

rticularly n pa\lenls Wit renal Impairment (6GFR I6ss (han 60 mLIMI/1 73 m2). (e oderly, n patens

WARNING: LACTIC ACIDOSIS
+ Post marketing cases of metormin-associated lactic acidosis have resued in death, hypothormia,
esistant The onset of d lactic acidosis is often subtle,
accompanied only by nonspecific symptoms such as malaise, myalg\as resp\ralory distress, somnolence, and
abdominal pain. Metformin-associated lactic acidosis was characterized by elevated blood lactate levels (>5
mmollLiter), anion gap acidosis (without evidence of ketonuria or ketonemia), an increased lactate/pyruvate
ratio; and metformin plasma levels generally >5 mcg/mL.
Risk factors for metformin-associated lactic acidosis include renal impairment, concomitant use of certain
drugs (e.g., carbonic anhydrase inhibitors such as topiramate), age 65 years old or greater, having a
radiological study with contrast, surgery and other procedures, hypoxic states (e.g., acute congestive heart
failure), excessive alcohol intake, and hepatic impairment.
If metformin-associated lactic acidosis is suspected, immediately discontinue Empagen-M (Empaglfiozin and

pa
with low systolic bloo ure, and in patients on diuretics. Before initiating Empaglifiozin and Metformin HCI
combination, assess for Volume coniraction and carreet volume sialus i indicated. Montior for signs and symptoms of
hypotension after initiating therapy and increase monitoring in clinical situations where volume contraction is expected.
impairment in Renal Function
Empagllﬂozm increases sorum creatinine and decreases eGFR. The risk of metformin accummauon and lactic acidosis
increases with the degree of renal impai herefore, Empaglifiozin and Metformin HCI combination is contraindicated
in patients wnn an 6P below 50 mmin/1 73 .
Before initiation of therapy with Empaglifiozin and Metformin HCI combination and at least annually thereafter, estimated
glomerular filtration rate (éGFR) should be obtained. In patients in whom development of renal impairment is anticipated
(e.g., elderly), renal function should be assessed more frequently and Empaglifiozin and Metformin HCI combination
discontinued if evidence of renal impairment is present
Use of concomitant medications that may affect renal function or metformin disposition: Concomitant medication(s)
that may affect renal function or result in significant hemodynamic change or interfere with the disposition of metformin

iodinated contrast agents in metformin treated patients has led to an acute decrease in renal

55
Metformin HCI) and institute general supportive measures in a hospital setting. Prompt hemodialysis is should be used with caution
recommended. Radiological Studles with Contrast
DESCRIPTION inclon ant e occurence oflclt aeious

Empagen-M (Empaglifiozin and Metformin HCI) tablets contain two oral antihyperglycemic drugs used in the management
of type 2 diabetes: empaglmczm and metformin hydrochlnmje
i inhibitor of the sodium-gl porter 2 (SGLT2). The chemical

name of empagliflozin is D~ Gmcno\,ts anhydro-1-C-[4- horo-5. -[14-( hydro-3-furanyloxy] phenyl] Y
(1S). Its molecular formula is C23H27CIO7.
Metformin hydrochloride: Metformin s a biguanide with antihyperglycaemic effects, lowering both basal and postprandial
plasma glucose. It does not stimulate insulin secretion and therefore does not produce hypoglycaemia. Metformin
hydrochloride has a molecular formula of C4H11N5*HCI and a molecular weight of 165.63.
CLINICAL PARTICULARS
Therapeutic indications
« Empagen-M (empaglifiozin and metformin HCI) is indicated as an adjunct to diet and exercise to improve glycemic

control in adults and pediatric patients aged 10 years and older with type 2 diabetes mellitus.
« Empaglifiozin, when used as a component of Empagen-M (empaglifiozin and metformin hydrochloride), is indicated in

adults with type 2 diabetes mellitus to reduce the risk of:

« Cardiovascular death in adults with established cardiovascular disease.

« Cardiovascular death and hospitalization for heart failure in adults with heart failure.

imitations of Use
Empagen-M (Empaglifiozin and Metformin HCI) is not recommended for patients with type 1 diabetes or for the treatment
of diabei ketoacidosis. It may increase th risk of diabetic ketoacidosis in these patients.
Because of the metformin component, and metformin

is not for

Discontinue empaglifiozin and metformin combination at the time of, or prior to, an iodinated contrast imaging procedure in
patients with an eGFR less than 60 mL/min/1.73 m2; in patients with a history of liver disease, alcoholism or heart failure;
or in patients who will be administered intra-arterial iodinated contrast. Re-evaluate eGFR 48 hours after the imaging
procedure; restart empaglifiozin and metformin HCI combination if renal function is stable
Age 65 or Greater: The risk of metformin-associated lactic acidosis increases with the patients age because elderly
patients have a greater likelihood of having hepatic, renal, or cardiac impairment than younger patients. Assess renal
function more frequently in elderly patients
Surgery: Empaglifiozin and Metformin HCI combination should be temporarily discontinued for any surgical procedure
(except minor procedures ot associated with restricted intake of food and fluids) and should not be restarted until the
patient's oral intake has resumed and renal function has been evaluated as normal.
Impaired Hepatic Function: Because impaired hepatic function has been associated with some cases of lactic acidosis with
metformin therapy, Empagliflozin and Metformin HCI combination should generally be avoided in patients with clinical or
laboratory evidence of hepatic disease.
with mitant Use with Insulin and Insulin Insulin and insulin e known
o cause hypoglycemla \n adult palvems, me risk of hypoglycemia may be increased when empagliifiozin and ‘metiommin
H sulin (eg or insulin. In pediatric patients aged
10 years and o\der, (he risk of hypng\ycemla was higher with empaglmozm regardless of insulin use. The nsk of
hypoglycemia may be lowered by a reduction in the dose of (or other sulin
secretagogues) or insulin. Inform patients using these concomitant medications and pediatric patients of the ok of
hypoglycemia and educate them on the signs and symptoms of hypoglycemia.

use in patients with heart failure without type 2 dwabe«es mellitus.

When switching to Empagen-M (empaglifiozin and metformin HCI combination) from:
« Metformin HCI: initiate Empagen-M (empaglifiozin and metformin HCI combination) at a similar total daily dosage of
metformin HCl and a total daily empaglifiozin dosage of

Empaglifiozin: initiate Empagen-M (empagliflozin and meunrmm HCI combination) at the same total daily dosage of
empaglifiozin and a total daily metformin HCI dosage of 1,000 mg

Empaglifiozin and metformin Hm initiate Empagen-M (empaglifiozin and metformin HCI combination) at the same total
daily dosages of eacn compon

dosage of E

and me«ormm HCl

« The el daly dnsage of

Take Empagen-M (Empagiifiozin and Metformin HCI) e dally with meals; with gradual dose escalation to reduce the

gastrointestinal side effects due to metformin

In patients with volume depletion not previously treated with empaglifiozin, correct this condition before initiating

Empagen-M (empaglifiozin and metformin hydrochloride).

« Adjust dosing based on effectiveness and tolerability while not exceeding the maximum recommended daily dose of
metformin 2000 mg and empagiifiozin 25 m

Recommended Dosage in Pediatric Patients Aged 10 Years and Older

« Individualize the dosage of Empagen-M (empaglifiozin and metformin hydrochloride) based on the patient's current

regimen.

Monitor effectiveness and tolerability, and adjust dosage as appropriate, not to exceed the maximum total daily dosage

of empagliiozin 25 mg and metformin HCI 2,000 mg

Take n

and metformin orally twice daily with meals; with gradual dose escalation
to reduce gastrcmles\mal adverse reactions with metformin.
Recommended Dosage in Patients with Renal Impairment
« Contraindicated in pallens with an eGFR less than 30 mL/min/1.73 m? or in patients on dialysis.
« Initiation of Emp and metformin is not in patients with an eGFR less

than 45 mUmin/1.73 m2, due to the metformin component.
Recommendations Regarding Missed Dose
« If a dose is missed, instruct patients to take the dose as soon as possible.
« Do not double up the next dose.
Method of administration
Empagen-M (Empagiifiozin and Metformin HCI) should be taken twice daily with meals to reduce the gastrointestinal
adverse reactions associated with metformin. All patients should continue their diet with an adequate distribution of
carbohydrate intake during the day. Overweight patients should continue their energy restricted diet.
CONTRAINDICATION
Empaglifiozin and Metformin HCI combination is contraindicated in patients with:
« severe renal impairment (€GFR less than 30 mL/min/1.73 m?), end stage renal dlsease Drd\alysls
Acute or chronic metabolic acidosis, |nc\ud|ng diabetic ketoacidosis and lactic acidos
History of serious reactior or metformin
Diabetic pre-coma.
Acute conditions with the potential to alter renal function such as: dehydration, severe infection, shock
Disease which may cause tissue hypoxia (especially acute disease, or worsening of chronic disease) such as:
decompensated heart failure, respiratory failure, recent myocardial infarction, shock
« Hepatic impairment, acute alcohol intoxication, alcoholism

or to any of the excipients.

Genital Mycotic Infections increases the risk for genital mycotic infections. Patients with a history of chronic

or recurrent genital mycotic infections were more likely to develop mycotic genital infections. Monitor and treat as

appropriate.

Urinary Tract Infections: Empaglifiozin increases the risk for UTI including urosepsis and pyelonephritis. Monitor and treat

as appropriate.

Vitamin Bz Levels: In controlled clinical trials of metformin, a decrease to subnormal levels of previously normal serum

vitamin Br2 levels, without clinical manifestations, was observed in approx. 7% of metformin-treated patients. The decrease

in vitamin B2 levels appears to be rapidly reversible with discontinuation of metformin or vitamin Bi2 supplementtion

Measurement of hematologic parameters on an annual basis and vitamin B12 at 2 to 3 years intervals is advised i

patients on Empaglifiozin and Metformin HCI and any apparent should be

investigated and managed.

Alcohol Intake: Alcohol is known to potentiate the effect of metformin on lactate metabolism. Patients, therefore, should be

warned against excessive alcohol intake while receiving Empaglifiozin and Metformin HCI combination.

Hypoxic States: Cardiovascular collapse (shock) from whatever cause (e.g., acute CHF, acute MI, and other conditions

characterized by hypoxemia) have been associated with lactic acidosis and may also cause prerenal azotemia. When such

events occur in patients on Empagliiozin and Metformin HCI combination therapy, the drug should be promptly

discontinued.

Increased Low-Density Lipoprotein Cholesterol (LDL-C):

Increases in LDL-C can occur with empaglifiozin. Monitor and treat as appropriate.

Macrovascular Outcomes: There have been no clinical studies establishing conclusive evidence of macrovascular risk

reduction with Empaglifiozin and Metformin HCI combination, or any other antidiabetic drug.

Necrotizing Fasciits of the Perineum (Fournier’s Gangrene): Reports of necrotizing fascitis of the perineum (Fournier's

gangrene), a rare but serious and Iife-threatening nscmuzing inlec(ion requiring urgent surgical intervention, have been

idenlified in patients with diabetes melllus receiving SGLT. tors, including empagifiozin. Patients treated with
‘and metformin Dresenllng with pain or tendemess, erythema, or swelling in the

genital or perineal area, along with fever or malaise, should be assessed for necrotizing fascilts. If suspected, start

treatment immediately with broad-spectrum antibiotics and, if necessary, surgical debridement. Discontinue empagiiiozin

and metformin hydrochloride combination, closely monitor blood glucose levels, and provide appropriate alternative therapy

for glycemic control,

Hypersensitivity Reacllons There have been post marketing reports of serious hypersensitivity reactions, (e.g.,
angioedema) in patients treated with empagifiozin. If a hypersensitivity reaction occurs, discontinue empagifiozin and
Metformin combin « at promptly per standard of care, and monitor until signs and symptoms resolve.

USE IN SPECIFIC POPULATIONS

Pregnancy: Pregnancy Category C. Based on animal data showing adverse renal effects from empagifiozin, Empaglifiozin
and metformin HCI combination are not recommended during the second and third trimesters of pregnancy.

Nursing Mothers: There is limited information regarding the presence of empaglifiozin or metformin in human milk, the
effects on the breastfed infant, or the effects on milk production. Limited published studies report that metformin is present
in human milk. Empaglifiozin is present in the milk of lactating rats. Since human kidney maturation occurs in utero and
during the first 2 years of life when lactational exposure may occur, there may be risk to the developing human kidney.
Because of the potential for serious adverse reactions in a breastfed infant, including the potential for empaglifiozin to
affect postnatal renal development, advise patients that use of Empagifiozin and metformin HCI combination is not
recommended while breastfeeding

Pediatric Use: The safety and of and metformin as an adjunct to diet
and exercise to improve glycemic control in type 2 diabetes mellitus have been established in pediatric patients aged 10
years and older. The safety profile of pediatric patients treated with empaglifiozin was similar o that observed in adults with
type 2 diabetes mellitus, with the exception of hypoglycemia risk which was higher in pediatric patients treated with
empagifiozin regardless of concomitant insulin use. The safety and effectiveness of empagifiozin and metformin HCI
combination have not been established in pediatric patients less than 10 years of age.




Geriatric Use: Assess renal function more frequently in empaglifiozin and metformin HCI combination treated geriatric
patients because there is a greater risk of empaglifiozin-associated intravascular volume contraction and symptomatic
hypotension in geriatric patients and there is a greater risk of metformin-associated lactic acidosis in geriatric patients. The
recommended dosage for the metformin component of empaglifiozin and metformin HCI combination in geriatric patients
should usually start at the lower end of the dosage range.

Renal impairment. Empaglifiozin and metformin HCI combination should not be initiated in patients with an eGFR less than
45 mLimin/{.73 m2 duo to the metformin companent and is ontraindcated in patonts with severe renal mpairment (eGFR
less than 30 mL/min/1.73 m2), end stage renal disease, or dialy

Empagifozin: The glucose lowsring bancit of empbglfosin 25 mg decreased in adut patients with worsening renal
function. The risks of renal impairment, volume depletion adverse reactions and urinary ract infe d adverse

drug is eliminated via the renal route within the first 24 hours, with a plasma elimination half-life of approximately 6.2 hours,
In blood, the elimination half-life is approximately 17.6 hours, suggesting that the erythrocyte mass may be a compartment
of distribution.

Pediatric Patients: After administration of a single oral metformin HCI 500 mg immediate-release tablet with food, geometric
mean metformin Cmax and AUC differed less than 5% between pediatric type 2 diabetic patients (12 to 16 years of age)
and gender- and weight-matched healthy adults (20 to 45 years of age), all with normal renal function

Specific Populations

Renal_Impairment: Studies th and metformin after administering
empapifiozn and metformin HGI combinationn renly impelrd patlents have nat been performe

reactions increased with worsening renal function. In the trial of pediatric patients aged 10 to 17 years with type 2 diabetes
mellitus, patients with an eGFR less than 60 mL/min/1.73 m2 were not enrolled.

Metformin: Metformin is substantially excreted by the kidney, and the risk of metformin accumulation and lactic acidosis
increases with the degree of renal impairment

Hepatic Impairment: Use of metformin HCI in patients with hepatic impairment has been associated with some cases of
factic acidosis. Empaglifiozin and metformin HCI combination is not recommended in patients with hepatic impairment.
DRUG INTERACTIONS

Disrtic: Goadminlaraton of smpagifazin with drstcs resutd i Incrassed urins volums snd fraquency of vods, which
or volume dpletion

with insulin or insulin secretagogues increases the risk

Positive Urine Glucose Test: Monitoring glycemic control with urine glucose tests is not recommended in patients taking
SGLT2 inhibitors as SGLT2 increase urinary glucose excretion and will lead to positive urine glucose tests. Use
alternative methods to monitor glycemic control

Interference with 1, (1,5-AG) Assay: Monitoring glycemic control with 1,5-AG assay is not recommended
as measurements of 15-AG are unreliable in assessing glycemic control in patients taking SGLT2 inhibitors. Use
alternative methods to monitor glycemic control.

Cationic Drugs: Careful patient monitoring and dose adjustment of Empagliflozin and Metformin HCI combination and/or
the interfering drug is recommended in patients who are taking cationic medications (e.g., amiloride, digoxin, morphine,
procainamide, quinidine, quinine, ranitidine, triamterene, trimethoprim, or vancomycin) that are excreted via the proximal
renal tubular secretory system.

Carbonic Anhydrase Inhibitors: Topiramate or other carbonic anhydrase inhibitors (e.g..

pulation nalysis showed that the apparent oral clearance of empaglifiozin decreased
with a decrease in eGFR leading to an increase in drug exposure. However, the fraction of empaglifiozin that was excreted
unchanged in urine, and urinary glucose excretion, declined with decrease in éGFR.
Metformin: In patents with decreased renal function, the plasma and blood half-iife of metformin is prolonged and the renal
clearance is dec
Hepatic Imparment: Studies the of and metformin after administering
empaglifiozin and metformin HCI combination in hepatically impaired patients have not been performe:
Empaglifiozin In auuu patients with mild, mcderate and severe hepallc impairment_according to the Child-Pugh
23%, 47%, and 75%, and Cmax increased by
approximately A% 3% 21 48%,raspeciiely, compared t subjocts with rormal hepatic anciion
Metformin HCI: No pharmacokinetic studies of metformin have been conducted in patients with hepatic impairment.
Effects of Age, Body Mass Index, Gender, and Race
Empaglmazm Based on the population PK analysis, age, body mass index (BMI), gender and race (Asians versus
warily Whites) do not have a clinically meaningful effect on pharmacokinetics of empagiifiozin.
Votiormin hydrochloride: Metformin pharmacokinetic parameters did not differ significantly between normal subjects and
patients with type 2 diabetes mellitus when analyzed according to gender. Similarly, in controlled clinical studies in patients
with type 2 diabetes melitus, the antihyperglycemic effect of metformin was comparable in males and females. No studies
of metformin pharmacokinetic parameters according to race have been performed.
Geriatric: Studies and metformin after administration of empaglifiozin
and metformin HCI combination in genamn patients heve not been peﬂormed
HOW SUPPLIED

dichlorphenamide) frequently decrease serum bicarbonate and induce non-anion gap, hyperchlnremm metabole acdosts

Use these drugs with caution in patients treated with Empaglifiozin and Metformin HCI combination, as the risk of lactic

acidosis may increase.

Drugs Affecting Glycemic Control: Certain drugs tend to produce hyperglycemia and may lead to loss of glycemic control.

These drugs include the thiazides and other diuretics, corticosteroids, phenothiazines, thyroid products, estrogens, oral

contraceptives, phenytoin, nicotinic acid, sympathomimetics, calcium channel blocking drugs, and isoniazid. When such

drugs are administered to a patient receiving Empaglifiozin and Metformin HCI combination, the patient should be closely

observed to maintain adequate glycemic control. When such drugs are withdrawn from a patient receiving Empaglifiozin

and Metformin HCI combination, the patient should be observed closely for hypoglycemia.

Drugs that Reduce Metformin Clearance: C drugs that interfere with common renal tubular transport

systems involved in the renal elimination of metformin (e.g.. organic cationic transporter-2 [OCT2] / multidrug and toxin

extrusion [MATE] inhibitors such as ranolazine, vandetanib, dolutegravi, and cimetidine) could increase systemic exposure

to metformin and may increase the risk for lactic acidosis.

Alcohol: Alcohol s known to potentiate the effect of metformin on lactate metabolism. Warn patients against excessive

alcohol intake while receiving empaglifiozin and metformin combination.

Lithium: Concomitant use of an SGLT2 inhibitor with lithium may decrease serum lithium concentrations. Monitor serum

fithium concentration more frequently during Empaglifiozin and metformin combination initiation and dosage changes.

ADVERSE REACTIONS

The following important adverse reactions are described below and elsewhere in the labeling: Lactic Acidosis,

Ketoacidosis, Hypotension, Impairment in Renal Function, Impaired Hepatic Function, Hypoglycemia with Concomitant Use

with Insulin and Insulin Secretagogues, Genital Mycotic_ Infections, Urinary Tract Infections, Vitamin B1z Deficiency,

Increased Low-Densily Lipoprotein Cholesterol (LDL-C), Hypersensitivity reactions, Necrotizing Fasciis of the Perineum

(Fournier's Gangrene)

Pediatric Patients In clinical trials with metformin HCI immediate-release tablets in pediatric patients with type 2 diabetes

meliitus, the profile of adverse reactions was similar to that observed in adults.

OVERDOSAGE

Metformin is dialyzable with a clearance of up to 170 mUmin under good hemodynamic conditions. Therefore,

hemodialysis may be useful for removal of accumulated drug from patients in whom metformin overdosage is suspected.

Removal of empagliflozin by hemodialysis has not been studied.

CLINICAL PHARMACOLOGY

Mechanism of Action

Empaglifiozin and Metformin HCI combination Tablet combines 2 agents with

mechanisms of action to improve glycemic control in patients with type 2 diabetes: empagiifiozin and metform

Empagliiozin: Empaglifiozin is an inhibitor of SGLT2. By inhibiting SGLT2, empaglfiozin reduces renal reahsurphcm of

filtered glucose and lowers the renal threshold for glucose, and thereby increases urinary glucose excretion.

Metformin hydrochloride: Metformin is an antihyperglycemic agent which improves glucose tolerance in patients with type 2

diabetes mellitus, lowering both basal and postprandial plasma glucose. Metformin decreases hepatic glucose production,

decreases intestinal absorption of glucose, and improves insulin sensitivity by increasing peripheral glucose uptake and

utiization

Pharmacodynamics

Empagiifiozin

Utinary Glucose Excretion: In patients with type 2 diabetes, urinary glucose excretion increased immediately following a

dose of empaglifiozin and was maintained at the end of a 4-week treatment period averaging at approximately 64 grams

per day with 10 mg empaglifiozin and 78 grams per day with 25 mg empagiiiozin once dail

Utinary Volume: In a 5-day study, mean 24-hour urine volume increase from baseline was 341 mL on Day 1 and 135 mL

on Day 5 of empaglifiozin 25 mg once daily treatment.

Cardiac Electrophysiology: In a randomized, placebo-controlled, active-comparator, cmssover study, 30 healthy subjects

were administered a single oral dose of empaglfiozin 25 mg, empagliiozin 200 mg (8 times the maximum dose),

moxifloxacin, and placebo. No increase in QTc was observed with either 25 mg or 200 mg empagn«ozm

Pharmacokinetics

Empaglifiozin

Absorption: After oral peak plasma of were reached at 1.5 hours post-dose.

The observed effect of food on empaglifiozin pharmacokinetics was not considered clinically relevant and empaglifiozin

may be administered with or without food.

Distribution:_The spparent steady- -state volume of msvmunon was estimated o be 73.8 L based on a population
Following of an oral [14 solution to healthy subjects, the red blood

cell partitioning was approxlmale\y 36.8% and plasma protein blndlng was 86.2%.

Metabolism: No major metabolites of empaglifiozin were detected in human plasma and the most abundant metabolites

were three glucuronide conjugates (2-O-, 3-O-, and 6-O-glucuronide).

Elimination: The apparent terminal elimination half-fife of empagiifiozin was estimated to be 12.4 h and apparent oral

clearance was 10.6 Lih based on the pepu\aﬂon pharmacokinetic analys\s

Pediatric Patients: The in pediatric patients

aged 10 o 17 years with type 2 Giabetes melius. Oral admiiration of empagl\ﬂuzm a1 10 mg and 25 mg resatted in

exposure within the range observed in adult patients.

Metformin hydrochloride

Absorption: The absolute bioavailability of a metformin hydrochloride 500-mg tablet given under fasting conditions is

approximately 50% to 60%. Food decreases the extent of and slightly delays the absorption of metformin, as shown by

approximately a 40% lower Cmax, a 25% lower AUC, and a 35 minutes prolongation of time to peak plasma concentration

(Tmax) following administration of a single 850 mg tablet of metformin with food, compared to the same tablet strength

administered fasting. The clinical relevance of these decreases is unknown

Distribution: The apparent volume of distribution (V/F) of metformin following single oral doses of immediate-release

metformin hydrochloride tablets 850 mg averaged 654358 L. Metformin s negligibly bound to plasma proteins, in contrast

1o SUs, which are more than 90% protein bound

Metabolism: Intravenous single-dose studies in normal subjects demonstrate that metformin is excreted unchanged in the

urine and does not undergo hepatic metabolism (no metabolites have been identified in humans) nor biliary excretion.

Elimination: Renal clearance is approximately 3.5 times greater than creatinine clearance, which indicates that tubular

secretion is the major route of metformin elimination. Following oral administration, approximately 90% of the absorbed

Empagen- Smo/S00mg Tables: Pack of 14 Tablets

mg/1000mg Tablet: Pack of 14 Tablets
Empagen-M b 5mg/500mg Tablets: Pack of 14 Tablets
Empagen-M 12.5mg/1000mg Tablets: Pack of 14 Tablets

STORAGE

Do not store above 30°C.

The expiration date refers to the product correctly stored at the required condition.
INSTRUCTIONS

Keep away from moisture, heat, light and chidren.

o be dispensed on the prescription of a registered medical practitioner only.

Please read the contents cautiously before use.
This package insert is regularly and timely updated.

Manufactured by:

LABORATORIES LIMITED

P 0. Ferozsons, Nowshera-Pakistan
Mfg. Lic. No. 000038
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