SUMMARY OF PRODUCT CHARACTERISTICEMPIGET TABLETS 25mg

1. NAMEOFDRUGPRODUCT
Empiget (Empadiflazin) Tablets 25mg
2. QUALITATIVEAND QUANTITATIVE COMPOSITION

Each filmcoated tablet contains:
Empagliflozin 25mg

For the full list of excipients, see section6.1.

3. PHARMACEUTICAL FORM

Cream colored, oval shaped, biconvex film-coated tablet plain on both sides.

4. CLINICAL PARTICULARS

41 Therapeuticlndications

EMPIGET (Empagliflozin) is indicated as an adjunct to diet and exercise to improve glycemic control in aduls with type 2 dizbetes mellitus as:

When diet and exercise alone do not provide adequate glycemic control in patients for whom use of metfominis considered inappropriate due to intderance.

In combinafon with other glucose—lowering medcinal products induding insuin, when these, together with det and exercise, do nat provide adequate glycemic control.
42 Posology and Method of Administration

4.3  Monotherapy and add-on combination

The recommended staring dose is 10mg empagdlifozin once daly with or without food for monotherapy and add-on combination therapy with ather gucose-loweiing medcinal products including
insulin. In patients tolerating empagdifozin 10mg once daily who have an eGFR 260 miimin/1.73 m2 and need tighter dycemic control, the dose can beincreased to 25mg once daily. The maxmum
daily dose is 25mg. When empaglifozin is used in combination with a sulphorylurea or wit insuin, alower dose of the sulphonylurea or insuin may be considered to reduce the risk of hypoglycemia.

Special lati
R Lo

No dose adustmentis required for patients with an eGFR 260 ml/min/1.73 m2 or CrQ 260 ml/min. Empaglifozin should nat beinitiated in patients with an eGFR <60 ml/min/1.73 m2 or CrCl <60 mi/min.

In patients tderating empaglifiozin whose eGFR fals persistently belov 60ml/min/1.73 m2 or Crd below 60mi/min, the dose of empadifloZn should be adjusted to or maintained at 10mg once daily.

Empaglifozin should be discorntinued when eGFRis persisteniy below 45mlmin/1.73 m2 or CrCl pessistently below45ml/min. Empaglifozin should not be used in patents with end stage renal dsease
(ESRD) or in patients ondialysis as it is not expected to be effective in these patients.

L
No dose adjusimentis required for patients with hepatic impairment. Empagdifiozin exposure is increased in patients with severe hepatic impairment. Therapeutic experience in patients with severe
hepatic impairment is limited and therefore not recommended for use in this population.

Elderly
No dose adjustment is recommended based on age. In patients 75 years and older, anincreased risk for volume deplefion should be taken into account. Inpafients aged 85 years and older, inifation of
empagliflazin therapy is not recommended due to the limited therapeutic experience.

Pediatr .
The safety and efficacy of empadifiazin in chidren and adolescents has nat yet been established.

44  Contraindications

Empagliflozinis contraindicated in:

Patients with known hypersensifivity to empagdiflazin or to any excipientof the product.

o Severe renal impairment, end-stage renal disease, or daysis.

45 Special warnings and specia precautions for use

® Empaglifozin causes intravascular volume contracion. Sympomatic hypotension may occur after initiating empadiflozn parficularly in pafients with renalimpairment, the eldety, in patients with low
systolic blood pressure, and in patients on diuretics.

Empagliflozin increases serum creatinine and decreases eGFR. The risk of impaired renal function with empaglifozin is increased in elderly patients and pafients with moderate rena imparement.

Insuin and insulin secretagogues are known to cause hypoglycemia. The risk of hypogycemiais increased when empagiifozinis usedin combination with insulin secretagogues (e.g., suphonylurea)
orinsulin. Therefore, a lower dose of theinsuin secretagogue or insuin may be required to reduce te risk of hypodycemia when used in combination with empagliflozin.
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° Empaglifozinincreases the risk for genital mycofc infectons. Patients with a history of chronic or recurrent genitd mycotic infections were moe likely to develop mycofic genitd infecions. Monitor
and treat as appropriate.

® Empagiifozinincreases the risk for urinary tract infecons includng uosepsis and pye onephitis requiring hospitaisation in patients receiving SGLT2 inhibitoss, includng empagiifozin. Monitor and
treat as appropriate. Discontinuation of empagliflozin may be consideredin cases of recurrent uinary tract infections.

[ ] Empaglifozinshould not be used inpatients with type 1 dabetes or for the treatment of diabetic ketcacidosis (DKA). In patients where DKA is suspected or dagnosed, treatment with empadifozin
should be dscontinued immediately. Treatment should be interrupted in pafients who are hospitalised formajor surgical procedures or acute serious medcalillnesses. In both cases, treatment with
empagliflazin may be restarted once the patiert's condifion has stabilised.

®  Based on the mode o action of SGLT -2 inhikitors, csmotic diuresis accompanying therapeutic gucosuria maylead toa modest decrease inblood pessure. Therefore, caufon should be exercised in
patients for whom an empadiflozn-induced drop in blood pressure coud pose a risk, such as patients with known cardiovascuar disease, patients on anf- hypertensive thergpy with a history of
hypotension or patients aged 75 years and older.

[ ] Empaglifozin has minor influence on the ahility o dive and use machines. Patients shoud be advsed to take precautons  avoid hypoglycemia while driving and using machines, in particuar
when empagliflozin is used in combination with a sulphonylurea and/or insulin.

4.6 Interaction with other medicaments

®  Coadministration of empaglifozin with diuretics resuted in increased urine vdume and frequency of voids, which might enhance the potential for volume deplefion Empadifiozin may add o
the diuretic effect of thiazide and loop diuretics and may increase he risk of dehydration and hypatension.

®  |nsulin andirsuin secretagogues, such as suphonylureas, may increase therisk of hypoglycemia. Therefore, a lower dose of insulin or aninsulin secretagogue may be required to reduce the iisk of
hypoglycemia whenused in combination with empaglifiozin.

° Monitoring glycemic contol with urine glucose tests is not recommended in patients taking SGLT2 inhibitors as SGLT2 inhibitors increase urinary glucose excreion and will lead to positive urine
glucose tests. Use alemative methods to monitor glycemic control.

L] Monitoring gdycemic contrd with 1,5-AG assay is notrecommended as measurements of 1, 5-AG are unreliable inassessing glycemic control in patients  taking SA.T 2 inhibitors. Use altemative
methods to monitor glycemic control.

Pregnancy and Lactation

Pregnancy
There are no adequate and wellcontrolled studies of empagliflozinin pregnant women. Empaglifiozin should be used during pregnancy only if the potential berefit justifies the potential risk to the fetus.

Nursing Mothers
It is not known ifempadifiozin is excreted in human milk. Because many drugs are excreted in human milk and because of the potential for serious adverse reacions in nursinginfants from empaglifiozin,
a decision shoud be made whether to discortinue nursing or to discontinue empaglifiozin, taking into accountthe importance of the drugto the mother.

Effects on ability to drive and use machine

Empaglifozin has minor influence on te aility to drive and use machines. Patients should be adiised to take precaufons to avoid hypoglycaemia while driving and using machines, in particuar when
Empagliflozin is used in combination with a sulphonylurea and/or insulin.

Undesirable effects

Very Common
Hypoglycemia (when used with sulphonylurea or insuin).

Common
Vaginal moniliasis, wlvovaginitis, balanitis and other genital infection, urinary tractinfection, pruritus (generalised) and increased urination.

Uncommon

Volume depletion, dysuria and blood creatinine increased / glomerular filtration rate decreased.
Rare

Diabetic kebacidosis.

Ov erdosage

Symptoms

Multiple daily doses of up to 100mg empadifozin (equivalent to 4 times the highest recommended daily dose) in patients with type 2 diabetes dd not show any toxcity. Empadifiozin increased urire
glucose excretion leading to an increase in urine volume.

Treatment
In the event of an overdose with empaglifiozin, employ the usual suppartive measures (e.g. remove unabsarbed materia from the gastrointesfind tract, employ clinica monitoring, and
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institute supportive treatment) as dictated by the patient's clinica status. Removal of empagliflozinby hemodialysis has notbeen studied.

PHARMACOLOGICAL PROPERTIES

Pharmacodynamic properties Mechanism of Action
Sodum-glucose co-transporter 2 (SGLT 2)is the predominant transporter responsible for reabsorption of glucose from the gomerular fltrate back into the circulation. Empagliflozin is an inhibitor of SGLT2. By
inhibiting SGLT2, empadifiazin reduces renal reabsaption of filtered glucose and lowers the renal threshadd for glucose and thereby increases urinary glucose excretion.

Pharmacokinetic properties

Absorption

After oral administraion, empaglifiozn was rapidy absoibed with peak plasma concentraions occurring at a median tmax of 15 houss postdose. Thereater, plasma concentraons declined in a hiphasic
manrer with a rapid distribuion phase and a relaively slow temiral phase. The sady state mean plasma AUC and Cmax were 1870nmd.h and 259 mal/L with empadifozin 10mg and 4740rmol.h and
687nmollL with empagliflozin 25mg once daily. Systemic exposure of empaglifiozin increased in a dose-proportional manner. Administration of empadifozin 25mg ater intake of a high-fat and high caorie
meal resulted in slightly lower exposure; AUC decreased by approximately 16% and Cmax by approximately 37% compared to fasted condition.

Distributon
The apparentsteady-state voume of distribution was estmated to be 73.8 L based on the population pharmacokneic analysis. Following administraion of an oral [“C]-empaglifozin sdufion, the red bload cell
partitioning was approximately 37% and plasma protein binding was 86%

Metabolism

No mgor metabolites of empagdifiozn wer detected in human plasma and the most abundant metabdites were three glucurnide corjugates (2-, 3-, and 6-O glucuronide). Systemic exposure of each
metabolite was less than 10% of totd drug-related material. The primary route of metabolism of empaglifozin in humans is ducuronidation by the uridine 5'-diphospho- glucuroncsyltransferases UGT2B7,
UGT1A3, UGT 1A8, and UGT1A9.

Excretion

The apparent £rmind elimination haf-ife of enpaglifiozin was esimated to be 124 hours and apparent ora dearnce was 10.6L/hour. The inter-subject and residual vaiabilities for empadiflozn ora
clearance were 39.1% and 35.8%, respectively. With once-daily dosing, steady-stae plasma concentrations of empaglifiozin were reached by the ffth dose. Consistent with the halflife, up to 2%
accumulation, with respect to plasma AUC, was observed at steady-state. Fdlowing administraion of an oral [“C]-empagliflozin solution, approximately 96% of the drug-related radicactivity was
eliminated in feces (41%) or urine (54%). The mgority of drug-related radocacfivity ecovered in feces was unchanged parent drug and approximately half of drug related radicacivity excreted in urine was
unchanged parent drug.

Special Population

Renal impaiment

In pafients with mid, moderate orsevere renal impaiment (€GFR <30 - <90 mi/min/1.73 m?) and patients with kidney failure/end stage renal disease ESRD), AUC of empagliflozin increased by approximately
18%, 20%, 66%, and 48%, respeciively. Peak plasma levels of empaglifozin were similar in subjects with moderate rend impairment and kidrey failure/ESRD compared i pafients with normal rend function.
Peak plasma levels of enpaglifloZn were roughly 20% higher in subjects with mild and severe rend impaiment as compared to subjects with normd rena funciion. The population phamacokinetic analysis
showed that the apparert oral clearance of empaglifiozin decreased with a decrease in eGFR |eading toanincrease in drug exposure.

Hepatic Impaimment
In mild, moderate, and severe hepatic impairment according tothe Child-Pugh classificafion, AUC of empagliflozinincreased approximately by 23%, 47%,and 75% and Cmax by approximately 4%, 23%, and
48%, respectively.

Race
In the populafon phamacokiretic analysis, AUC was estimated tobe 13.5% higher in Asians with a bady mass index of 25 kg/m? compared to non-Asians with a body mass index of 25 kg/n.

Geriatric patients

Empaglifozinis expected tohave dminished efficacy inelderly patients with renal imparment. Therisk of volume deplefon-rdated adverse reactons increasedin patients who were 75 years of age and older
t0 2.1%, 23%, and 4.4% for placebo, empaglifiozin 10mg, and empadiflozn 25mg. The risk of utnary tract infections increasedin patients who were 75 years of age and older to 10.5%, 15.7%, and 15.1%
respectively.

Preclinical safety data

Non<linical datareveal no special hazard for humans based on conventional studies of safety phamacology, genofboxicity, fertility and early embryonic development.

In long term toxcity studies in rodents and dogs, signs of toxcity were observed at exposures greater than or equa to 10-imes the clinical dose of empagdiflozn. Most toxicity was consistent with secondary
phamacdogy related to uinary ducose loss and eectrolyte imbalances incduding deceased body weight and body fat, increased food consumpton, diarrhoea, dehydration, decreased serun ducose and
increases in other serum parameters refective of increased protein metabolism and gluconeogenesis, urinary changes such as pdyuria and glucosutia, and microscopic changes including mineralisafon in
kidney and some sdft and vascular tissues. Microscopic evidence of the effects of exaggerated pharmacology on

the kidney observed in some species included tubular dilatation, and tubular and pelvic mireralisation at approximately 4-times the clinical AUC exposure of empagdiflazin associated with the 25 mg dose.
Empagliflozinis nat genctoxic.

In a 2 year carcinogenicity study, empadifozin did not increase the incidence of tumours in female rats up to e highest dose of 700 mg/kg/day, which corresponds to approximately 72- times the maximal
clinica AUC exposure to empagiiflozin. In male rats, treatment-related benign vascular prdiferative lesions (haemangomas) of the mesenteric lymph node were observed at the highest dose, but not at 300
mg/kg/day, which comresponds to approximately 26-times the maxima dinica exposure to empagiiflozin. Intersitial cell tumours in the testes were observed wit a higherincidence in rats at 300 mg/kglday
and above, but nat at 100 mg/kg/day which corresponds © approximately 18-times the maxima dlinical exposure to empaglifozin. Both tumours are commoninrats and are unlikely to be relevant to humans.

Empaglifozin did not increase he incidence of tumours in female mice a doses up to 1000 mg/kg/day, which comesponds to approximately 62-times the maximal clinica exposure o empaglifozin.
Empaglifozin induced renal tumouss in mae mice at 1000 mg/kg/day, but not at 300 mg/kg/day, which corresponds to approxmatly 11-imes the maximal clinica exposure t empaglifozin. The mode of

acilion for these umaurs is dependent on the natura predsposifion of the male mouse b rena pathdogy and ametabdic pathway not reflecive of humans. The male mouse renal tumeurs are considered not
relevant to humars.

At exposures sufficienty in excess of exposure in humans after thergpeutic doses, empadifozin had no adverse effects on ferility or early embryonic development. Empadifozin administered during the
period of organogenesis was notteratogenic. Only at matemally toxic doses, empaglifiozin also caused bent imb bones in the rat and increased embryofetal loss in the rabhit.

In pre- and postnatal toxcity studies in rafs, reduced weight gain of offsping was observed at matemal exposures appoximately 4-times the maxima dinical exposure to empadifozin. No such effect was
seen at systemic exposure equal to the maximal clinical exposure to empaglifiozin. T he relevance of this finding to humans is undear.

In a juvenile toxicity study in the rat, when empagdlifozin was administered from postata day 21 unil postihata day 9, non-adverse, minimal to mild rend tubular and pelvic dilafonin juvenile rats was seen
only at 100 mg/kg/day, which approximates 11-times the maximum dlinical dose of 25 mg. These findings were absent after a 13 weeks drugfree recovery periad.

PHARMACEUTICAL PARTICULARS
List of Excipients

Pharmatose DCL-11, Lactose Monohydrat, Microcrystalline Cellulose (Avicel PH-102), Cdloidal Anhydrous Silica (Aerosil 200), Klucel EXF Pharm (HPC), Croscammellose Sodum, Magnesium Stearate,
Pharmacoat 606 (HPMC 6 CPS), Macrogols (P.E.G 6000), Titanium dioxide, Ferric Oxide Yellow, Purifed Talc and Purifed Water.
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Incompatibilities

None

Shelfdife

2 Years
The expiration date refers to the product corectly stored inthe required condfions.

Special precautions for storage

Do not store above 30°C
Protect from sunlight and moisture.

Nature and contents of container

Empiget (Empaglifozin) Tablets 25mg are available in Alu-Alu blister packs of 2 X7 (14's) teblets ina unit carton along with a package insert.

Instructions for use/handling

. Keep out of reach of chidren.

. To be sddon prescription of aregistered medical practitioner only.

MARKETING AUTHORISATION HOLDER

Getz Pharma (Private) Limited
29-30/27, Korangi Industrial Area Karachi 74900, Pakistan Tel: (92-21) 111-111-511
Fax: (92-21) 5057592

PRODUCT REGISTRATION NUMBER

006197-EX

DATE OF PRODUCT REGISTRATION ISSUED

March 15, 2017
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Empiget

[Empagliflozin]

10mg, 25mg Film-coated Tablets

DESCRIPTION

Empiget (Empagliflozin) tablets contain empagliflozin, an orally-active inhibitor of the
sodium-glucose co-transporter 2 (SGLT2). The chemical name of empagliflozin is
D-Glucitol,1,5-anhydro-1-C-  [4-chloro-3-[[4-[[(3S)-tetrahydro-  3furanyl]oxy]phenyl]
methyl]phenyl]-, (1S). Its molecular formula is Cz;H,;ClO; and the structural formula is:

HO“"O' “OH

)i
OH

Empagliflozin

QUALITATIVE AND QUANTITATIVE COMPOSITION
Empiget (Empagliflozin) is available for oral combination as:

Empiget Film-coated Tablets 10mg

Each film-coated tablet contains:

Empagliflozin...10mg

Each Tablet contains Lactose monohydrate equivalent to 41.04mg lactose anhydrous.
Excipients...qs

Empiget Film-coated Tablets 25mg

Each film-coated tablet contains:

Empagliflozin...25mg

Each Tablet contains Lactose monohydrate equivalent to 102.06mg lactose anhydrous.
Excipients...qs

Empiget Tablets 10mg is available as Cream colored, round shaped, biconvex film
coated tablet engraved "GP" on one side and plain from other side.

Empiget Tablets 25mg is available as Cream colored, oval shaped, biconvex film coated
tablet plain on both sides.

CLINICAL PHARMACOLOGY

Mechanism of Action

Sodium-glucose co-transporter 2 (SGLT2) is the predominant transporter responsible for
reabsorption of glucose from the glomerular filirate back into the circulation.
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.

Pharmacokinetics

Absorption

After oral administration, empaglifiozin was rapidly absorbed with peak plasma
concentrations occurring at a median t,, of 1.5 hours post-dose. Thereafter, plasma
concentrations declined in a biphasic manner with a rapid distribution phase and a
relatively slow terminal phase. The steady state mean plasma AUC and C,.x were
1870nmol.h and 259nmol/L with empaglifiozin 10mg and 4740nmol.h and 687nmol/L
with empagliflozin 26mg once daily. Systemic exposure of empagliflozin increased in a
dose-proportional manner. Administration of empagliflozin 25mg after intake of a high-fat
and high calorie meal resulted in slightly lower exposure; AUC decreased by
approximately 16% and Ci.. by approximately 37% compared to fasted condition.

Distribution

The apparent steady-state volume of distribution was estimated to be 73.8 L based on
the population pharmacokinetic analysis. Following administration of an oral
[“C]-empagliflozin solution, the red blood cell partitioning was approximately 37% and
plasma protein binding was 86%.

Metabolism

No major metabolites of empagliflozin were detected in human plasma and the most
abundant metabolites were three glucuronide conjugates (2-, 3-, and 6-O glucuronide).
Systemic exposure of each metabolite was less than 10% of total drug-related material.
The primary route of metabolism of empagliflozin in humans is glucuronidation by the
uridine  5'-diphospho-glucuronosyltransferases UGT2B7, UGT1A3, UGT1A8, and
UGT1A9.

Excretion

The apparent terminal elimination half-life of empagliflozin was estimated to be 12.4
hours and apparent oral clearance was 10.6L/hour. The inter-subject and residual
variabilities for empagliflozin oral clearance were 39.1% and 35.8%, respectively. With
once-daily dosing, steady-state plasma concentrations of empagliflozin were reached by
the fifth dose. Consistent with the half-life, up to 22% accumulation, with respect to
plasma AUC, was observed at steady-state. Following administration of an oral
[“C]-empagliflozin solution, approximately 96% of the drug-related radioactivity was
eliminated in feces (41%) or urine (54%). The majority of drug-related radioactivity
recovered in feces was unchanged parent drug and approximately half of drug related
radioactivity excreted in urine was unchanged parent drug.

Special Population

Renal impairment

In patients with mild, moderate or severe renal impairment (eGFR <30 - <90 ml/min/1.73
m?) and patients with kidney failure/lend stage renal disease (ESRD), AUC of
empagliflozin increased by approximately 18%, 20%, 66%, and 48%, respectively. Peak
plasma levels of empagliflozin were similar in subjects with moderate renal impairment
and kidney failure/ESRD compared to patients with normal renal function. Peak plasma
levels of empagliflozin were roughly 20% higher in subjects with mild and severe renal
impairment as compared to subjects with normal renal function. The population
pharmacokinetic analysis showed that the apparent oral clearance of empagliflozin
decreased with a decrease in eGFR leading to an increase in drug exposure.

Hepatic Impairment

In mild, moderate, and severe hepatic impairment according to the Child-Pugh
classification, AUC of empagliflozin increased approximately by 23%, 47%, and 75%
and C.x by approximately 4%, 23%, and 48%, respectively.

Race

In the population pharmacokinetic analysis, AUC was estimated to be 13.5% higher in
Asians with a body mass index of 25 kg/m? compared to non-Asians with a body mass
index of 25 kg/m?.

Geriatric patients

Empagliflozin is expected to have diminished efficacy in elderly patients with renal
impairment. The risk of volume depletion-related adverse reactions increased in patients
who were 75 years of age and older to 2.1%, 2.3%, and 4.4% for placebo, empagliflozin
10mg, and empagliflozin 25mg. The risk of urinary tract infections increased in patients
who were 75 years of age and older to 10.5%, 15.7%, and 15.1% respectively.

THERAPEUTIC INDICATIONS
Empiget (Empagliflozin) is indicated as an adjunct to diet and exercise to improve
glycemic control in adults with type 2 diabetes mellitus as:

Monotherapy
When diet and exercise alone do not provide adequate glycemic control in patients for
whom use of metformin is considered inappropriate due to intolerance.

Add-on combination therapy
In combination with other glucose—lowering medicinal products including insulin, when
these, together with diet and exercise, do not provide adequate glycemic control.

DOSAGE & ADMINISTRATION

Hepatic impairment

No dose adjustment is required for patients with hepatic impairment. Empagliflozin
exposure is increased in patients with severe hepatic impairment. Therapeutic
experience in patients with severe hepatic impairment is limited and therefore not
recommended for use in this population.

Elderly

No dose adjustment is recommended based on age. In patients 75 years and older, an
increased risk for volume depletion should be taken into account. In patients aged 85
years and older, initiation of empagliflozin therapy is not recommended due to the limited
therapeutic experience.

Pediatric population
The safety and efficacy of empagliflozin in children and adolescents has not yet been
established.

ADVERSE REACTIONS
Very Common
Hypoglycemia (when used with sulphonylurea or insulin).

Common
Vaginal moniliasis, vulvovaginitis, balanitis and other genital infection, urinary tract
infection, pruritus (generalised) and increased urination.

Uncommon
Volume depletion, dysuria and blood creatinine increased / glomerular filtration rate
decreased.

Rare
Diabetic ketoacidosis.

CONTRAINDICATIONS

Empaglifiozin is contraindicated in:

« Patients with known hypersensitivity to empagliflozin or to any excipient of the
product.

« Severe renal impairment, end-stage renal disease, or dialysis.

PRECAUTIONS

« This tablets contain lactose. Patient with rare hereditary problems of galactose
intolerance, total lactase deficiency or glucose-galactose malabsorption should not
take this medicinal product.

« Empaglifiozin causes intravascular volume contraction. Symptomatic hypotension
may occur after initiating empagliflozin particularly in patients with renal impairment,
the elderly, in patients with low systolic blood pressure, and in patients on diuretics.

«  Empagliflozin increases serum creatinine and decreases eGFR. The risk of impaired
renal function with empagliflozin is increased in elderly patients and patients with
moderate renal impairement.

« Insulin and insulin secretagogues are known to cause hypoglycemia. The risk of
hypoglycemia is increased when empagliflozin is used in combination with insulin
secretagogues (e.g., sulphonylurea) or insulin. Therefore, a lower dose of the insulin
secretagogue or insulin may be required to reduce the risk of hypoglycemia when
used in combination with empagliflozin.

«  Empagliflozin 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.

+ Empagliflozin increases the risk for urinary tract infections including urosepsis and
pyelonephritis requiring hospitalisation in patients receiving SGLT2 inhibitors,
including empagliflozin. Monitor and treat as appropriate. Discontinuation of
empagliflozin may be considered in cases of recurrent urinary tract infections.

« Empagliflozin should not be used in patients with type 1 diabetes or for the treatment
of diabetic ketoacidosis (DKA). In patients where DKA is suspected or diagnosed,
treatment with empagliflozin should be discontinued immediately. Treatment should
be interrupted in patients who are hospitalised for major surgical procedures or acute
serious medical illnesses. In both cases, treatment with empagliflozin may be
restarted once the patient's condition has stabilised.

+ Based on the mode of action of SGLT2 inhibitors, osmotic diuresis accompanying
therapeutic glucosuria may lead to a modest decrease in blood pressure. Therefore,
caution should be exercised in patients for whom an empagliflozin-induced drop in
blood pressure could pose a risk, such as patients with known cardiovascular disease,
patients on anti-hypertensive therapy with a history of hypotension or patients aged 75
years and older.

+ Empagliflozin has minor influence on the ability to drive and use machines. Patients
should be advised to take precautions to avoid hypoglycemia while driving and using
machines, in particular when empagliflozin is used in combination with a
sulphonylurea and/or insulin.

Pregnancy

There are no adequate and well-controlled studies of empaglifiozin in pregnant women.
Empagliflozin should be used during pregnancy only if the potential benefit justifies the
potential risk to the fetus.

Nursing Mothers

It is not known if empagliflozin is excreted in human milk. Because many drugs are
excreted in human milk and because of the potential for serious adverse reactions in
nursing infants from empagliflozin, a decision should be made whether to discontinue
nursing or to discontinue empagliflozin, taking into account the importance of the drug to
the mother.

DRUG INTERACTIONS

« Coadministration of empagliflozin with diuretics resulted in increased urine volume
and frequency of voids, which might enhance the potential for volume depletion.
Empaglifiozin may add to the diuretic effect of thiazide and loop diuretics and may
increase the risk of dehydration and hypotension.

+  Monitoring glycemic control with urine glucose tests is not recommended in patients
taking SGLT2 inhibitors as it increases urinary glucose excretion and will lead to
positive urine glucose tests. Use alternative methods to monitor glycemic control.

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

OVERDOSAGE

Symptoms

Multiple daily doses of up to 100mg empagliflozin (equivalent to 4 times the highest
recommended daily dose) in patients with type 2 diabetes did not show any toxicity.
Empaglifiozin increased urine glucose excretion leading to an increase in urine volume.

Treatment

In the event of an overdose with empagilifiozin, 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.

STORAGE

Do not store above 30°C.

Protect from sunlight and moisture.

The expiration date refers to the product correctly stored at the required conditions.
Any unused medicinal product or waste material should be disposed of in accordance
with local requirements.

HOW SUPPLIED
Empiget (Empagliflozin) Film-coated Tablets 10mg are available in pack of 14’s, 28's and
30's,

Emp’iget (Empagliflozin) Film-coated Tablets 25mg are available in pack of 14’s, 28's and
30's.
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[Empagliflozinel

10mg, 25mg Comprimés Pelliculés

LA DESCRIPTION

Les comprimés Empiget (Empagliflozine) contiennent de I'empagliflozine, un inhibiteur actif
par voie orale du co-transporteur sodium-glucose 2 (SGLT2). Le nom chimique de

I'empaglifiozine est D-Glucitol,1,5-anhydro-1-C-[4-chloro-3-[[4-[[(3S)- tetrahydro-3furanyl]
oxylphényllméthyllphényl]-, (1S). Sa formule moléculaire est C,H,CIO, da formule

moléculaire est:
Cl O..
L

Empagliflozine

COMPOSITION QUALITATIVE ET QUANTITATIVE
Empiget (Empagliflozine) est disponible sous forme de comprimés oraux:

Empiget Comprimés Pelliculés 10mg

Chaque comprimé pelliculé contient:

Empaglifiozine...10mg

Chaque comprimé contient du lactose monohydraté équivalent a 41,04 mg de lactose
anhydre.

Empiget Comprimés Pelliculés 25mg

Chaque comprimé pelliculé contient:

Empaglifiozine...25mg

Chaque comprimé contient du lactose monohydraté équivalent a 102,06 mg de lactose
anhydre.

Empiget Tablets 10mg se vend sous forme de comprimés pelliculés de couleur créme, de
forme ronde et biconvexe, gravés "GP" sur une cote et non gravés sur l'autre.

Empiget Tablets 256mg se vend sous la forme d'un comprimé pelliculé biconvexe de couleur
créme, de forme ovale, non gravés des deux cotés.

PHARMACOLOGIE CLINIQUE
Mécanisme d'action

Insuffisance hépatique

Aucun ajustement du dosage n'est nécessaire chez les patients qui souffrent d'insuffisance
hépatique. L'exposition d'empagliflozine accroit chez les patients présentant une insuffisance
hépatique sévere. L'expérience thérapeutique chez les patients atteints d'insuffisance
hépatique sévére est limitée et son utilisation n'est donc pas recommandée dans le cas de
cette catégorie.

Agé

Age

Aucun ajustement du dosage n'est recommandé en fonction de I'age. Chez les patients de 75
ans et plus, un risque accru de déplétion volémique doit étre pris en compte. Chez les patients
agés de 85 ans et plus, le début du traitement avec 'empagliflozine n'est pas recommandé en
raison de I'expérience thérapeutique limitée.

Catégol
La sécul et efncacne de I'empagliflozine chez les enfants et les adolescents n'ont pas
encore ete établies a travers les testes.

EFFETS INDESIRABLES
Trés fréquents
Hypoglycémie (lorsqu'il est utilisé ensemble avec une sulfonylurée ou de l'insuline).

Fréquent
Candidose vaginale, vulvovaginite, balanite et autres infections génitales, infection des voies
urinaires, prurit (généralisé) et augmentation de la miction.

Peu fréquent
Déplétion volémique, dysurie et augmentation de la créatinine sanguine / diminution du débit
de filtration glomérulaire.

re
Acidocétose diabétique.

CONTRE-INDICATIONS

L'empagliflozine est contre-indiquée dans les cas suivants:

- Patients présentant une hypersensibilit¢ connue a l'empaglifiozine ou a l'un des
ingrédients du produit.

« Insuffisance rénale sévere, insuffisance rénale terminale ou dialyse.

PRECAUTIONS
Ces comprimés contiennent du lactose. Les patients présentant des problémes
héréditaires trés rares d'intolérance au galactose, de déficit total en lactase ou de
malabsorption du glucose et du galactose ne doivent pas prendre ce médicament.

Le co-transporteur sodium-glucose 2 (SGLT2) est le transporteur prédominant r
de la réabsorption du glucose du filtrat glomérulaire dans la sang. Empagliflozine est un
inhibiteur du SGLT2. En inhibant le SGLT2, Empaglifiozine réduit la réabsorption rénale du
g:ucose filtré et diminue le seuil rénal pour le glucose, augmentant ainsi I'excrétion urinaire du
glucose.

Pharmacocinétique

Absorption

Aprés ini ion orale, I' ine a été r absorbée et les concentrations
plasmatiques maximales ont été atteintes avec un tn., médian de 1,5 heure aprés
I'administration. Par la suite, les concentrations plasmatiques ont diminué de maniére
biphasique, avec une phase de distribution rapide et une phase finale relativement lente.
L'ASC et la C.. plasmatiques moyennes a I'état d'équilibre étaient de 1870nmol.h et

< Em iflozine provoque une ion du volume intravasculaire. Une hypotension
symptomatique peut survenir aprés administration de Iempagllﬂozme en particulier chez
les patients souffrant d'insuffisance rénale, les personnes agées, les patients ayant une
pression artérielle systolique réduite et les patients sous diurétiques.

« Em 1e augmente la créatinine sérique et diminue le DFGe. Le risque d'altération
de la fonction rénale dans le cas de traitement avec Empagliflozine est accru chez les
patients &gés et les patients présentant une insuffisance rénale modérée.

« LY |nsu||ne et les secrelagogues de Iinsuline sont connus pour provoquer des
v“ émies. Le risque I ie est accru lorsque I'empaglifiozine est utilisée

ion avec des secr les de l'insuline (par exemple, une sulfonylurée) ou
de I'insuline. Par conséquenl une dose plus réduite du sécrétagogue de l'insuline ou de
I'insuline peut étre nécessaire pour réduire le risque d’hypoglycémie en cas d'association
avec 'Empaglifiozine.

259nmol/L avec I'empagliflozine 10mg et de 4740nmol.h et 259nmol/L avec I' iflozine

< Enm iflozine augmente le risque d' |nfect|ons mycoswques génitales. Les patients ayant

10mg. 4740nmol.h et 687nmol/L avec I'empagliflozine 25mg une fois par jour. L' ition

des écédents d'infections chroniques ou récurrentes étaient plus.

systémique a l'empaglifiozine a augmente' de maniére proportionnelle a la dose.
L'administration d'empagliflozine 25 mg aprés un repas riche en graisses et en calories a
entrainé une augmentation de la dose Iégérement plus faible ; I'ASC a diminué d'environ 16
% et la Cay d'environ 37 % par rapport a I'état de jedne.

Distribution

Le volume de distribution apparent a I'état d'équilibre a été estimé a 73,8 L sur la base de
I'analyse pharmacocinétique de la population. Aprés administration d'une solution orale
d'[*“Cl-empagliflozine, la répartition dans les globules rouges était d'environ 37 % et la liaison
aux protéines plasmatiques était de 86 %.

Métabolisme

Aucun métabolite majeur de I'empagliflozine n'a été détecté dans le plasma humain et les
métabolites les plus abondants étaient trois glucuronides conjugués (2-, 3- et 6-O
glucuronide). L' y i de chaque mé ite représentait moins de 10 % de
I'ensemble des subs(ances associées au médicament. La principale voie de métabolisation
de l'empaglifiozine chez les humains est la glucuronidation par les uridines
5'-diphospho-glucuronosyltransférases UGT2B7, UGT1A3, UGT1A8 et UGT1A9.

Excrétion
La demi-vie d'élimination terminale apparente de I'empagliflozine a été estimée a 12,4 heures
etla clairance orale apparente était de 10,6 L/heure. Les variabilités inter-sujets et résiduelles
pour la clairance orale de Iempagllﬂozme étaient respectivement de 39,1 % et 35,8 % Lors
de l'administration d'une dose quotidienne unique, les concentrations

susceptibles de développer des |nfec!|ons génitales mycosiques. Surveillez et traitez
comme il convient.

« Empagliflozine augmente le risque d'infections des voies urinaires, y compris I'urosepsis
et la pyélonéphrite nécessitant une hospitalisation chez les patients recevant des
inhibiteurs du SGLT2, y compris I'empagliflozine. Surveiller et traiter comme il convient.
Une interruption de l'empagliflozine peut étre envisagée en cas d'infections urinaires
récurrentes.

- Empagliflozine ne doit pas étre utilisé chez les patients atteints de diabéte de type 1 ou
pour le traitement de I'acidocétose diabétique (ACD). Chez les patients chez qui une ACD
est suspectée ou diagnostiquée, le traitement avec Empagliflozine doit étre
immédiatement interrompu. Le traitement doit étre interrompu chez les patients
hospitalisés pour des interventions chirurgicales majeures ou des maladies graves
aigués. Dans les deux cas, le traitement avec Empagliflozine peut étre repris une fois que
I'état du patient s'est stabilisé.

«  Selon le mode d'action des inhibiteurs du SGLT2, la diurése osmotique accompagnant la
glucosurie thérapeutique peut entrainer une baisse modérée de la pression artérielle. Par
conséquent, il convient de faire preuve de prudence chez les patients pour lesquels une
baisse de la pression artérielle induite par I'Empagliflozine pourrait présenter un risque,
tels que les patients présentant une maladie cardiovasculaire connue, les patients sous
traitement antihypertenseur ayant des antécédents d'hypotension ou les patients agés de
75 ans et plus.

« Empaglifiozine a une influence mineure sur l'aptitude & conduire et a utiliser des
machlnes II convient de conseiller aux patients de prendre des précautions pour éviter

d'empaglifiozine a I'état d'équilibre ont été atteintes dés la cinquieme dose. Conformemenl a
la demi-vie, jusqu'a 22 %, par rapport a I'ASC plasmatique, a été observée & I'état d'équilibre.
Apres adm|n|slrat|on d'une solution orale d'[**C]-empaglifiozine, environ 96 % de la
radioactivité liée au médicament a été éliminée dans les féces (41 %) ou dans I'urine (54 %).
La majorité de la radioactivité liée au médicament retrouvée dans les féces était du
médicament mére inchangé et environ la moitié de la radioactivité¢ liée au médicament
excrétée dans l'urine était du médicament source inchangé.

Population spéciale

Insuffisance rénale

Chez les patients présentant une insuffisance rénale moyenne, Iégére ou sévere (DFGe <30
- <90 ml/min/1,73 m?) et chez les patients présentant une insuffisance rénale ou une maladie
rénale 1erm|nale I'ASC de I'empaglifiozine a augmente d'environ 18 %, 20 %, 66 % et 48 %,
respectivement. Les niveaux de pic Je de l'er iflozine étaient similaires chez les
sujets présentant une insuffisance rénale modérée et une insuffisance renale/IRSU par

lorsqu'ils conduisent ou utilisent des machines, en particulier lorsque
I'Empagllflozme est utilisée en association avec une sulfonylurée et/ou de l'insuline.

Grossesse

Il n'y a pas d'études adéquates et bien testées concernant I'effet du ti
Empagliflozine chez les femmes enceintes. Empagliflozine ne doit étre utili:
grossesse que si le bénéfice potentiel justifie le risque potentiel pour le feetus.

itement avec
ée pendant la

Meére nourriciére }

On ne sait pas si Empagliflozine est sécrétée dans le lait maternel. Etant donné que de
nombreux médicaments sont sécrétés dans le lait maternel et que Empaglifiozine peut
entrainer des effets indésirables graves chez les nourrissons, il convient de décider
d'interrompre l'allaitement ou d'arréter le traitement avec Empagliflozine, en tenant compte de
I'importance du médicament pour la mére.

INTERACTIONS MEDICAMENTEUSES

rapport aux patients présentant une fonction rénale normale. Les niveaux
maximaux d'empagliflozine étaient environ 20 % plus élevés chez les sujets allelnls
d'insuffisance rénale légeére et sévére que chez les sujets ayant une fonction rénale normale.
L'analyse pharmacocinétique de population a montré que la clairance orale apparente de
I'empagliflozine diminuait avec la baisse du DFGe, entrainant une augmentation de la dose
d'empagliflozine.

Insuffisance hépatique

En cas d'insuffisance hépatique Iégére, modérée et sévére selon la classification de
Child-Pugh, I'ASC de I'Empagliflozine a augmenté d'environ 23 %, 47 % et 75 % et la Crax
d'environ 4 %, 23 % et 48 %, respectivement.

Race

Dans l'analyse pharmacocinétique de la population, on a estimé que I'ASC était 13,5 % plus
élevée chez les Asiatiques ayant un indice de masse corporelle de 25 kg/m? que chez les
non-asiatiques ayant un indice de masse corporelle de 25 kg/m?.

Patients agés

L'efficacité de I'Empaglifiozine devrait étre réduite chez les patients agés souffrant
d'insuffisance rénale. Le risque d'effets indésirables liés a la réduction du volume sanguin a
augmenté chez les patients agés de 75 ans et plus de 2,1 %, 2,3 % et 4,4 % pour le placebo,
I'Empaglifiozine 10 mg et 'Empagliflozine 25 mg. Le risque d'infections urinaires a augmenté

chez les patients agés de 75 ans et plus, atteignant respectivement 10,5 %, 15,7 % et 15,1 %.

INDICATIONS THERAPEUTIQUES

Empiget (| zine) est dé comme adjuvant au régime alimentaire et a
I'exercice physwque pour améliorer le controle de la glycémie chez les adultes atteints de
diabéte sucré de type 2:

Monothérapie

Lorsque le régime alimentaire et I'exercice physique ne suffisent pas a assurer un contréle
glycémique adéquat chez les patients pour lesquels lutilisation de la metformine est
considérée comme mappropnee en raison d'une intolérance.

Traitement combiné additionnel
En association avec d'autres médicaments hypoglycémiants, y compris l'insuline, lorsque
ceux-ci, associés a un régime alimentaire et a de I'exercice physique, ne permettent pas un
contréle adéquat de la glycémie.

DOSAGE ET ADMINISTRATION

1 conjointe d'El ine et de diurétiques a entrainé une augmentation
du volume d'urine et de la fréquence des mictions, ce qui pourrait accroitre le risque de
déplétion volumique. Empagliflozine peut renforcer l'effet diurétique des diurétiques
thiazidiques et des diurétiques de I'anse et augmenter le risque de déshydratation et
d'hypotension.

« La surveillance de I'équilibre glycémique par des tests de glycémie urinaire n'est pas
recommandée chez les patients prenant des inhibiteurs du SGLT2, car ils augmentent
I'excrétion urinaire du glucose et conduisent a des tests de glycémie urinaire positifs.
Utilisez d'autres méthodes pour surveiller I'équilibre glycémique.

+ Lasurveillance du contrdle glycémique par le dosage du 1,5-AG n'est pas recommandée
car les mesures du 1,5-AG ne sont pas fiables pour évaluer le contrdle glycémique chez
les patients prenant des inhibiteurs du SGLT2. Utilisez d'autres méthodes pour surveiller
le controle glycémique.

SURDOSAGE

Symptémes

Des doses quotidiennes multiples allant jusqu'a 100 mg d'Empagliflozine (équivalant a 4 fois
la dose quotidienne la plus élevée recommandée) chez des patients atteints de diabéte de
type 2 n'ont pas montré de toxicité. Empagliflozine a augmenté I'excrétion urinaire du glucose,
ce qui a entrainé une augmentation du volume de ['urine.

Traitement

En cas de surdosage a I'Empaglifiozine, il convient d'appliquer les mesures de soutien
habituelles (par exemple, éliminer les substances non absorbées du tractus gastro-intestinal,
mettre en place une surveillance clinique et instaurer un traitement de soutien) en fonction de
I'état clinique du patient. L'élimination d'Empagliflozine par hémodialyse n'a pas été testée.

STOCKAGE

Ne pas conserver au-dessus de 30°C.

Protéger de la lumiére solaire et de I'humidité.

La date de péremption fait référence au produit correctement stocké aux

conditions requises.

Tout produit médicinal non utilisé ou déchet doit étre détruit en conformité avec les
réglementations locales.

COMMENT FOURNIE

Empiget (Empagliflozine) Comprimés Pelliculés 10mg sont disponibles en pack des années
14,2

Emplget (Empagllﬂozme) Comprimés Pelliculés 25mg sont disponibles en pack des années




