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& & C\;;" Empacoza

&Z) 10mg ,25mg
film coated tablet
(Empagliflozin Micronized)
1 INDICATIONS AND USAGE:
Empacoza is indicated :
-to reduce the risk of cardiovascular death and hospitalization for heart failure in
adults with heart failure.
-to reduce the risk of cardiovascular death in adults with type 2 diabetes mellitus
and established cardiovascular disease.
- as an adjunct to diet and exercise to improve glycemic control in adults with
type 2 diabetes mellitus

Limitations of Use:

-Empacoza is not recommended in patients with type 1 diabetes mellitus. It may
increase the risk of diabetic ketoacidosis in these patients [see Warnings and
Precautions (5.1)].

-Empacoza is Not recommended for use to imp;?m in adults
with type 2 diabetes mellitus with an eGFR less y3 mt?m‘ln;fJ\??.m’
Empacoza is likely to be ineffective in this settmg}:%_@ﬁﬁs mechanism of

\

action

I -
- -

2 DOSAGE AND ADMINISTRATION: = =
2.1 Prior to Initiation of Empacoza w v
Assess renal function before initiating Empacoza - a}tq\ id;df ted [see
Warnings and Precautions (5.2)). “Cer g

In patients with volume depletion, correct this condition before initiating
Empacoza [see Warnings and Precautions (5.2), Use in Specific Populations (8.5,
8.6)].

2.2 Recommended Dosage
The recommended dose of Empacoza is 10 mg once daily in the morning, taken
with or without food
For additional glycemic control, the dose may be increased to 25 mg in patients
tolerating Empacoza.

Use for glycemic control is not recommended in patients with an eGFR less than 30

mL/min/1.73 m2.
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Data are insufficient to provide a dosing recommendation in patients;

who have type 2 diabetes and established cardiovascular disease with an eGFR
less than 30 mL/min/1.73 m2, or who have heart failure with an eGFR less than 20
mL/min/1.73 m2 [see Warnings and Precautions (5.2) and Use in Specific
Populations (8.6)].

Empacoza is contraindicated in patients on dialysis

[see Contraindications (4) /.

3 DOSAGE FORMS AND STRENGTHS

Empacoza tablets available as:

Empacoza 10 mg: pale yellow to yellow with white to off white core round
biconvex film-coated tablets

Empacoza 25 mg: pale yellow to yellow, round, biconvex. film-coated tablets with
white core

4 CONTRAINDICATIONS:

Hypersensitivity to empagliflozin or any of the excipients in Empacoza,

reactions such as angioedema have occurred [see Warnings and Precautions
(5.7)).

Patients on dialysis [see Use in Specific Populations (8.6)].

5 WARNINGS AND PRECAUTIONS i’-‘\\

5.1 Ketoacidosis
/Q gsgn‘rhg COﬂdItIDr‘I requiring urgent
d |

C

Reports of ketoacidosis, a serj

hospitalization have been id tifi nical trials and postmarketing
surveillance in patients with 1ype 1and type 2 diabates mellitus receiving sodium
glucose co-transporter-2 (SGLT2) nhlbnors,;ncludlngcmpacma Fatal cases of
ketoacidosis have been reported |r\patf"nts taking empacoza. In placebo-
controlled trials of patients w:thj\r , the risk of ketoacidosis was
increased in patients who receive LT2 u'.th.lbft compared to patients who
received placebo. Empacoza is not indi rthe treatment of patients with

type 1 diabetes mellitus [see Indications and Usage (1))

Patients treated with empacoza who present with signs and symptoms
consistent with severe metabolic acidosis should be assessed for ketoacidosis
regardless of presenting blood glucose levels, as ketoacidosis associated with
empacoza may be present even if blood glucose levels are less than 250 mg/dL. If
ketoacidosis is suspected, Empacoza should be discontinued, patient should be
evaluated, and prompt treatment should be instituted. Treatment of ketoacidosis
may require insulin, fluid and carbohydrate replacement

Page 2 of 18



Central Administration for Pharmaceutical care

Approval Date: 9/5/2022 Revised by: Dr. israa Magdi 2™ revisor: DR, May Fadel
‘General Administration of Scientific Reference and Medical Inserts

According to: (FDA}

Medical Inserts Administration

In many of the postmarketing reports, and particularly in patients with type 1
diabetes, the presence of ketoacidosis was not immediately recognized and
institution of treatment was delayed because presenting blood glucose levels
were below those typically expected for diabetic ketoacidosis (often less than 250
mg/dL). Signs and symptoms at presentation were consistent with dehydration
and severe metabolic acidosis and included nausea, vomiting, abdominal pain,
generalized malaise, and shortness of breath, In some but not all cases, factors
predisposing to ketoacidosis such as insulin dose reduction, acute febrile iliness,
reduced caloric intake, surgery, pancreatic disorders suggesting insulin deficiency
(e.g., type 1 diabetes, history of pancreatitis or pancreatic surgery), and alcohol
abuse were identified

Before initiating empacoza consider factors in the patient history that may
predispose to ketoacidosis including pancmdeﬂcnency from any cause,
caloric restriction, and alcohol abuse v
For patients who undergo schedule
empacoza for at least 3 days prior
12.3)).

Consider monitoring for ketoacidosis ar&d temporaﬁly é?sdohiinuing Empacoza in
other clinical situations known to predispose to ketoacidosis fe.g., prolonged
fasting due to acute illness or post- surgeqﬂ Eas__[,e.ns{“ac rs for ketoacidosis
are resolved prior to restarting empacom- o WIS
Educate patients on the signs and symptoms cidosis and instruct patients
to discontinue empacoza and seek medical attention immediately if signs and
symptoms occur

5.2 Volume Depletion

Empacoza can cause intravascular volume depletion which may sometimes
manifest as symptomatic hypotension or acute transient changes in creatinine
[see Adverse Reactions (6.1)]. There have been post-marketing reports of acute
kidney injury, some requiring hospitalization and dialysis, in patients with type 2
diabetes mellitus receiving SGLT2 inhibitors, including empacoza . Patients with
impaired renal function (eGFR less than 60 mL/min/1.73 m2), elderly patients, or
patients on loop diuretics may be at increased risk for volume depletion or
hypotension. Before initiating Empacoza in patients with one or more of these
characteristics, assess volume status and renal function. In patients with volume
depletion, correct this condition before initiating empacoza . Monitor for signs
and symptoms of volume depletion, and renal function after initiating therapy

rderlemporanly discontinuing
;upéeﬂ}see Clinical\Pharmacology (12.2,
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5.3 Urosepsis and Pyelonephritis

There have been reports of serious urinary tract infections including urosepsis and
pyelonephritis requiring hospitalization in patients receiving SGLT2 inhibitors,
including Empacoza . Treatment with SGLT2 inhibitors increases the risk for
urinary tract infections. Evaluate patients for signs and symptoms of urinary tract
infections and treat promptly, if indicated [see Adverse Reactions (6)].

5.4 Hypoglycemia with Concomitant Use with Insulin and Insulin Secretagogues
Insulin and insulin secretagogues are known to cause hypoglycemia. The risk of
hypoglycemia is increased when Empacoza is used in combination with insulin
secretagogues (e.g., sulfonylurea) or insulin [see Adverse Reactions (6.1)].
Therefore, a lower dose of the insulin secretagogue or insulin may be required to
reduce the risk of hypoglycemia when used in combination with Empacoza

5.5 Necrotizing Fasciitis of the Perineum (Fournier’s Gangrene)

Reports of necrotizing fasciitis of the perineum (Fournier’s gangrene), a rare but
serious and life-threatening necrotizing mfectlon requiring urgent surgical
intervention, have been identified in with diabetes mellitus receiving
SGLT2 inhibitors, including Empaebza. Caseslla heen reported in both females
and males. Serious outcomes aye ded ho\prtaﬁzatfon multiple surgeries,
and death. AN

Patients treated with Emp oza presenting with pain or tenderness, erythema, or
swelling in the genital or parine [ area, along with ‘fever or malaise, should be

assessed for necrotizing fasciitis.\If suspected, start treatment immediately with
broad-spectrum antibiotics an_dki cessary, ical/debridement. Discontinue

empacoza closely monitor blow provide appropriate
alternative therapy for glycemic c o

5.6 Genital Mycotic Infections

Empacoza increases the risk for genital mycotic infections [see Adverse Reactions
(6.1)]. Patients with a history of chronic or recurrent genital mycotic infections
were more likely to develop genital mycotic infections. Monitor and treat as
appropriate

5.7 Hypersensitivity Reactions

There have been postmarketing reports of serious hypersensitivity reactions (e.g.,
angioedema) in patients treated with Empacoza . If a hypersensitivity reaction
occurs, discontinue empacoza ; treat promptly per standard of care, and monitor
until signs and symptoms resolve. Empacoza is contraindicated in patients with
hypersensitivity to empagliflozin or any of the excipients in Empacoza [see
Contraindications (4)]
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5.8 Lower limb amputations

An increase in cases of lower limb amputation (primarily of the toe) has been
observed in ongoing long-term clinical studies with another SGLT2 inhibitor. It is
unknown whether this constitutes a class effect. Like for all diabetic patients it is
important to counsel patients on routine preventative foot-care.

Empacoza contains lactose so, Patients with rare hereditary problems of
galactose intolerance, the Lapp lactose deficiency or glucose-galactose
malabsorption should not take this medicine
6 ADVERSE REACTIONS
The following important adverse reactions are described below and elsewhere in
the labeling:
-Ketoacidosis [see Warnings and Precautions (5.1)]
-Volume Depletion [see Warnings and Precautions (5.2)]
-Urosepsis and Pyelonephritis [see Warnings and WS 3)]
-Hypoglycemia with Concomitant Use with Insulimand lnsuuu  Secretagogues [see
Warnings and Precautions (5.4)]
-Necrotizing Fasciitis of the Perineum (Fournier’
Precautions (5.5)] { ¢ |
-Genital Mycotic Infections [see Warnings and P, cautrons {5 6)f |
-Hypersensitivity Reactions [see Warnings and P cautlgns’(S HJ< ;
Reporting of suspected adverse reactions . 3 Hl
Reporting suspected adverse reactions after autb:wwiul
products is important,it allows continued monito f the befiefit/risk balance
of the medical product ,Healthcare professionals are asked to
Report any suspected adverse reactions via
The Egyptian pharmacovigilance center:
Adress:21 Abd El Aziz Al Soud Street, El-Manial,Cairo,Egypt,And PO Box:11541
T:elephone: (+2)02 25354100,Extension:1303
Fax:+202-23610497
Email: pv.followup@edaegypt.gov.eg
Or Zeta pharma PV Email:Pv@zeta-pharma.com
6. Postmarketing Experience
Additional adverse reactions have been identified during postapproval use of
Empaglifizon. Because these reactions are reported voluntarily from a population
of uncertain size, it is generally not possible to reliably estimate their frequency or
establish a causal relationship to drug exposure.,

G{ng?bhé} [see Warnlngs and
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Gastrointestinal Disorders: Constipation

Infections: Necrotizing fasciitis of the perineum (Fournier’s gangrene), urose psis

and pyelonephritis

Metabolism and Nutrition Disorders: Ketoacidosis
Renal and Urinary Disorders: Acute kidney injury

Skin and Subcutaneous Tissue Disorders:
urticaria)
7 DRUG INTERACTIONS

Angioedema, skin reactions (e.g., rash,

Table 3 Clinically Relevant Interactions with Empacoza

Diuretics

Clinical Impact

Coadministration of empaglifozin with diuretics
resulted (n inereased urine volume and frequency
of voids, which might enhance the potential for
volume depletion.

Intervention

w&; Empacoza, assess volume

- Sﬂllus'lqir il function. In patients with volume
— ["deplenan, corréet this condition before initiating

* T Empacoza Monitor for signs and symptoms of

volume depletion, and renal function afier
initiating thempy.

or Insulin Secretagogues

Climical Impact \ i

Thetisk of -pg_glyccmla 15 increased when
Empacoza is in combination with insulin
. qggci . sulfonylurea) or insulin

Intervention \;uﬂﬁnﬁf hon uf },mpumm with an msulin
- ogue (e g, sulfonylurea) or insulin may

require lower doses of the insulin secretagogue or
insulin to reduce the nisk of hypoglycemia

Positive Urine Glucose Test

Chimcal Impact

SGLT2 inhibitors increase urinary glucose
excretion and will lead to positive urine glucose
Tesls

Intervention

Monitoring glycemic control with urine glucose
tests 15 not recommended in patients taking
SGLT2 inhibitors. Use alternative methods o
monitor glycemic control

Interference with 1,5-anhydroglucitol (1,5-AG) Assay

Clinical Impact

Measurements of 1.5-AG are unreliable in
assessing glycemic control in patients taking
SGLT2 inhibitor

Intervention

Monitoring glycemic control with 1.5-AG assay 1s
not recommended. Use alternative methods 1o
monitor glycemic control
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8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Empacoza is not recommended during the second and third trimesters of
pregnancy.

I'he limited available data with Empacoza in pregnant women are not sufficient
to determine a drug-associated risk for major birth defects and miscarriage. There
are risks 10 the mother and fetus associated with poorly controlled diabetes in
pregnancy [see Clinical Considerations).

The estimated background risk of major birth defeets is 6% to 10% in women with
pre-gestational diabetes with a HbA I¢ >7 and has been reported to be as high as
20% to 25% in women with HbA ¢ >10. The estimated background risk of
miscarriage for the indicated population is unknoy : LS. general
population. the estimated background risk of afjor.birth.defeets and miscarriage in
clinically recognized pregnancies is 2% Lo, % ande15% t0.20%, respectively.

/ / / " \-\ A “
Clinical Considerations , [ % \
Disease-associated maternal and or em?n vo fetal mg. Poorly controlled diabetes
in pregnancy increases the maternal risk for c‘{ahem I\uk:audu iy, pre-eclampsia,
spontaneous abortions. preterm delivery, and dgl[\cr\ wmp ahm!s Poorly
controlled diabetes increases the fetal risk lurmajm t,l;:d stillbirth, and

macrosomia related morbidity. O e 2
\__‘_-

8.2 Lactation

Risk Summary

There is limited information regarding the presence of Empacoza in human milk,
the effects of Empacoza on the breastfed infant or the effects on milk
production. 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 empacoza is not recommended while breastfeeding.
8.4 Pediatric Use

The safety and effectiveness of Empacoza have not been established in pediatric
patients

8.5 Geriatric Use
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In glycemic control studies in patients with type 2 diabetes mellitus, a total of
2721 (32%) patients treated with Empacoza were 65 years of age and older, and
491 (6%) were 75 years of age and older. Empacoza is expected to have
diminished glycemic efficacy in elderly patients with renal impairment [see Use in
Specific Populations (8.6)]. 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, Empacoza 10 mg, and Empacoza 25 mg. 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% in patients randomized to placebo, Empacoza 10 mg, and
Empacoza 25 mg, respectively [see Warnings and Precautions (5.2) and Adverse
Reactions (6.1)].

In heart failure studies, EMPEROR-Reduced included 1188 (64%) patients treated
with Empacoza 65 years of age and older, and 503 (27%) patients 75 years of age
and older. EMPEROR-Preserved included _ tients treated with
Empacoza 65 years of age and older, d,.228'u‘f3'%}9@ nts 75 years of age and
older. Safety and efficacy were simij ar,foy n‘at*epﬁ\s&xears and younger and
those older than 65 years. ! / .

8.6 Renal Impairment e == 1

The efficacy and safety of Empacoza for glycemic__c,ontrol were evaluated in a
study of patients with type 2 drabetes\rﬂew and moderate renal
impairment (eGFR 30 to less than 90 (nL/ llsge Clinical Studies (14)].
In this study, 195 patients exposed to Pmpacoza had ap€GFR between 60 and 90
mL/min/1.73 m2, 91 patients exposed to EFﬁpacotfh{; an eGFR between 45 and
60 mL/min/1.73 m2, and 97 patients exposed to Empacoza had an eGFR between
30 and 45 mL/min/1.73 m2. The glucose lowering benefit of Empacoza 25 mg
decreased in patients with worsening renal function. The risks of renal
impairment, volume depletion adverse reactions and urinary tract infection-
related adverse reactions increased with worsening renal function [see Warnings
and Precautions (5.2)]. Use of Empacoza for glycemic control in patients without
established cardiovascular disease or cardiovascular risk factors is not
recommended when eGFR is less than 30 mL/min/1.73 m2.

In a large cardiovascular outcomes study of patients with type 2 diabetes and
established cardiovascular disease, there were 1819 patients with eGFR below 60
mL/min/1.73 m2. The cardiovascular death findings in this subgroup were
consistent with the overall findings [see Clinical Studies (14)].

Studies of patients with heart failure [see Clinical Studies (14)] enrolled patients
with eGFR equal to or above 20 mL/min/1.73 m2. No dose adjustment is
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recommended for these patients. There are insufficient data to support a dosing
recommendation in patients with eGFR below 20 mL/min/1.73 m2.

Efficacy and safety studies with Empacoza did not enroll patients with an eGFR
less than 20 mL/min/1.73 m2. Empacoza is contraindicated in patients on dialysis
[see Contraindications (4)].

8.7 Hepatic Impairment

Empacoza may be used in patients with hepatic impairment [see Clinical
Pharmacology (12.3)].

10 OVERDOSAGE
In the event of an overdose with Empacoza , contact the Poison Control Center.
Removal of empagliflozin by hemodialysis has not been studied.

11 DESCRIPTION
Empacoza tablets for oral useo talpempag}\flozm an inhibitor of the sodium-
glucose co-transporter 2 (S Tzf/\ \‘\ | e

\
Each film-coated tablet of mpicma‘l(}mg cog@ms‘
Active ingredients: empaglifiozin micfonized 10mg -
Inactive ingredients: lactose monahydrate»-m:

alline cellulose
ellose sodium, colloidal
1

In addition, the film coating contains the following inactive ingredients:
Hydroxypropyl methyl cellulose , titanium dioxide(E171) , talc, polyethylene glycol
Macrogol 400, iron oxide yellow Ci 77492, Ethyl alcohol,purified water.
Empacoza 25mg contains:

Active ingredients: empaglifiozin micronized 25mg

Inactive ingredients:lactose monohydrate, microcrystalline cellulose Ph 102,
hydroxypropy! cellulose EF, croscarmellose sodium, colloidal silicon dioxide
(Aerosil 200) and magnesium stearate,ethanol 95%.

In addition, the film coating contains the following inactive ingredients:
Hydroxypropyl methyl cellulose E15,titanium dioxide(E171) , talc, polyethylene
glycol (macrogol 4000), iron oxide yellow (E172),purified water.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Empagliflozin is an inhibitor of the sodium-glucose co-transporter 2 (SGLT2), the
predominant transporter responsible for reabsorption of glucose from the
glomerular filtrate back into the circulation. By inhibiting SGLT2, empagliflozin
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reduces renal reabsorption of filtered glucose and lowers the renal threshold for
glucose, and thereby increases urinary glucose excretion.

Empaglifiozin also reduces sodium reabsorption and increases the delivery of
sodium to the distal tubule. This may influence several physiological functions
such as lowering both pre-and afterload of the heart anc downregulating
sympathetic activity.

12.2 Pharmacodynamics

Urinary Glucose Excretion

In patients with type 2 diabetes, urinary glucose excretion increased immediately
following a dose of empagliflozin and was maintained at the end of a 4-week
treatment period averaging at a 4 grams per day with 10 mg
empaglifiozin and 78 grams pgfday wl;;;; 25 g ¢ pagliflozin once daily [see
Clinical Studies (14)). Data f rp{ f)ﬁi dcs!.qs of 'empagliflozin in healthy
subjects indicate that, on average, elevationiin urinary glucose excretion
approaches baseline by about ?-davs for the 10 n}g and 25 mg doses.

Urinary Volume .
In a 5-day study, mean 24- hoq{ ine volume i Fease from baseline was 341 mL
on Day 1 and 135 mL on Day 25 mg once daily treatment.

Cardiac Electrophysiology W
In a randomized, placebo-controlled; “Comparator, crossover study, 30

healthy subjects were administered a single oral dose of empagliflozin 25 mg,
empagliflozin 200 mg (8 times the maximum dose), moxifloxacin, and placebo. No
increase in QTc was observed with either 25 mg or 200 mg empaglifiozin.

12.3 Pharmacokinetics

Absorption

The pharmacokinetics of empaglifiozin has been characterized in healthy
volunteers and patients with type 2 diabetes and no clinically relevant differences
were noted between the two populations. After oral administration, peak plasma
concentrations of empaglifiozin were reached at 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 Cmax were 1870 nmol-h/L and 259 nmol/L, respectively, with 10 mg
empagliflozin once daily treatment, and 4740 nmol-h/L and 687 nmol/L,
respectively, with 25 mg empaglifiozin once daily treatment. Systemic exposure of
empagliflozin increased in a dose-proportional manner in the therapeutic dose
range. The single-dose and steady-state pharmacokinetic parameters of
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empagliflozin were similar, suggesting linear pharmacokinetics with respect to
time,

Administration of 25 mg empagliflozin after intake of a high-fat and high-calorie
meal resulted in slightly lower exposure; AUC decreased by approximately 16%
and Cmax decreased by approximately 37%, compared to fasted condition. The
observed effect of food on empagliflozin pharmacokinetics was not considered
clinically relevant and empagliflozin may be administered with or without food.
Distribution

The apparent steady-state volume of distribution was estimated to be 73.8 L
based on a population pharmacokinetic analysis. Following administration of an
oral [14C|-empagliflozin solution to heﬁf&ﬁxﬂbsj;%be\ red blood cell
partitioning was approximately 36. qnd plasma p@tein‘binding was 86.2%.
Elimination ' %

The apparent terminal eliminatmr/hélf—llfz of empagllflozm was estimated to be
12.4 h and apparent oral clearance was 10.6 L/h based on the population
pharmacokinetic analysis. Following once- daily dosing, yp 0 22% accumulation,
with respect to plasma AUC, was observed at\s!iad)ysz‘le Jﬂhlch was consistent
with empagliflozin half-life. o Jet

Metabolism “-a:‘__ ke

No major metabolites of empagliflozin were detected in human plasma and the
most abundant metabolites were three glucuronide conjugates (2-0-, 3-0-, and 6-
O-glucuronide). Systemic exposure of each metabolite was less than 10% of total
drug-related material. In vitro studies suggested that the primary route of
metabolism of empaglifiozin in humans is glucuronidation by the uridine 5'-
diphospho-glucuronosyltransferases UGT2B7, UGT1A3, UGT1A8, and UGT1A9.
Excretion

Following administration of an oral [14C|-empagliflozin solution to healthy
subjects, approximately 95.6% of the drug-related radioactivity was eliminated in
feces (41.2%) or urine (54.4%). 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.

Specific Populations

Renal Impairment

In patients with type 2 diabetes mellitus with mild (eGFR: 60 to less than 90
mL/min/1.73 m2), moderate (eGFR: 30 to less than 60 ml/min/1.73 m2), and
severe (eGFR: less than 30 mL/min/1.73 m2) renal impairment
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and patients on dialysis due to kidney failure, AUC of empagliflozin increased by
approximately 18%, 20%, 66%, and 48%, respectively, compared to subjects with
normal renal function. Peak plasma levels of empagliflozin were similar in patients
with moderate renal impairment and patients on dialysis due to kidney failure
compared to subjects with normal renal function. Peak plasma levels of
empaglifiozin were roughly 20% higher in patients with mild and severe renal
impairment as compared to subjects with normal renal function. Population
pharmacokinetic analysis showed that the apparent oral clearance of
empagliflozin 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 excreti ecrease in eGFR.

Hepatic Impairment " - N
In patients with mild, modera #l}tfsggér} hbpa\hQ impairment according to the
Child-Pugh classification, AUG of empagliflozin increased by approximately 23%,
47%, and 75%, and Cmax increased by approximately 4%,23%, and 48%,
respectively, compared to subjects with. normal Repatit function.

Effects of Age, Body Mass Index, Gehder, :f:{}z WY

Based on the population PK ana}?@?'s‘,.ag‘é. mass,index (BMI), gender and race
(Asians versus primarily Whites) do\net_h:a_v cli ally meaningful effect on
pharmacokinetics of empaglifiozin [see Use in Specific Populations (8.5)].

Drug Interactions

In vitro Assessment of Drug Interactions

Empagliflozin does not inhibit, inactivate, or induce CYP450 isoforms. In vitro
data suggest that the primary route of metabolism of empagliflozin in humans is
glucuronidation by the uridine 5"-diphosphoglucuronosyltransferases UGT1A3,
UGT1A8, UGT1A9, and UGT2B7. Empagliflozin does not inhibit UGT1A1, UGT1A3,
UGT1AS8, UGT1A9, or UGT2B7. Therefore, no effect of empagliflozin is anticipated
on concomitantly administered drugs that are substrates of the major CYP450
isoforms or UGT1A1, UGT1A3, UGT1A8, UGT1A9, or UGT2B7. The effect of UGT
induction {e.g., induction by rifampicin or any other UGT enzyme inducer) on
empagliflozin exposure has not been evaluated.

Empagliflozin is a substrate for P-glycoprotein (P-gp) and breast cancer resistance
protein (BCRP), but it does not inhibit these efflux transporters at therapeutic
doses. Based on in vitro studies, empagliflozin is considered unlikely to cause
interactions with drugs that are P-gp substrates. Empagliflozin is a substrate of
the human uptake transporters OAT3, OATP1B1, and OATP1B3, but not OAT1 and
OCT2. Empaglifiozin does not inhibit any of these human uptake transporters at
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clinically relevant plasma concentrati ar A grﬂofé;no effect of
empagliflozin is anticipated on concomitantiyf a ministered drugs that are
¥ f |

w

substrates of these uptake transpor‘}ers. ( oy \

In vivo Assessment of Drug Interactions - = = | 5§

Empagliflozin pharmacokinetics were similar with and without coadministration
of metformin, glimepiride, pioglitazone, sitagﬁmi\n,_“ﬁuagﬂ';tf warfarin,

verapamil, ramipril, and simvastatin in healthy volupteefsafd with or without
coadministration of hydrochlorothiazide and td€ in patients with type 2
diabetes (see Figure 1). In subjects with normal renal function, coadministration
of empaglifiozin with probenecid resulted in a 30% decrease in the fraction of
empaglifiozin excreted in urine without any effect on 24-hour urinary glucose
excretion. The relevance of this observation to patients with renal impairment is
unknown
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Figure 1

Effect of Various Medications on the Pharmacokinetics of Empagliflozin as
Displayed as 90% Confidence Interval of Geometric Mean AUC and Cmax Ratios
[reference lines indicate 100% (80% -125%)]
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(a)empagliflozin, 50 mg, once daily; (b) empagliflozin, 25 mg, single dose;
(a) empagliflozin, 25 mg, once daily; (d) empagliflozin, 10 mg, single dose

Empagliflozin had no clinically relevant effect on the pharmacokinetics of
metformin, glimepiride, pioglitazone, sitagliptin, linagliptin, warfarin, digoxin,
ramipril, simvastatin, hydrochlorothiazide, torsemide, and oral contraceptives
when coadministered in healthy volunteers (see Figure 2).
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Figure 2
Effect of Empagliflozin on the Pharmacokinetics of Various Medications as
Displayed as 90% Confidence Interval of Geometric Mean AUC and Cmax Ratios

[reference lines indicate 100% (80% -125%)]
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(a)empagliflozin , 50 mg, once daily; (bjempagliflozin, 25 mg, once daily;
(c)empaglifiozin, 25 mg, single dose; (d)administered as simvastatin;
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(e)administered as warfarin racemic mixture; (fladministered as Microgynon®;

(g)administered as Ramipril
13 HOW SUPPLIED/STORAGE AND HANDLING
Empacoza tablets are available as follows:

10 mg tablets: pale vellow to yellow with white to off —white core round.
biconvex. film-coated tablets .

Cartons box containing 1,2 or 3 (AL/AL) Strips each contains of 10 film coated
tablets with insert leaflet

25 mg tablets: pale yellow vex, [ilm-coated tablets

with white core.

\ )
Cartons box containing 1.2 m[/“s (ALIAL) Stripsrach contains of 10 film
coated tablets with insert leaflet. - = |

\

Storage NN e
e, 3 {
Store at temperature not exgeedin n.dry place
- - _- -

Shelf life: 24 months

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the patient labeling (Medication Guide).

Ketoacidosis

Inform patients that ketoacidosis is a serious life-threatening condition and that
cases of ketoacidosis have been reported during use of Empacoza, sometimes
associated with illness or surgery among other risk factors. Instruct patients to
check ketones (when possible) if symptoms consistent with ketoacidosis occur
even if blood glucose is not elevated. 1’ symptoms of ketoacidosis (including
nausea, vomiting, abdominal pain, tiredness. and labored breathing) oceur, instruct
patients to discontinue Empacoza and seek medical attention immediately /see
Warnings and Precautions (5.1)].

Volume Depletion

Inform patients that symptomatic hypotension may occur with Empacoza and
advise them to contact their healtheare provider if they experience such symptoms
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[see Warnings and Precautions (3.2)/. Inform patients that dehydration may
increase the risk for hypotension, and to maintain adequate fluid intake.

Serious Urinary Tract Infections

Inform patients of the potential for urinary tract infections, which may be serious.
Provide them with information on the symptoms of urinary tract infections. Advise
them to seek medical adviee if such symptoms occur [see Warnings and
Precautions (5.3)].

Hypoglycemia with Concomitant Use with Insulin and Insulin Secretagogues
Inform patients that the incidence of hypoglycemia is increased when Empacoza
is used in combination with :nsuhn secretagogues (e.g., sulfonylurea) or insulin
and that a lower dose of the in retagogue or insulin may be required to
reduce the risk of hypogl nia }seeWarmngs and Precautions (5.4)].

Necrotizing Fasciitis }&.M‘tum (I nug:ng.r s Gangrene)
Inform patients that necfofizng inféctions of the perineum (Fournier’s gangrene)

have occurred with Empacoza.-Coynse fﬁugnm to promptly seck medical attention
i they develop pain ¢ I ten erness. 1 ness, lling of the genitals or the area
from the genitals back'to the rectum, afo tever above 100.4°F or malaise
[see Warnings and Precautions

Genital Mycotic Infections in I'€ ¢.g.. Vulvovaginitis)

Inform female patients that vaginal yeast infections may occur and provide them
with information on the signs and symptoms of vaginal yeast infections. Advise
them of treatment options and when o seek medical advice [see Warnings and
Precautions (5.6)/.

Genital Mycotic Infections in Males (e.g., Balanitis or Balanoposthitis)

Inform male patients that yeast infection of the penis (e.g.. balanitis or
balanoposthitis) may occur. especially in uncircumcised males and patients with
chronic and recurrent infections. Provide them with information on the signs and
symptoms of balanitis and balanoposthitis (rash or redness of the glans or foreskin
of the penis). Advise them of treatment options and when 1o seek medical advice
[see Warnings and Precauntions (5.6)].

Hypersensitivity Reactions
Inform patients that serious hypersensitivity reactions. such as urticaria and
angioedema. have been reported with Empacoza. Advise patients to report
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immediately any skin reaction or angioedema. and to discontinue drug until they
have consulted prescribing healthcare provider [see Warnings and Precautions
(5.7)).

Laboratory Tests
Inform patients that elevated g
Empacoza,

inalysis is expected when taking

Pregnancy 2 S L

Advise pregnant patie ts7 ahd Fﬁticms of rcp‘mdu-.:tivc potential. of the potential
risk to a fetus with treatmeht with Empacoza [see Use in Specific Populations
(8.1)/. Instruct patients to \mn'p.rl_egnﬁ'nc_ics},-ui-ﬂ]cir healtheare provider as soon as

possible. \_:/ 2/
Lactation x‘{;“*' A,

Advise patients that breastfeedings-notTecommended during treatment with
Empacoza [see Use in Specific Populations (8.2)]

Missed Dose
Instruct patients to take Empacoza only as prescribed. If a dose is missed, it
should be taken as soon as the patient remembers. Advise patients not to double

their next dose

Manufactured By ATCO PHARMA FOR RHARMACUTICAL INDUSTRIES
For PHARMAGLOB-EGYPT
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