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1- INDICATIONS AND USAGE
DEXIGLOFOZIN (dapagliflozin) is indicated:

=As an adjunct to diet and exercise to improve glycemic control in adults with type 2 diabetes mellitus.
*To reduce the risk of hospitalization for heart failure in adults with type 2 diabetes mellitus and either
established cardiovascular disease or multiple cardiovascular risk factors.

*To reduce the risk of cardiovascular death and hospitalization for heart failure in adults with heart failure
(NYHA class [I-1V) with reduced clj:ection fraction.

*To reduce the risk of sustained eGFR decline. end-stage kidney disease. cardiovascular death, and
hospitalization for heart failure in adults with chronic Kidney disease at risk of progression.

Limitations of Use

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

*DEXIGLOFOZIN is not recommended for usé to improve g{gmw control in adults with type 2 diabetes
mellitus with an eGFR less than 45 mL/min/1.73 m2. DEXIGLOFOZIN is likely to be ineffective in this setting
based upon its mechanism of action. b

*DEXIGLOFOZIN is not recommended for the treatment of chronic kidney disease in patients with polycystic
kidney discase orhp_attcnts requiring or with a recent history of immunosuppressive therapy for kidney disease.
DEXIGLOFOZIN is not expected to be effective in these populations.

2- DOSAGE AND ADMINISTRATION

2.1 Prior to Initiation of DEXIGLOFOZIN

Assess renal function prior to initiation-of DEXIGLOFOZIN therapy and then as clinically indicated [see
Wamings and Precautions (5.2)] ¥ }

Assess volume status and, 1f necessary, correct volume depletion prior to initiation of DEXIGLOFOZIN [see
Wamings and Precautions (5.2) and Use in Specific Populations (8.5, 8.6)].

2.2 Recommended Dosage
See Table 1 for dosage recommendations based on estimated glomerular filtration rate (EGFR).

Table 1: Recommended Dosage

eGFR ecommended Dose
(mL/min/1.73 m2)

eGFR 45 or greater o improve glycemic control, the recommended
starting dose 15 5 mg orally once daily. Dose can be increased to 10

img orally once daily for additional glycemic control*.

For all other indications, the recommended starting dose is 10 mg
orally once daily.
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eGFR 25 to less than 45 10 mg orally once daily*.

Initiation is not recommended, however patients }
may continue 10 mg orally once daily to reduce the risk of eGFR
decline, ESKD, CV death and hHF

(On dialysis IContraindicated.

DEXIGLOFOZIN is not recommended for use to improve Fl cemic control in adults with type 2 diabetes
mellitus with an eGFR less than 45 mL/min/1.73 m2. DEXIGLOFOZIN is likely to be ineffective in this setting

based upon its mechanism of action.
hHF: hospitalization for heart failure. CV: Cardiovascular, ESKD: End Stage Kidney Disease.

3- DOSAGE FORMS AND STRENGTHS

eGFR less than 25

Dexiglofozin § mg:Dapagliflozin propanediol monohydrate 6.15 mg equivalent to 5 mg dapagliflozin.
Dexiglofozin 10 mg :Dapagliflozin propanediol monohydrate 12.3 mg equivalent to 10 mg dapaglifiozin.

4- CONTRAINDICATIONS

= History of a serious hypersensitivity reaction to DEXIGLOFOZIN, such as anaphylactic reactions or

angioedema [see Adverse Reactions (6.1 2{.
= Patients on dialysis [see Use in Specific Populations (8.6)].

5- WARNINGS AND PRECAUTIONS
5.1 Ketoacidosis in Patients with Diabetes Mellitus

Reports of ketoacidosis, a serious life-threatening condition requiring urgent hospitalization have been
identified in patients with type | and type 2 diabetes mellitus receiving sodium-glucose cotransporter 2 )
(SGLT2) inhibitors, including DEXIGLOFOZIN [see Adverse Reactions (6.1)]. In placebo-controlled trials of
patients with type 1 diabetes mellitus, the risk of ketoacidosis was increased in patients who received SGLT2
nhibitors compared to patients who received placebo. Fatal cases of ketoacidosis have been reported in patients
taking DEXIGLOFOZIN. DEXIGLOFOZIN 1s not indicated for the treatment of patients with type 1 diabetes

mellitus fsee Indications and Usage (1)} y

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

In many of the post marketing reports, and particularly in patients with type | diabetes, the presence of
ketoacidosis was not immediately recognized, and the institution of treatment was delayed because the
Bresennn%hlm)d glucose levels were below those typically expected for diabetic ketoacidosis (often less than

50 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 (o ketoacidosis, such as insulin dose reduction, acute febrile illness,
reduced caloric intake, surgery, pancreatic disorders suggesting insulin deficiency (e.g., type | diabetes, history
of pancreatitis or pancreatic surgery), and alcohol abuse were 1dentified.

Before initiating DEXIGLOFOZIN, consider factors in the patient history that may predispose to ketoacidosis,
including pancreatic insulin deficiency from any cause, caloric restriction, and alcohol abuse.

2



Central Administration for Pharmaceutical care  Approval Date: 3/1/2022  Revised by: Dr. Khadija fathy

According to: Approved template according to
FDA(Dapabhix)

General Administration of Scientific Reference and Medical Inserts

Medical Inserts Admimistration

For patients who undergo scheduled surgery, consider temporarily discontinuing DEXIGLOFOZIN for at least

3 days prior to surgery [see Clinical Pharmacology (10.2, 10.3)].

Consider monitoring for ketoacidosis and temporarily discontinuing DEXIGLOFOZIN in other clinical
situations known to predispose to ketoacidosis (e.g,, prolonged fasting due to acute illness or post-surgery).
Ensure risk factors for ketoacidosis are resolved prior to restarting DEXIGLOFOZIN.

Educate patients on the signs and symptoms of ketoacidosis and instruct patients to discontinue
DEXIGLOFOZIN and seek medical attention immediately if signs and symptoms occur.

5.2 Volume Depletion

DEXIGLOFOZIN can cause intravascular volume depletion which may sometimes manifest as symptomatic
hypotension or acute transient changes in creatinine. There have been post-marketing reports of acute kidney
ini']qry, some rcqutrinB hus[plta1 ization and dialysis, in patients with tﬂc 2 diabetes mellitus receiving SGL
inhibitors, including DEXIGLOFOZIN. Patients with impaired renal function (eGFR less than 60 mL/min/1.73
m2), elderly patients, or patients on loop diuretics mg be at increased risk for volume

depletion or hypotension. Before initiating DEXIGLOFOZIN in patients with one or more of these
characteristics, assess volume status and renal function. Monitor for signs and symptoms of hypotension, and
renal function after initiating therapy.

5.3 Urosepsis and Pyelonephritis

Serious urinary tract infections includinﬁ urosepsis and pyelonephritis requiring hospitalization have been
reported in patients receiving SGLT2 inhibitors, including DEXIGLOFOZIN. 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: DEXIGLOFOZIN may increase the risk of
hypoglycemia when combined with insulin or an insulin secretagogue {see Adverse Reactions (6.1)]. Therefore,
a lower dose of insulin or insulin sccrcl_aﬁogue ma{ be required to minimize the risk of hypoglycemia when
these agents are used in combination with DEXIGLOFOZIN.

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 infection requiring urgent surgical intervention, have been identified in post marketing surveillance

in patients with diabetes mellitus receiving SGLT2 inhibitors, including DEXIGLOFOZIN. Cases have been

nricpmwd in both females and males. Serious outcomes have included hospitalization, multiple surgeries, and
eath.

Patients treated with DEXIGLOFOZIN presenting with pain or tenderness, erythema, or swelling in the genital
or perineal area, along with fever or malaise, should be assessed for necrotizing fasciitis. If suspected, start
treatment immediately with broad-spectrum antibiotics and, if necessary, surgical debridement. Discontinue
DEXIGLOFOZIN, closely monitor blood glucose levels, and provide appropriate alternative therapy for
glycemic control,

5.6 Genital Mycotic Infections

DEXIGLOFOZIN increases the risk of genital mycotic infections. Patients with a history of genital mycotic
infections were more likely to develop genital mycotic infections [see Adverse Reactions (6. ). Monitor and
treat appropriately.

5.7 Lower limb amputations
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An increase in cases of lower limb amputation (primarily of the toe) has been observed in ongoing long-term
clinical studies with another SGLT?2 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.

This product contain lactose: 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 in Patients with Diabetes Mellitus [see Warnings and Precautions (5.1)]
o Volume Depletion [see Warnings and Precautions (5.2}]

o Urosepsis and Pyelonephritis [see Warnings and Precautions (3.3)]
. E;ypoglycem[a with Concomitant Use with Insulin and Insulin Secretagogues [see Warnings and Precautions
(.4

e Necrotizing Fasciitis of the Perineum (Foumier’s Gangrene) [see Warnings and Precautions (5.5)]
« Genital Mycotic Infections [see Wamings and Precautions (5.6)]

e Female genital mycotic infections (vulvovaginal mycotic infection, va.%inal infection, vulvovaginal
candidiasis, vulvovaginitis, genital infection, genital candidiasis, fungal genital infection, vulvitis,
genitourinary tract infection, vulval abscess, and vaginitis bacterial)

e Nasopharyngitis

 Urinary tract infections (urinary tract infection, cystitis, Eseherichia urinary tract infection, genitourinary
tract infection, pyelonephritis, trigonitis, urethritis, kidney infection, and prostatitis)

e Back pain

e Increased urination (pollakiuria, polyuria, and urine output increased
Male genital mycotic infections (balanitis, fungal genital infection, balanitis candida, genital candidiasis.

genital infection male, penile infection, balanoposthitis, balanoposthitis infective, genital infection, and

posthitis)

Nausea

Influenza

Dyslipidemia

Constipation

Discomfort with urination

Pain in extremity

Volume Depletion

Dapagliflozin causes an osmotic diuresis, which may lead to a reduction in intravascular volume. Adverse
reactions related to volume depletion (including reports of dehydration, hypovolemia, orthostatic hypotension,
or hypotension) in patients with type 2 diabetes mellitus for the 12-study and 13-study, short-term, placebo-
controlled pools and for the Daﬂx}gliﬂozin study are shown in Table 3 [see Warnings and Precautions (5.2)].
Adverse Reactions Related to Volume Depletion* in Clinical Studies in Patients with Type 2 Diabetes
Mellitus with Dapagliflozin

Volume depletion includes reports of dehydration, hypovolemia, orthostatic hypotension, or hypotension.
Hypoglycemia

The frequency of hypoglycemia by study in patients with type 2 diabetes mellitus is shown in Table 4.
Hypoglycemia was more frequent when Dapaglifiozin was added to sulfonylurea or insulin [see Warnings and

Precautions (5.4)].
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Hypersensitivity Reactions

Hypersensitivity reactions (e.g., angioedema, urticaria, hypersensitivity) were reported with Dapagliflozin
treatment. In glycemic control studies, serious anaphylactic reactions and severe cutaneous adverse reactions
and angioedema were reported in 0.2% of comparator-treated patients and 0.3% of Dapagliflozin - treated
patients. If I]i{pelscmiti\-‘ity reactions occur, discontinue use of Dapagliflozin; treat per standard of care and
monitor until signs and symptoms resolve.

Dapaglifiozin Heart Failure Study

No new adverse reactions were identified in the DAPA-HF heart failure study.

Dapagliflozin Chronic Kidney Disease Study

No new adverse reactions were identified in the DAPA-CKD study in patients with chronic kidney disease.
Postmarketing Experience . . ,
Additional adverse reactions have been identified during postapproval use of Dexiglofozin in patients with
diabetes mellitus. Because these reactions are reported voluntanly from a population of uncertain size, it is
generally not possible to reliably estimate their frequency or establish a causal relationship to drug exposure.
* Ketoacidosis

* Acute Kidney Injury

* Urosepsis and Pyclonthritis

s Tlilaectqotizing Fasciitis of the Perineum (Fournier’s Gangrene)
« Ras

Reporting of Suspected Adverse Reactions :
Reporting suspected adverse reactions after authorization of the medicinal product is important. It allows

continued monitoring of the benefit/risk balance of the medicinal product. Healthcare professionals are asked to
report any suspected adverse reactions to talk to your doctor or you can report directly via The Egyptian
Pharmacovigilance Center:

Address: 21 Abd El Aziz Al Soud Street, El-Manial, Cairo, Egypt, And PO Box: 11451
Telephone: (+2) 02 25354100, Extension: 1303

Fax: +202 - 23610497

Email: pv.Followup@edaegypt.gov.eg

Or Zeta pharma PV Email: pv(@zeta-pharma.com

7- DRUG INTERACTIONS

7.1 Positive Urine Glucose Test

Monitoring gﬂycy:mic_contro] with urine glucose tests is not recommended in patients taking SGLT2 inhibitors
as SGLT2 mhibitors increase urinary glucose excretion and will lead to positive urine glucose tests. Use
alternative methods to monitor glycemic control.
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7.2 Interference with 1,5-anhydroglucitol (1,5-AG) Assay

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.

8- USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary

Based on animal data showing adverse renal effects, DEXIGLOFOZIN is not recommended during the second
and third trimesters of pregnancy.

Limited data with DEXIGLOFOZIN in pregnant women are not sufficient to determine drug-associated risk for
major birth defects or miscarriage. There are risks to the mother and fetus associated with poorly controlled

diabetes and untreated heart failure in pregnancy (see Clinical Considerations).

Clinical Considerations
Disease-associated maternal and/or embryofetal risk
Poorly controlled diabetes in pregnancy increases the maternal risk for diabetic ketoacidosis, preeclampsia,

spontaneous abortions, preterm delivery and delivery complications: Poorly controlled diabetes increases the
etal risk for major birth defects, stillbirth, and macrosomia related morbidity.

8.2 Lactation

Risk Summary

There is no information regarding the presence of dapagliflozin in-human milk, the effects on the breastfed
infant, or the effects on mei%k proguction, Dapagliflozin is present in the milk of lactating rats .However, due to
species specific differences in lactation physiology, the clinical relevance ofthese data are not clear. 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 Z?m.emial for serious adverse reactions in breastfed infants, advise women that use of
DEXIGLOFOZIN is not recommended while breastfeeding.

8.3 Pediatric Use

Safety and effectiveness of DEXIGLOFOZIN in pediatric patients under 18 years of age have not been
established.

8.4 Geriatric Use
No DEXIGLOFOZIN dosage change is recommended based on age.
8.5 Renal Impairment

DEXIGLOFOZIN was evaluated in 4304 galienu with chronic kidney disease (eGFR 25 to 75 mL/min/1.73
m2) in the DAPA-CKD study. DEXIGLOFOZIN was also evaluated in 1926 patients with an eGFR of 30 to
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60 mL/min/1.73 m2 in the DAPA-HF study. The safety profile of DEXIGLOFOZIN across eGFR subgroups in
these studies was consistent with the known safety profile [see Adverse Reactions (6.1) |

DEXIGLOFOZIN was evaluated in two glycemic control studies that included patients with 2 diabetes
mellitus with moderate renal impairment (an eGFR of 45 to less than 60 mL/min/1.73 m2 , and an eGFR of 30
to less than 60 mL/min/1.73 m2, respectively). Patients with diabetes and renal impairment using
DEXIGLOFOZIN maf be more likely to experience hypotension and may be at higher risk for acute kidney
injury secondary to volume depletion. In the study of patients with an eGFR 30 to less than 60 mL/min/1.73 m2,
13 ggli_ems receiving DEXIGLOFOZIN experienced bone fractures compared to none receiving placebo. Use of
DEXIGLOFOZIN for glycemic control in patients without established CV disease or CV risk factors 1s not
recommended when eGER 1s less than

45 mL/min/1.73 m2 [see Dosage and Administration (2.2)].

Efficacy and safety studies with DEXIGLOFOZIN did not enroll patients with an eGFR less than 25
ml/min/1.73 m2. DEXIGLOFOZIN is contraindicated in patients on dialysis.

8.6 Hepatic Impairment

No dose adjustment is recommended for patients with mild, moderate, or severe hepatic impairment. However,
the benefit-risk for the use of dgpagllﬂo;r.m inpatients with severe hepatic impairment should be individuall
assessed since the safety and efficaey of dapagliflozin have not been specifically studied in this population Fsee

Clinical Pharmacology (10)]. —— % N
S B "
EDAN\N

9- OVERDOSAGE / -

|}

There were no reports of overdose during the clinical délvclopmcnl program for DEXIGLOFOZIN.

In the event of an overdose, contact the Poison Control r.t‘cmcr. It is also reasonable to employ supportive

mcg.suécs as dictated by the patent’s climical-stagts. The removal of dapagliflozin by hemodialysis has not been
studied. 1 = = f

10- CLINICAL PHARMACOQLOGY "3 ‘X}'

10.1 Mechanism of Action .~ . =~

Sodium-glucose cotransporter 2 (SGLT2), expressed in the proximal renal tubules, is responsible for the
rnaj_orit{ of the reabsorption of filtered glucose from the tubular lumen. Dapagliflozin is an inhibitor of SGLT2.
By inhibiting SGLT2, da?_a liflozin reduces reabsorption of filtered glucose and thereby promotes urinary
S,!ucosc excretion. Dapagliflfozin also reduces sodium reabsorption and increases the delivery of sodium to the

istal tubule. This may influence several physiological functions including, but not restricted to, lowering both
pre- and afterload of the heart and dnmre%ulalion of sympathetic activity, and decreased intraglomerular
pressure which is believed to be mediated by increased tubuloglomerular feedback.

10.2Pharmacokinetics
Absorption

Following oral administration of dapagliflozin, the maximum plasma concentration (Cmax) is usually attained
within 2 hours under fasting state. The Cmax and AUC values increase dose proportionally with increase in
dapagliflozin dose in the therapeutic dose range. The absolute oral bioavailability of dapaglifiozin following the
administration of a 10 mg dose is 78%. Administration of dapaglifiozin with a high-fat meal decreases its (B max
by up to 50% and prolongs Tmax by e‘.ﬂ)pmximaleiy 1 hour, but does not o

alter AUC as compared with the fasted state. These changes are not considered to be clinically meaningful and
dapagliflozin can be administered with or without food.
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Distribution

Dapagliflozin is approximately 91% protein bound. Protein binding is not altered in patients with renal or
hepatic impairment.

Metabolism

The metabolism of dapagliflozin is primarily mediated by UGT1A9; CYP-mediated metabolism is a minor
clearance pathway in humans. Dapagliflozin is extensively metabolized, primarily to yield dapagliflozin 3-O-
lucuronide, which is an inactive metabolite. Dapagliflozin 3-O-glucuronide accounted for 61% of a 50 mg

14C-dapagliflozin dose and is the predominant drug-related component in human plasma.

Elimination

Dapagliflozin and related metabolites are primarily eliminated via the renal pathway. Following a single 50 mg
dose of [14C]-dapagliflozin, 75% and 21% total radioactivity is excreted in urine and feces, respectively. In
urine, less than 2% of the dose is excreted as parent drug. In feces, approximately 15% of the dose is excreted as
parent drug. The mean plasma terminal half-life (') for dapagliflozin is approximately 12.9 hours following a
single oral dose of DEXIGLOFOZIN 10 mg.

Specific Populations

Renal Impairment e & L,

! B : by, S, . . :

At steady-state (20 mg once daily dapagliflozin for 7 ﬁays;o Iﬂgpa 2 diabetes with mild, moderate,
or severe renal impairment (as determined by eGFR)had ean Systemic exposures of dapagliflozin
that were 45%, 100%, and 200% higher, respectively, as compared to patients with type 2 diabetes mellitus with
normal renal function. There was no meaningful difference in exposure [taweeﬂ patients with chronic kidney
disease with and without type 2 diabetes. Higher systemie exposure of dapagliflozin in patients with type 2
diabetes mellitus with renal impairment did not result in a correspondingly higher 24-hour urinary glucese
excretion. The steady-state 24-hour urinary glucase excretion i patients/with type 2 diabetes mellitus and mild,
moderate, and severe renal impairment was 42%, %\andﬂj% lower/respectively, than in patients with type
2 diabetes mellitus with normal renal function. N\ . Sy

The impact of hemodialysis on dapagliflozin cxpos;i]rc,}’g n'qt.klimw:“ .&r_efgosa e and Administration (2.2)
Warnings and Precautions (3.2), Use in Specific Populat :

;£ -

Hepatic Impairment

In subjects with mild and moderate hepatic impairment (Child-Pugh classes A and B), mean Cmax and AUC of
daj g,f iflozin were up to 12% and 36% higher, respectively, as compared to healthy matched control subjects
following single-dose administration of 10 mg dapagliflozin. These differences were not considered to be
clinically meaningful. In patients with severe hepatic impairment (Child-Pugh class C),

mean Cmax and AUC of dapagliflozin were up to 40% and 67% higher, respectively, as compared to healthy
matched controls fsee Use in Specific Populations (8.7)].

Effects of Age, Gender, Race, and Body Weight on Pharmacokinetics

Based on a population pharmacokinetic analysis, age, f%ender, race, and body weight do not have a clinically
meaningful eflect on the pharmacokinetics of dapagliflozin and thus, no dose adjustment is recommended.
Pediatric

Pharmacokinetics in the pediatric population has not been studied.

11- HOW SUPPLIED/STORAGE AND HANDLING
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How Supplied
DEXIGLOFOZIN (dapagliflozin) tablets are available in the strengths and packages listed in Table 17.
Table 17: DEXIGLOFOZIN Tablet Presentations

Tablet Film-Coated Tablet Color/Shape

Strength

> mg Round biconvex non scored film coated tablet with white to off white core and coat.

10 mg Round biconvex non scored from each side film coated tablet with white to off white
re and pale yellow to yellow coat.

Inactive Ingredients for Smg concentration:

Colloidal Silicon Dioxide (Aerosil 200), Lactose anhydrous, Microcrystalline cellulose( Avicel PH 102),
Crospovidone (Polyplasdone XL-10),Magnesium Stedrate.. Hypermellose ES5 (HPMC E3), Polyethylene
glycol (PEG-6000), %alc powder.). R A
P, ;

Inactive Ingredients 10mg: L7
Gl Slioon Dioxide | Aerosil 200), Lagfoselanhytdys, Microerystalline cellulose( Avicel PH 102),
Crospovidone (Polyplasdone XL-10),Magpesjum stearate, Hypermellose ES (HPMC ES), Polyethylene

lycol (PEG-6000), Talc powder, Titanium dioxide ,Iron oxidelyellow
Shelf life: 2 years ; g i
Storage and Handling 3
Store at temperature not exceeding 30°C §n
Pack: \
Carton box containing 1,2 or 3 (AL/ AL) strips each

hT)

ed 151;|¢il5 and insert leaflet.

N, : g
12- PATIENT COUNSELING INFORMAFION: ' & 7 "
—

"

Advise the patient to read the FDA-approved patient labeling (Medication Guide).

Ketoacidosis

Inform patients with diabetes mellitus that ketoacidosis 1s a serious life-threatening condition and that cases of
ketoacidosis have been reported during use of DEXIGLOFOZIN with diabetes mellitus, 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 %I ucose 15 not elevated. [f symptoms of ketoacidosis (including
nausea, vomiting, abdominal pain, tiredness and labored breathing) occur, instruct patients to discontinue
DEXIGLOFOZIN and seck medical attention immediately [see Warnings and Precautions (3.1)].

Volume Depletion

Inform patients that symptomatic hypotension may occur with DEXIGLOFOZIN and advise them to contact
their healthcare provider if they experience such symptoms [see Warnings and Precautions (5.2)]. Inform
patients that dehydration may increase the risk for hypotension, and to have 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 synﬁpmms of urinary tract infections. Advise them to seek medical advice promptly if such

symptoms occur [see Warnings and Precautions (5. 3]
9
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Necrotizing Fasciitis of the Perineum (Fournier’s Gangrene)

Inform patients that necrotizing infections of the perineum (Fournier’s Gangrene) have occurred with
DEXIGLOFOZIN in patients with diabetes mellitus. Counsel patients to promptly seek medical attention if they
develop pain or tenderness, redness, or swelling of the genitals or the area from the genitals back to the rectum,
along with a fever above 100.4°F or malaise [see Warnings and Precautions (5.5)].

Genital Mycotic Infections in Females (e.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 to seek medical advice

[see Warnings and Precautions (5.6)].
Genital Mycotic Infections in Males (e.g., Balanitis)

Inform male patients that yeast infections of the penis (e.g., balanitis or balanoposthitis) may occur, especially
in Faucnts with prior history. 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 to seek medical advice [see Warnings and Precautions (5.6)].

Hypersensitivity Reactions

Inform patients that serious l;erperscnsitivit reactions (e g, urticaria, anaphylactic reactions, and angioedema)
have been reported with DEXIGLOFOZIN. Advise patients to immedidtely.report any signs or symptoms
suggesting allergic reaction or angioedema, and to take no ﬁmore.eﬂhedq.:g\qhul they have consulted

prescribing physicians. _,—"\
- ‘_\ X

Advise pregnant patients of the l:olcntial risk to a fetus wpﬁh treatment with DEXIGLOFOZIN. Instruct patients
:L? imTedlalel / infﬂnn their healthcare provider if pregnf\m or planning to become pregnant [see Use in Specific
'opulations {é. M. £y =

Pregnancy

Lactation \‘ : 7 ,
Advise patients that use of DEXIGLOFOZIN is not rc&om'mgn ~whi e.lzreaéifbed’ ing [see Use in Specific
Populations (8.2)]. et YRR
. e -
Laboratory Tests

Due to its mechanism of action, patients taking DEXIGLOFOZIN will test positive for glucose in their urine.

Missed Dose

If a dose is missed, advise patients to take it as soon as it is remembered unless it is almost time for the next
dose, in which case patients should skip the missed dose and take the medicine at the next regularly scheduled
time. Advise patients not to take two doses of DEXIGLOFOZIN at the same time.

Manufacturer and license holder by Al Esraa Pharmaceutical Optima for zeta Pharma for
pharmaceutical industries( Zeta pharma)
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