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Forxiga 5 mq film-coated tablets : v'wana p1?va 15TV D101
Forxiga 10 mg film-coated tablets

22070
Forxiga 5 mg film-coated tablets :
Each tablet contains dapagliflozin propanediol monohydrate equivalent to 5 mg dapagliflozin.

Forxiga 10 mg film-coated tablets:
Each tablet contains dapagliflozin propanediol monohydrate equivalent to 10 mg
dapagliflozin.
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Forxiga is indicated in adults aged 18 years and older with type 2 diabetes mellitus to improve
glycaemic control as:

Monotherapy

When diet and exercise alone do not provide adequate glycaemic 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 glycaemic control (see sections 4.4,
4.5 and 5.1 for available data on different combinations).

NI )IXND NI TIVN NIKAINYG DRNNA |17V [1DTY 72V V'TINY NYpan 78 np'aitnnuox NNan
.2019

INID NONYT I'7v2 a1V

4.4 Special warnings and precautions for use
Ketoacidosis

Reports of ketoacidosis, including life-threatening and fatal cases, have been identified in
post marketing surveillance in patients with type 1 and type 2 diabetes mellitus receiving
sodium glucose co-transporter-2 (SGLT2) inhibitors, including FORXIGA.

The reports were seen in patients treated with type 2 diabetes and type 1 diabetes.
FORXIGA is not indicated for the treatment of patients with type 1 diabetes mellitus.

In a number of cases, the presentation of the condition was atypical with only moderately
increased blood (Relative to expectations in diabetic ketoacidosis) glucose values, below 14



mmol/l (250 mg/dl), therefore the ketoacidosis wasn’t immediately identified, and treatment
was delayed.

DKA risk factors includes: Insulin dose reduction, acute febrile illness, reduced caloric intake
due to iliness or surgery, dehydration, pancreatic disorders suggesting insulin deficiency
(e.g., type 1 diabetes, history of pancreatitis or pancreatic surgery), and alcohol abuse. The
patients Risk factors should be assessed and taken into consideration before beginning
treatment with FORXIGA.

You should monitor DKA and consider a temporary interruption of treatment in situation that
raise the risk of developing DKA, such as: hospitalization for major surgical procedures or
acute serious medical illnesses.

Patients should be alerted to symptoms and signs of DKA, including: nausea, vomiting,
abdominal pain, fatigue, difficulty breathing, lack of appetite, confusion, a sweet smell to the
breath, a sweet or metallic taste in the mouth, or a different odour to urine or sweat.

Patients should be assessed for ketoacidosis immediately if these symptoms occur,
regardless of blood glucose level (even if their blood glucose levels are less than 250
mg/dL).

If ketoacidosis is suspected, FORXIGA should be discontinued, the patient should be
evaluated and prompt treatment should be instituted.

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.

Fournier’s gangrene

There are few reports of necrotizing fasciitis / Fournier’'s gangrene in patients taking SGLT-2
inhibitors.

There is a difficulty to assess the Correlation between Fournier’s gangrene to FORXIGA
since Obesity and diabetes are risk factors for developing Fournier's gangrene.

The symptoms of this infection include: tenderness, redness, or swelling of the genitals or the
area from the genitals back to the rectum and have a fever above 38 °C or a general feeling
of being unwell.

Health care professionals should assess patients for Fournier's gangrene if they present with
the symptoms described above. If suspected, start treatment immediately. Discontinue the
SGLT2 inhibitor, closely monitor blood glucose levels, and provide appropriate alternative
therapy for glycemic control.

4.5 Interaction with other medicinal products and other forms of interaction
Interference with 1,5-anhydroglucitol (1,5-AG) Assay

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

4.8 Undesirable effects



Table 1. Adverse reactions in placebo-controlled studies?

System organ |Very common Common* Uncommon** Rare
class

Infections and Vulvovaginitis, Fungal infection**
infestations balanitis and

related genital
infections *P<¢
Urinary tract
infection*Pd

Metabolism and [Hypoglycaemia Volume depletion *¢ |piapetic
nutrition (when used with Thirst** | .
disorders SU or insulin) ® ketoacidosis'

Nervous system Dizziness
disorders

Gastrointestinal Constipation**
disorders Dry mouth**

Skin and Rashi
subcutaneous
tissue disorders

iSee section 4.4

jAdverse reaction was identified through postmarketing surveillance. Rash includes the
following preferred terms, listed in order of frequency in clinical trials: rash, rash generalised,
rash pruritic, rash macular, rash maculo-papular, rash pustular, rash vesicular, and rash
erythematous. In active- and placebo-controlled clinical trials (dapagliflozin, N=5936, All
control, N=3403), the frequency of rash was similar for dapagliflozin (1.4%) and all control
(1.4%), respectively.



5. Pharmacological properties

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Drugs used in diabetes, Sodium glucose co-transporter (SGLT-
2) ATC code: A10BKO1

Clinical efficacy and safety

Fourteen double-blind, randomised, controlled clinical trials were conducted with 7,056
subjects with type 2 diabetes to evaluate the efficacy and safety of Forxiga; 4,737 subjects in
these studies were treated with dapagliflozin. Twelve studies had a treatment period of 24
weeks duration, 8 with long-term extensions ranging from 24 to 80 weeks (up to a total study
duration of 104 weeks), one study had a 28-week treatment period. and one study was 52
weeks in duration with long-term extensions of 52 and 104 weeks (total study duration of 208
weeks). Mean duration of diabetes ranged from 1.4 to 16.9 years. Fifty-two percent (50%)
had mild renal impairment and 11% had moderate renal impairment. Fifty-one percent (51%)
of the subjects were men, 84% were White, 8% were Asian, 3% were Black and 4% were of
other racial groups. Eighty -one percent (81%) of the subjects had a body mass index (BMI)
2 27. Furthermore, two 12-week, placebo-controlled studies were conducted in patients with
inadequately controlled type 2 diabetes and hypertension.

In combination with metformin in drug-naive patients

A total of 1,236 drug-naive patients with inadequately controlled type 2 diabetes (HbA1c 2
7.5% and < 12%) participated in two active-controlled studies of 24 weeks duration to
evaluate the efficacy and safety of dapagliflozin (5 mg or 10 mg) in combination with
metformin in drug-naive patients versus therapy with the monocomponents.

Treatment with dapagliflozin 10 mg in combination with metformin (up to 2000 mg per day)
provided significant improvements in HbAlc compared to the individual components (Table
7), and led to greater reductions in fasting plasma glucose (FPG) (compared to the individual
components) and body weight (compared to metformin).

Table 7: Results at Week 24 (LOCFa) in an active-controlled study of dapagliflozin and
metformin combination therapy in drug-naive patients

Parameter Dapagliflozin 10 mg | Dapagliflozin 10 mg Metformin
+

Metformin
NP 211° 219° 208°
HbAlc (%)
Baseline (mean) 9.10 9.03 9.03
Change from -1.98 -1.45 -1.44
baseline®
Difference from -0.53*
dapagliflozin®
(95% CI) (-0.74, -0.32)
Difference from -0.54* -0.01
metformin®
(95% CI) (=0.75, -0.33) (-0.22, 0.20)

aLOCF: last observation (prior to rescue for rescued patients) carried forward.

bAll randomised patients who took at least one dose of double-blind study medication during
the short-term double-blind period.

‘Least squares mean adjusted for baseline value.

*p-value <0.0001.

Combination therapy with prolonged-release exenatide




In a 28-week, double-blind, active comparator-controlled study, the combination of
dapagliflozin and prolonged-release exenatide (a GLP-1 receptor agonist) was compared to
dapagliflozin alone and prolonged-release exenatide alone in subjects with inadequate
glycaemic control on metformin alone (HbA1c = 8% and < 12%). All treatment groups had a
reduction in HbAlc compared to baseline. The combination treatment with dapagliflozin 10
mg and prolonged-release exenatide group showed

superior reductions in HbAlc from baseline compared to dapagliflozin alone and prolonged-
release exenatide alone (Table 8).

Table 8. Results of one 28-week trial of dapagliflozin and prolonged-release exenatide
versus dapagliflozin alone and prolonged-release exenatide alone, in combination with
metformin (intent to treat patients)

Parameter Dapagliflozin 10 mg Dapagliflozin 10 mg Prolonged-release
QD QD exenatide 2 mg
+ + Qw

Prolonged-release Placebo QW +
exenatide 2 mg QW Placebo QD

N 228 230 227

HbAlc (%)

Baseline (mean) 9.29 9.25 9.26

Change from -1.98 -1.39 -1.60

baseline®

Mean difference in -0.59* -0.38**

change from (-0.84, -0.34) (-0.63, -0.13)

baseline between
combination and
single active agent
(95% CI)

Subijects (%) 44.7 19.1 26.9
achieving
HbAlc < 7%

Body weight (kg)

Baseline (mean) 92.13 90.87 89.12
Change from -3.55 -2.22 -1.56
baseline?

Mean difference in -1.33* -2.00*
change (-2.12, -0.55) (-2.79, -1.20)

from baseline
between
combination and
single active
agent (95% Cl)

QD=once daily, QW=once weekly, N=number of patients, Cl=confidence interval.
aAdjusted least squares means (LS Means) and treatment group difference(s) in the change from

baseline values at Week 28 are modelled using a mixed model with repeated measures (MMRM)




including treatment, region, baseline HbA1c stratum (< 9.0% or = 9.0%), week, and treatment
by week interaction as fixed factors, and baseline value as a covariate.

*p < 0.001, *p < 0.01.

P-values are all adjusted p-values for multiplicity.

Analyses exclude measurements post rescue therapy and post premature discontinuation of
study medicinal product.

Fasting plasma glucose

Combination therapy of dapagliflozin 10 mg and prolonged-release exenatide resulted in
significantly greater reductions in FPG at Week 28: -3.66 mmol/l (-65.8 mg/dl), compared to -
2.73 mmol/l (-49.2 mg/dl) for dapagliflozin alone (p < 0.001) and -2.54 mmol/l (-45.8 mg/dl)
for exenatide alone (p < 0.001).

Post-prandial glucose

Combination therapy of dapagliflozin 10 mg and prolonged-release exenatide resulted in
significantly greater reductions in 2-hour post-prandial glucose at Week 28 compared to
either agent alone.

Body weight
The combination of dapagliflozin 10 mg and prolonged-release exenatide demonstrated

significantly greater weight reductions compared to either agent alone (Table 7).

Blood pressure

Combination therapy of dapagliflozin 10 mg and prolonged-release exenatide resulted in a
significantly greater reduction in systolic blood pressure at Week 28 (-4.3 mmHg) compared
to dapagliflozin alone (-1.8 mmHg, p < 0.05) and prolonged-release exenatide alone (-1.2
mmHg, p < 0.01).
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