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Type 2 diabetes mellitus

Forxiga is indicated in adults aged 18 years and older for the treatment of insufficiently
controlled type 2 diabetes mellitus as an adjunct to diet and exercise

e as monotherapy when metformin is considered inappropriate due to intolerance.
¢ in addition to other medicinal products for the treatment of type 2 diabetes.

Heart failure
Forxiga is indicated in adults for the treatment of symptomatic chronic heart failure.

Chronic kidney disease

Forxiga is indicated in adults for the treatment of chronic kidney disease.
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4.1 Therapeutic indications

Type 2 diabetes mellitus

Forxiga is indicated in adults aged 18 years and older for the treatment of insufficiently
controlled type 2 diabetes mellitus as an adjunct to diet and exercise

e as monotherapy when metformin is considered inappropriate due to intolerance.

¢ in addition to other medicinal products for the treatment of type 2 diabetes.

For study results with respect to combination of therapies, effects on glycaemic control, and
cardiovascular and renal events, and the populations studied, see sections 4.4, 4.5 and 5.1.

Heart failure
Forxiga is indicated in adults for the treatment of symptomatic chronic heart failure.

Chronic kidney disease
Forxiga is indicated_in adults for the treatment of chronic kidney disease. te-reduce-the-risk-of

Posology

Type 2 Diabetes Mellitus

The recommended dose is 10 mg dapagliflozin once daily.

When dapagliflozin is used to-treat F2BM-in combination with insulin or an insulin
secretagogue, such as a sulphonylurea, a lower dose of insulin or insulin
secretagogue may be considered to reduce the risk of hypoglycaemia (see sections
4.5 and 4.8).
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Heatrt failure
The recommended dose is 10 mg dapagliflozin once daily.

Chronic kidney disease
The recommended dose is 10 mg dapagliflozin once daily.

Special populations

Renal impairment
No dose adjustment is required based on renal function.
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Due to limited experience, it is not recommended to initiate treatment with dapagliflozin in
patients with GFR < 25 mL/min. There is very limited data in patients who required dialysis
during treatment with dapagliflozin.

In addition, Forxiga is not recommended for the treatment of chronic kidney disease in
patients with polycystic kidney disease or patients requiring or with a recent history of
immunosuppressive therapy for kidney disease. FORXIGA is not expected to be effective in
these populations.

In patients with type 2 diabetes mellitus, the glucose lowering efficacy of dapagliflozin is
reduced when the glomerular filtration rate (GFR) is < 45 mL/min and is likely absent in
patients with severe renal impairment. Therefore, if GFR falls below 45 mL/min, additional
glucose lowering treatment should be considered in patients with type 2 diabetes mellitus if
further glycaemic control is needed (see sections 4.4, 4.8, 5.1 and 5.2).

[.]

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section
6.1.

Pati lialvsi
4.4 Special warnings and precautions for use
General

Dapagliflozin should not be used in patients with type 1 diabetes mellitus (see “Diabetic
ketoacidosis” in section 4.4).

Renal impairment

Due to limited experience, it is not recommended to initiate treatment with dapagliflozin in
patients with GFR < 25 mL/min.

The glucose lowering efficacy of dapagliflozin is dependent on renal function, and is reduced
in patients with GFR < 45 mL/min and is likely absent in patients with severe renal
impairment (see sections 4.2, 5.1 and 5.2).

In one study in patients with type 2 diabetes mellitus with moderate renal impairment
(GFR < 60 mL/min), a higher proportion of patients treated with dapagliflozin had adverse
reactions of increase in creatinine, phosphorus, parathyroid hormone (PTH) and hypotension,

compared with placebo.

[...]
Ketoacidosisin-Patients with-Diabetes-MellitusDiabetic ketoacidosis

Rare cases of diabetic ketoacidosis (DKA),Reperis-of ketoacidesis; including life-threatening
and fatal cases, have been identified-in-post-marketing-surveillancereported in patients
treated with type-1-and-type-2-diabetes-mellitusreceiving-sodium glucose co-transporter -2
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dapagliflozin. 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/didL).;-therefore-the ketoacidosis-wasn'timmediately
identified-and-treatment-was delayed-:

The risk of diabetic ketoacidosis must be considered in the event of non-specific Patients
should-be-alerted-to-symptoms and-sighs-of BKA-reludingsuch as: nausea, vomiting,
anorexia, abdominal pain, fatigueexcessive thirst, difficulty breathing, -lack-ofappetite;
confusion, unusual fatigue or sleepiness.-a-sweetsmel-to-the-breath,a-sweetormetallic
taste-in-the-mouth-ora-different-odour-to-urine-orsweat. Patients should be assessed for
ketoacidosis immediately if these symptoms occur, regardless of blood glucose level. {even-if

their-blood-glucoselevels-aredess-than250-mgldb)-

In patients where DKA is suspected or diagnosed, dapagliflozin treatment should be stopped

immediately.
l#keteae@ess%%;rspeete@ FORXIGA-should-be-discontinued,the patient should-be

Treatment should be interrupted in patients who are hospitalised for major surgical
procedures or acute serious medical illnesses. Monitoring of ketones is recommended in
these patients. Measurement of blood ketone levels is preferred to urine. Treatment with
dapagliflozin may be restarted when the ketone values are normal and the patient’s condition
has stabilised.

Before initiating dapagliflozin, factors in the patient history that may predispose to
ketoacidosis should be considered.

Patients who may be at higher risk of DKA include patients with a low beta-cell function
reserve (e.g. type 2 diabetes patients with low C-peptide or latent autoimmune diabetes in
adults (LADA) or patients with a history of pancreatitis), patients with conditions that lead to
restricted food intake or severe dehydration, patients for whom insulin doses are reduced and
patients with increased insulin requirements due to acute medical illness, surgery or alcohol
abuse. SGLT2 inhibitors should be used with caution in these patients.

Restarting SGLT2 inhibitor treatment in patients experiencing a DKA while on SGLT2
inhibitor treatment is not recommended, unless another clear precipitating factor is identified
and resolved.

In type 1 diabetes mellitus studies with dapagliflozin, DKA was reported with common
frequency. Dapagliflozin should not be used for treatment of patients with type 1 diabetes.

[...]
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4.8 Undesirable effects

[.]

Description of selected adverse reactions
Vulvovagqinitis, balanitis and related genital infections

[.]

Cases of phimosis/acquired phimosis have been reported concurrent with genital infections
and in some cases, circumcision was required.

[.]

5.1 Pharmacodynamic properties

[.]

Chronic Kidney Disease

The Study to Evaluate the Effect of Dapagliflozin on Renal Outcomes and Cardiovascular
Mortality in Patients with Chronic Kidney Disease (DAPA-CKD-NCT03036450) was an
international, multicentermulticentre, randomiszed, double-blind, placebo-controlled study in
patients with chronic kidney disease (CKD) with {eGFR = 25to < between25and-75
mL/min/1.73 m?) and albuminuria (urine-albumin-creatinine ratic [UACR} - between

= 200 and = 200-and-5000 mg/g) to determine the effect of dapagliflozin compared with
placebo, when added to background standard of care therapy, on the incidence of the
composite endpoint of = 50% sustained decline in eGFR, end-stage kidney disease (ESKD)
(defined as sustained eGFR < 15 mL/min/1.73 m?, chronic dialysis treatment or receiving a

renal transplant) cardiovascular or renal death.

A-tetaleOf 4,304 patients, 2,152 were randomiszed to dapagliflozin 10 mg and 2,152 equally
to- FORXIGA-10-mg-erto placebo and-were followed for a median of 28.5 months._Treatment

was continued if eGFR fell to levels below 25 mL/min/1.73 m? during the study and could be

continued in cases when dialysis was needed.

The mean age of the study populatlon was 62—61 8 61.8 years, and—6¥6 9% were male Ihe
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At baseline, mean eGFR was 43.1 mL/min/1.73 m?.and median UACR was 949.3 ma/g.;

44.1% of patients had an-eGFR 30_to < 45 -mL/min/1.73m? to-less-than45-mbLimin/1-73m?;
and 1514.5% of patients-had an-eGFR less-than- < 30 mL/min/1.73m?. Median UACR was
9594¢+g¢gA—tetal—ef—6867 5% of the patlents had type 2 dlabetes mellltus atrandemization-

o) Patlents were on

standard of care (SOC) therapv

At-baseline;-97.0% of patients were treated with_angiotensin-converting enzyme inhibitor

(ACEi) or angiotensin receptor blocker (ARB). Approximately-44%-were-taking antiplatelet

The study was stopped early for efficacy prior to the planned analysis based on a
recommendation by the independent Data Monitoring Committee. Dapagliflozin was superior
to placebo in preventing FORXIGAreduced-the-incidence-of-the primary composite endpoint
of 250% sustained decline in eGFR, reaching end-stage kidney disease, cardiovascular or
renal death. Based on the Kaplan-Meier plot for the time to first occurrence of the primary
composite endpoint, the treatment effect was evident beginning at 4 months and was
maintained through the end of study (Figure 7).

o1 0.64
. 0.2
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Figure 7: Time to fEirst oOccurrence of the pPrimary cComposite eEndpoint, 250%
sSustained dDecline in eGFR, end-stage kidney disease, cardiovascular or renal
death—— /ool Lo ol o n D Pl
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All four components of the primary composite endpoint individually contributed to the

treatment effect. Dapagliflozin also reduced the incidence of the composite endpoint of 2 50%
sustained decline in eGFR, end-stage kidney disease or renal death and the composite
endpoint of cardiovascular death and hospitalisation for heart failure. Treatment with
dapagliflozin improved overall survival in chronic kidney disease patients with a significant
reduction in all-cause mortality (Figure 8).

Fiqure 8: Treatment effects for the primary and secondary composite endpoints, their
individual components, and all-cause mortality
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Characteristics

Primary endpoint

Composite endpoint of
=50% sustained decline in
eGFR, end-stage kidney
disease, cardiovascular or
renal death

Secondary endpoints

Composite endpoint of
>50% sustained decline in
eGFR, end-stage kidney
disease or renal death

Composite endpoint of
cardiovascular death or
hospitalisation for heart
failure

All-cause mortality

Components of the
composite endpoints

>50% sustained decline
in eGFR

End-stage kidney disease

Sustained eGFR
<15 mL/min/1.73 m*

Chronic dialysis treatment

Receiving a renal
transplant

Cardiovascular death
Renal death

Hospitalisation for
heart lailure

HR (95% CI)

N " E—

—

+

R

[ E——

0.34

0.7

Dapaglifiozin Better

1
|

1.2

Subjects with event
{event rate)

Dapagliflozin Placebo
(N=2152) (N=2152)

197 (4.6)  312(7.5)
142 (3.3) 243(5.8)
100(2.2)y  138(3.0)
101(2.2)y  146(3.1)
112(2.6)  201(4.8)
109(2.5) 161(3.8)
84(1.9) 120 (2.8)
68(1.5) 99(2.2)
3(0.1) 8(0.2)
65(1.4) 80(1.7)
2(0.0) 6(0.1)
37(0.8) 71(1.6)
Placebo Better

HR (95% CI)  P-value

0.61(0.51,0.72} <0.0001

0.56 (0.45, 0.68) <0.0001

0.71 (0.55, (.92}

0.69 (0.53, (.88}

0.53 (0.42, 0.67}
0.64 (0.50, (.82}
0.67 (0.51, (.88}

0.66 (0.48, (.90}

0.81(0.58, 1.12)

0.51 (0.34, .76}

The number of first events for the single components are the actual number of first events for each component

and does not add up to the number of events in the composite endpoint.

Event rates are presented as the number of subjects with event per 100 patient years of follow-up.

Hazard ratio estimates are not presented for subgroups with less than 15 events in total, both arms combined.

The treatment benefit of dapagliflozin was consistent in chronic kidney disease patients with

type 2 diabetes mellitus and without diabetes. Dapagliflozin reduced the primary composite

endpoint of = 50% sustained decline in eGFR, reaching end-stage kidney disease,
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cardiovascular or renal death with a HR of 0.64 (95% CI 0.52, 0.79) in patients with type 2
diabetes mellitus and 0.50 (95% CI 0.35, 0.72) in patients without diabetes.

The treatment benefit of dapagliflozin over placebo on the primary endpoint was also
consistent across other key subgroups, including eGFR, age, gender, and region.

[.]

9. Regqistration Number:
Forxiga 5 mg: 152-57-34012-00
Forxiga 10 mg: 152-58-34013-00
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