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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.

For study results with respect to combination of therapies, effects on glycaemic control and
cardiovascular 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 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



e 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.

$ 0390 N9YIY 119¥a DIMNND BINITYN

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 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 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.

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).

Infiltrative cardiomvyopathy
Patients with infiltrative cardiomyopathy have not been studied.

4.8 Undesirable effects
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Heart farlure

In the dapagliflozin cardiovascular outcome study in patients with heart failure with reduced
ejection fraction (DAPA-HF study), 2,368 patients were treated with dapagliflozin 10 mg and
2,368 patients with placebo for a median exposure time of 18 months. The patient population
included patients with type 2 diabetes mellitus and without diabetes, and patients with eGFR 2
30 mL/min/1.73 m2. In the dapagliflozin cardiovascular outcome study in patients with heart
failure with left ventricular ejection fraction > 40% (DELIVER), 3,126 patients were treated
with dapagliflozin 10 mg and 3,127 patients with placebo for a median exposure time of

27 months. The patient population included patients with type 2 diabetes mellitus and without

diabetes, and patients with eGFR = 25 mL/min/1.73 m2.

Description of selected adverse reactions

Vulvovaginitis, balanitis and related genital infections

In the DAPA-HF study, no patient reported serious adverse events of genital infections in the
dapagliflozin group and one in the placebo group. There were 7 (0.3%) patients with adverse
events leading to discontinuation due to genital infections in the dapagliflozin group and none
in the placebo group. In the DELIVER study, one (< 0.1%) patient in each treatment group
reported a serious adverse event of genital infections. There were 3 (0.1%) patients with adverse
events leading to discontinuations due to genital infection in the dapagliflozin group and none
in the placebo group.

Hypoglycaemia

In the DAPA-HF study, major events of hypoglycaemia were reported in 4 (0.2%) patients in
both the dapagliflozin and placebo treatment groups. . In the DELIVER study, major events of
hypoglycaemia were reported in 6 (0.2%) patients in the dapagliflozin group and 7 (0.2%) in the
placebo group. Major events of hypoglycaemia were and-only observed enly-in patients with
type 2 diabetes mellitus.

Volume depletion

In the DAPA-HF study, the numbers of patients with events suggestive of volume depletion
were 170 (7.2%) in the dapagliflozin group and 153 (6.5%) in the placebo group. There were
fewer patients with serious events of symptoms suggestive of volume depletion in the
dapagliflozin group (23 [1.0%]) compared with the placebo group (38 [1.6%]). Results were
similar irrespective of presence of diabetes at baseline and baseline eGFR. In the DELIVER
study, the numbers of patients with serious events of symptoms suggestive of volume depletion
were 35 (1.1%) in the dapagliflozin group and 31 (1.0%) in the placebo group.
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Diabetic ketoacidosis in type 2 diabetes mellitus

In the DAPA-HF study, events of DKA were reported in 3 patients patents-with type 2 diabetes
mellitus in the dapagliflozin group and none in the placebopaleebe-group. In the DELIVER
study, events of DKA were reported in 2 patients with type 2 diabetes mellitus in the
dapagliflozin group and none in the placebo group.

Urinary tract infections

In the DAPA-HF study, the numbers of patients with serious adverse events of urinary tract
infections were 14 (0.6%) in the dapagliflozin group and 17 (0.7%) in the placebo group. There
were 5 (0.2%) patients with adverse events leading to discontinuations due to urinary tractk
infections in each of the dapagliflozin and placebo groups. In the DELIVER study the numbers
of patients with serious adverse events of urinary tract infections were 41 (1.3%) in the
dapagliflozin group and 37 (1.2%) in the placebo group. There were 13 (0.4%) patients with
adverse events leading to discontinuations due to urinary tract infections in the dapagliflozin
group and 9 (0.3%) in the placebo group.

Increased creatinine

In the DAPA-HF and DELIVER studyies ,eGFR decreased over time in both the dapagliflozin
group and the placebo group. In DAPA-HF, Fthe initial decrease in mean eGFR was

-4.3 mL/min/1.73 m? in the dapagliflozin group and -1.1 mL/min/1.73 m? in the placebo group.
At 20 months, change from baseline in eGFR was similar between the treatment groups:

-5.3 mL/min/1.73 m? for dapagliflozin and -4.5 mL/min/1.73 m? for placebo. In DELIVER, the
decrease in mean eGFR at one month was -3.7 mL/min/1.73 m? in the dapagliflozin group and
-0.4 ml./min/1.73 m? in the placebo group. At 24 months, change from baseline in eGFR was
similar between treatment groups: -4.2 mL/min/1.73 m? in the dapagliflozin group and

-3.2 mL/min/1.73 m? in the placebo group.

5.1 Pharmacodynamic properties

Mechanism of action

Inhibition of SGLT2 by dapagliflozin reduces reabsorption of glucose from the glomerular
filtrate in the proximal renal tubule with a concomitant reduction in sodium reabsorption
leading to urinary excretion of glucose and osmotic diuresis. Dapagliflozin therefore increases
the delivery of sodium to the distal tubule which increases tubuloglomerular feedback and
reduces intraglomerular pressure. This combined with osmotic diuresis leads to a reduction in
volume overload, reduced blood pressure, and lower preload and afterload, which may have
beneﬁc1al effects on cardlac remodelhng and diastolic function, and preserve renal function.

: ACHIE wetght-The cardiac and
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renal benefits of dapagliflozin are not solely dependent on the blood glucose lowering effect
and not limited to patients with diabetes as demonstrated in the DAPA-HF, DELIVER and
DAPA-CKD studies. Other effects include an increase in haematocrit and reduction in body

weight.

Heart Failure with-Reduced Ejection Fraction

DAPA-HF study: Heart failure with reduced ejection fraction (L VEF < 40%)

Dapagliflozin And Prevention of Adverse outcomes in Heart Failure (DAPA-HF;
NET02026124) was an international, mutticentermulticentre, randomized, double-blind,
placebo-controlled study in patients with heart failure (New York Heart Association [NYHA]
functional class II-IV) with reduced ejection fraction (left ventricular ejection fraction [LVEF]
< 40% orltess) to determine whether FORXIGA-reduces-the risk-effect of dapagliflozin
compared with placebo, when added to background standard of care therapy, on the incidence
of cardiovascular death and worsening heart failure.

Of 4,744 patients, 2,373 were randomiszed to dapagliflozinFORXIGA-10 mg and 2,371 to
placebo and weze followed for a median of 18 months. The mean age of the study populatlon
was 66 years, 77% were male. : .

Astan.

At baseline, 6867.5% of the patients were classified as NYHA class II, 2231.6% class I1I, and
10.9% class IV; median LVEF was 32%,- 56% of the heart failures were ischaemic, 36% were
non- 1schaemlc and 8% were of unknown aetiology. In each treatment group, 42% of the patients
had a Hhistory of type 2 diabetes mellitus-was presentin42%, and an additional 3% had-of the
patients in each group were classified as having type 2 diabetes mellitus based on a HbAlc

26.5% at both enrelmentenrolment and randomiszation. Patients were on standard of care
therapy; 94% of patients were treated with ACE-I ACEi, ARB or angiotensin receptor-
neprilysin inhibitor (ARNI, meh&&gsaeubﬁ%%a%saﬁa&ll%) 96% with beta-blocker, 71%
with mineralocorticoid receptor antagonist (MRA), 93% with diuretic, and 26% had an
implantable device (with defibrillator function).

Patients with eGFR = 30 mL/min/1.73 m? at enrolment were included in the study. The mean
eGFR was 66 mLL/min/1.73 m?, 41% of patients had eGFR < 60mL/min/1.73 m? and 15% had
eGFR < 45 mL/min/1.73 m?2.

Cardiovascular death and worsening heart failure

Dapagliflozin was superior to placebo in preventing the primary composite endpoint of
cardiovascular&V- death, hospitaliszation for heart failure or urgent heart failure visit (HR 0.74
[95% CI 0.65, 0. 85], p<0. 0001)

The effect:
separated was observed early and continued-to-diverge-over was sustained throughout the

duration of-the study (Figure 3).-pertod-Fable 11 Figures 3A3B-and 3C>-
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e Placebo

Dapazliflozin

Patients with event (%)
-
1

4 Dapagliflozin vs. Placebo

HR (95%0CT): 0.74 (0.65,0.85) Pwvalue: <0.0001
T T T T T
0 3 & 9 12 15 13 21 24

Months from randomisation
Patients at risk

Dapagliflozin: 2373 2303 2221 2147 2002 1560 1146 612 210
Placebo: 2371 2258 2163 2073 1917 1478 1096 393 210

An urgent heart failure visit was defined as an urgent, unplanned, assessment by a physician, e.g. in an Emergency Department,
and requiring treatment for worsening heart failure (other than just an increase in oral diuretics).
Patients at risk is the number of patients at risk at the beginning of the period.

All three components of the primary composite endpoint individually contributed to the
treatment effect (Figure 4). There were few urgent heart failure visits.
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Patients af risk Months from randomization

FARXIGA: 2373 2306 2223 2153 2007 1563 1147 613 210
Placebo: 2371 2264 2168 2082 1924 1483 1101 596 212
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Characteristics HR (95% CT) FARXIGA Placebo HR (95% CI)
nN# n/N#
The composite of the primary endpoint
Overall — 386/2373 502/2371 0.74 (0.65, 0.85)
Age (years)
<=65 — 162/1032 196/998 0.78 (0.63, 0.96)
>65 —— 224/1341 306/1373 0.72 (0.60, 0.85)
Sex
Male —a— 307/1809 406/1826 0.73 (0.63, 0.85)
Female —_—— 79/564 96/545 0.79 (0.59, 1.06)
Race
White —_— 275/1662 348/1671 0.78 (0.66, 0.91)
Black or Affican -~ 26/122 32/104 0.62 (0.37, 1.04)
Asian -~ 78/552 118/564 0.64 (0.48, 0.86)
Other* 737 432
Geographic region
Asia < 77/543 114/553 0.65 (0.49, 0.87)
Europe e 193/1094 218/1060 084 (0.69, 1.01)
North America —_— 541335 731342 0.73 (0.51, 1.03)
South America -~ 62/401 97/416 0.64 (0.47, 0.88)
NYHA class
i —_— 190/1606 289/1597 063 (0.52,0.75)
I or IV —_— 196/767 213/774 090 (0.74, 1.09)
LVEF (%)
<= Median —— 22211230 307/1239 0.70 (0.59, 0.84)
>Median —_—— 164/1143 195/1132 081 (0.65,0.99)
NT-proBNP (pg/mL)
<= Median -~ 10011193 15511179 0.63 (0.49, 0.80)
> Median —_— 286/1179 347/1191 0.79 (0.68, 0.92)
Prior hospitalization for HF
Yes —— 195/1124 27911127 067 (0.56, 0.80)
No — 191/1249 223/1244 084 (0.69, 1.02)
MRA at baseline
Yes —_— 281/1696 361/1674 0.74 (0.63, 0.87)
No —_— 105/677 141/697 0.74 (0.57, 0.95)
Type2 diabetes at baseline
Yes — 215/1075 271/1064 0.75 (0.63, 0.90)
No — 1711298 23111307 0.73 (0.60, 0.88)
Atrial fibrilation or flutter at enrolment ECG
Yes D ————— 109/569 126/559 0.82 (0.63, 1.06)
No — 277/1804 376/1812 0.72 (0.61, 0.84)
Main Etiology of HF
Tschaemic —. 223/1316 289/1358 0.7 (0.65, 0.92)
Non-Ischaemic/Unknown —_— 163/1057 213/1013 0.71(0.58, 0.87)
BMI(kgim?)
<30 —_— 259/1537 3201533 0.78 (0.66, 0.92)
>=30 B ——— 127/834 182/838 0.69 (0.55, 0.86)
Baseline eGFR (mlmin/1.73 m?)
<60 — 191/962 254/964 0.72 (0.59, 0.86)
>=60 —_— 195/1410 248/1406 0.76 (0.63, 0.92)
r T T
08 1 125

0.5
FARXIGA Bett
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Figure 4. Treatment effects for the primary composite endpoint, its components and all-cause
mortality

Characteristics HR (95% CT) Subjects with event Hazard Ratio P-value
(event rate) (95% CI}
Dapagliflozin  Placebo

The composite of cardiovascular (=2843)  (NS23FL)

death, hospitalisation for heart u 386 (11.6) 502(15.6) .74 (0.65,0.85) <0.0001
failure or urgent heart failure visit
Hospitalisation for h
' aSpIiilsatorLior heart  — 231(69)  318(9.8) 070 (0.59,0.83) <0.0001
failure
Urgent heart failure visit —-——— 10 (0.3) 23(0.7) (.43 (0.20,0.90) 0.0213
Cardiovascular death L 227 (6.5) 273(7.9) 0.82(0.69,0.98) 0.0294
All-cause mortality —a— 276 (7.9) 329(9.5) .83 (0.71,0.97) 0.0217
I |
0.5 08 1 1.25 2
Dapagliflozin Better Placebo Better

An urgent heart failure visit was defined as an urgent, unplanned, assessment by a physician, e.g. in an Emergency Department,
and requiring treatment for worsening heart failure (other than just an increase in oral diuretics).

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.

p-values for single components and all-cause mortality are nominal.

Dapagliflozin also reduced the total number of events of hospitalisations for heart failure (first
and recurrent) and cardiovascular death; there were 567 events in the dapagliflozin group
versus 742 events in the placebo group (Rate Ratio 0.75 [95% CI 0.65, 0.88]; p=0.0002).
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The treatment benefit of dapagliflozin was observed in heart failure patients both with type 2
diabetes mellitus and without diabetes. Dapagliflozin reduced the primary composite endpoint
of incidence of cardiovascular death and worsening heart failure with a HR of 0.75 (95% CI
0.63, 0.90) in patients with diabetes and 0.73 (95% CI 0.60, 0.88) in patients without diabetes.

The treatment benefit of dapagliflozin over placebo on the primary endpoint was also
consistent across other key subgroups, including concomitant heart failure therapy, renal
function (eGFR), age, gender, and region.

Patient reported outcome — heart failure symptoms

The treatment effect of dapagliflozin on heart failure symptoms was assessed by the Total
Symptom Score of the Kansas City Cardiomyopathy Questionnaire (KCCQ-TSS), which
quantifies heart failure symptom frequency and severity, including fatieue, peripheral oedema,
dyspnoea and orthopnoea. The score ranges from 0 to 100, with higher scores representing
better health status.

Treatment with dapagliflozin resulted in a statistically significant and clinically meaningful
benefit over placebo in heart failure symptoms, as measured by change from baseline at
month 8 in the KCCQ-TSS, (Win Ratio 1.18 [95% CI 1.11, 1.26]; p < 0.0001). Both symptom
frequency and symptom burden contributed to the results. Benefit was seen both in improving
heart failure symptoms and in preventing deterioration of heart failure symptoms.

In responder analyses, the proportion of patients with a clinically meaningful improvement on
the KCCQ-TSS from baseline at 8 months, defined as 5 points or more, was higher for the
dapagliflozin treatment group compared with placebo. The proportion of patients with a
clinically meaningful deterioration, defined as 5 points or more, was lower for the dapagliflozin
treatment group compared to placebo. The benefits observed with dapagliflozin remained when
applying more conservative cut-offs for larger clinically meaningful change (Table 11).

Table 11. Number and percent of patients with clinically meaningful improvement and
deterioration on the KCCQ-TSS at 8 months

Dapagliflozin Placebo
Change from baseline at 8 months: 10 mg

na3=2062
n3=2086
Improvement n (%) n (%) Odds ratioc p-valuef
improved® improved® (95% CI)
> 5 points 933 (44.7) 794 (38.5) 1.14 0.0002
(1.06,1.22)
> 10 points 689 (33.0) 579 (28.1) 1.13 0.0018
(1.05,1.22)
> 15 points 474 (22.7) 406 (19.7) 1.10 0.0300
(1.01,1.19)
Deterioration n (%) n (%) Odds ratioc  p-valuef

deterioratedd  deterioratedd (95% CI)
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> 5 points 537 (25.7) 693 (33.6) 0.84 <0.0001

(0.78,0.89)
> 10 points 395 (18.9) 506 (24.5) 0.85 <0.0001
(0.79, 0.92)

a Number of patients with an observed KCCQ-TSS or who died prior to 8 months.

b Number of patients who had an observed improvement of at least 5, 10 or 15 points from baseline. Patients who died
prior to the given timepoint are counted as not improved.

¢ For improvement, an odds ratio > 1 favours dapagliflozin 10 mg.

d Number of patients who had an observed deterioration of at least 5 or 10 points from baseline. Patients who died prior to
the given timepoint are counted as deteriorated.

¢ For deterioration, an odds ratio < 1 favours dapagliflozin 10 mg.

fp-values are nominal.

Nephropathy

There were few events of the renal composite endpoint (confirmed sustained = 50% eGFR
decrease, ESKD, or renal death); the incidence was 1.2% in the dapagliflozin group and 1.6% in
the placebo group.

DELIVER study: Heart failure with left ventricular ejection fraction > 40%

Dapagliflozin Evaluation to Improve the LIVEs of Patients with PReserved Ejection Fraction
Heart Failure (DELIVER) was an international, multicentre, randomised, double-blind,
placebo-controlled study in patients aged = 40 years with heart failure (NYHA class II-IV) with
LVEF > 40% and evidence of structural heart disease, to determine the effect of dapagliflozin
compared with placebo on the incidence of cardiovascular death and worsening heart failure.

Of 6,263 patients, 3,131 were randomised to dapagliflozin 10 mg and 3,132 to placebo and
followed for a median of 28 months. The study included 654 (10%) subacute heart failure
patients (defined as randomised during hospitalisation for heart failure or within 30 days of
discharge). The mean age of the study population was 72 years and 56% were male.

At baseline, 75% patients were classified as NYHA class 11, 24% class 11l and 0.3% class IV.
Median LVEF was 54%, 34% of the patients had LVEF < 49%, 36% had LVEF 50-59% and 30%

had LVEF = 60%. In each treatment group, 45% had a history of type 2 diabetes mellitus.
Baseline therapy included ACEi”ZARB/ARNI (77%), beta-blockers (83%) diuretics (98%) and

MRA (43%).

The mean eGFR was 61 mL/min/1.73 m?, 49% of patients had eGFR < 60mlL/min/1.73 m?, 23%
had eGFR < 45 mL/min/1.73 m?, and 3% had eGFR < 30 mL/min/1.73 m2.

Dapagliflozin was superior to placebo in reducing the incidence of the primary composite
endpoint of cardiovascular death, hospitalisation for heart failure or urgent heart failure visit
(HR 0.82 [95% CI 0.73, 0.92]; p=0.0008) (Figure 5).

Figure 5: Time to first occurrence of the composite of cardiovascular death, hospitalisation for
heart failure or urgent heart failure visit
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An urgent heart failure visit was defined as an urgent, unplanned, assessment by a physician,

e.g. in an Emergency Department, and requiring treatment for worsening heart failure (other
than just an increase in oral diuretics).

Patients at risk is the number of patients at risk at the beginning of the period.

Figure 6 presents the contribution of the three components of the primary composite endpoint
to the treatment effect.

Figure 6: Treatment effects for the primary composite endpoint and its components

Characteristics Hazard Ratic Subjects with event Hazard Ratio
(95% CI) (event rate) (95% CT)
Dapagliflozin  Placebo
(N=3131) (N=3132)

Composite of cardiovascular death,
hospitalisation for heart failure or urgent heart —_— 512 (7.8) 610 (9.6) 0.82(0.73, 0.92)
tailure visit
Hospitalisation for heart failure —_— 329 (5.0) 418 (6.5) 0.77 (0.67, 0.89)
Urgent heart failure visit e 50 (0.9) 78(1.1) 0.76 (0.55, 1.07)
Cardiovascular death E—— 231 (3.3) 261 (3.8) 0.88 (0.74, 1.05)
I I I 1
0.5 0.8 1 1.25 2
Dapagliflozin Better | Placebo Better
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An urgent heart failure visit was defined as an urgent, unplanned, assessment by a physician, e.g. in an Emergency Department,
and requiring treatment for worsening heart failure (other than just an increase in oral diuretics).

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.

Cardiovascular death, here presented as a component of the primary endpoint, was also tested under formal Type 1 error
control as a secondary endpoint.

Dapagliflozin was superior to placebo in reducing the total number of heart failure events
(defined as first and recurrent hospitalisation for heart failure or urgent heart failure visits) and
cardiovascular death; there were 815 events in the dapagliflozin group versus 1057 events in the
placebo group (Rate Ratio 0.77 [95% CI 0.67, 0.89]; p=0.0003).

The treatment benefit of dapagliflozin over placebo on the primary endpoint was observed

across subgroups of patients with LVEF < 49%, 50-59%, and = 60%. Effects were also
consistent across other key subgroups categorised by e.g. age, eender, NYHA class, NT-
proBNP level, subacute status, and type 2 diabetes mellitus status.

Patient reported outcome — heart failure symptoms

Treatment with dapagliflozin resulted in a statistically significant benefit over placebo in heart
failure symptoms, as measured by change from baseline at month 8 in the KCCQ-TSS, (Win
Ratio 1.11 [95% CI 1.03, 1.21]; p=0.0086). Both symptom frequency and symptom burden
contributed to the results.

In responder analyses, the proportion of patients who experienced a moderate (= 5 points) or
large (= 14 points) deterioration on the KCCQ-TSS from baseline at 8 months was lower in the
dapagliflozin treatment group; 24.1% of patients on dapagliflozin versus 29.1% on placebo
experienced a moderate deterioration (Odds Ratio 0.78 [95% CI 0.64, 0.95]) and 13.5% of patients
on dapagliflozin versus 18.4% on placebo experienced a large deterioration (Odds Ratio 0.70
[95% CI 0.55, 0.88]). The proportion of patients with a small to moderate improvement

(= 13 points) or a large improvement (= 17 points) did not differ between treatment groups.

Heart farlure across DAPA-HF and DELIVER studies

In a pooled analysis of DAPA-HF and DELIVER, the HR for dapagliflozin versus placebo on
the composite endpoint of cardiovascular death, hospitalisation for heart failure or urgent heart
failure visit was 0.78 (95% CI1 0.72, 0.85), p < 0.0001. The treatment effect was consistent across
the LVEF range, without attenuation of effect by LVEF.

In a pre-specified subject level pooled analysis of the DAPA-HF and DELIVER studies,
dapagliflozin compared with placebo reduced the risk of cardiovascular death (HR 0.85
[95% CI10.75, 0.96], p=0.0115). Both studies contributed to the effect.

5.2 Pharmacokinetic properties

Special populations

Renal impairment
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At steady-state (20 mg once-daily dapagliflozin for 7 days), subjects with type 2 diabetes
mellitus and mild, moderate or severe renal impairment (as determined by iohexol plasma
clearance) had mean systemic exposures of dapagliflozin of 32%, 60% and 87% were-45%;160%

and-200%-higher, respectlvely, than those of subjects w1th type 2 diabetes melhtus and normal
renal function. v

The steady-state 24-hour urinary glucose excretion was highly dependent on renal function and
85, 52, 18 and 11 g of glucose/day was excreted by subjects with type 2 diabetes mellitus and
normal renal function or mild, moderate or severe renal impairment, respectively. The impact
of haemodialysis on dapagliflozin exposure is not known. The effect of reduced renal function
on systemic exposure was evaluated in a population pharmacokinetic model. Consistent with
previous results, model predicted AUC was higher in patients with chronic kidney disease
compared with patients with normal renal function, and was not meaningfully different in
chronic kidney disease patients with type 2 diabetes mellitus and without diabetes.
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