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XIGDUO XR is available for oral administration as tablets containing the equivalent of 5 mg
dapagliflozin as dapagliflozin propanediol and 500 mg metformin hydrochloride (XIGDUO
XR 5 mg/500 mg), the equivalent of 5 mg dapagliflozin as dapagliflozin propanediol and 1000
mg metformin hydrochloride (XIGDUO XR 5 mg/1000 mg), the equivalent of 10 mg
dapagliflozin as dapagliflozin propanediol and 500 mg metformin hydrochloride (XIGDUO
XR 10 mg/500 mg), or the equivalent of 10 mg dapagliflozin as dapagliflozin propanediol and
1000 mg metformin hydrochloride (XIGDUO XR 10 mg/1000 mg).
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XIGDUO XR (dapagliflozin and metformin HCI extended-release) is indicated as an adjunct to diet
and exercise to improve glycemic control in adults with type 2 diabetes mellitus when treatment with

both dapagliflozin and metformin is appropriate.
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Warnings and Precautions

Lactic acidosis

There have been post-marketing cases of metformin-associated lactic acidosis, including fatal
cases. These cases had a subtle onset and were accompanied by nonspecific symptoms such as
malaise, myalgias, abdominal pain, respiratory distress, or increased somnolence; however,
hypothermia, hypotension, and resistant bradyarrhythmias have occurred with severe acidosis
Metformin-associated lactic acidosis was characterized by elevated blood lactate
concentrations (>5mmol/L), anion gap acidosis (without evidence of (ketonuria or



ketonemia)), and an increased lactate: pyruvate ratio; metformin plasma levels generally
>5 mcg/mL. Metformin decreases liver uptake of lactate increasing lactate blood levels which
may increase the risk of lactic acidosis especially in patients at risk.

If metformin-associated lactic acidosis is suspected, general supportive measures should be
instituted. promptly in a hospital setting, along with immediate discontinuation of XIGDUO
XR.

In XIGDUO XR-treated patients with a diagnosis or strong suspicion of lactic acidosis,
prompt hemodialysis is recommended to correct the acidosis and remove accumulated
metformin. (metformin hydrochloride is dialyzable, with a clearance of up to 170 mL/min
under good hemodynamic conditions). Hemodialysis has often resulted in reversal of
symptoms and recovery.

Educate patients and their families about the symptoms of lactic acidosis and if these
symptoms occur instruct them to discontinue XIGDUO XR and report these symptoms to their
healthcare provider.

For each of the known and possible risk factors for metformin-associated lactic acidosis,
recommendations to reduce the risk of and manage metformin-associated lactic acidosis are
provided below:

Renal Impairment: The post-marketing metformin-associated lactic acidosis cases primarily
occurred in patients with significant renal impairment. The risk of metformin accumulation
and metformin-associated lactic acidosis increases with the severity of renal impairment
because metformin is substantially excreted by the kidney. Clinical recommendations based
upon the patient’s renal function include:

Before initiating XIGDUO XR, obtain an estimated glomerular filtration rate (¢GFR).

. XIGDUO XR is contraindicated in patients with an eGFR less than
30 mL/min/1.73 m>.

. Obtain an eGFR at least annually in all patients taking XIGDUO XR. In patients at
increased risk for the development of renal impairment (e.g., the elderly), renal
function should be assessed more frequently.

Drug Interactions: The concomitant use of XIGDUO XR with specific drugs may increase the
risk of metformin-associated lactic acidosis: those that impair renal function, result in
significant hemodynamic change, interfere with acid-base balance or increase metformin
accumulation (e.g., cationic drugs). Therefore, consider more frequent monitoring of patients.

Age 65 or Greater: The risk of metformin-associated lactic acidosis increases with the
patient’s age because elderly patients have a greater likelihood of having hepatic, renal, or
cardiac impairment than younger patients. Assess renal function more frequently in elderly
patients.
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Radiological Studies with Contrast: Administration of intravascular iodinated contrast agents
in metformin-treated patients has led to an acute decrease in renal function and the occurrence
of lactic acidosis. Stop XIGDUO XR at the time of, or prior to, an iodinated contrast imaging
procedure in patients with a history of hepatic impairment, alcoholism, or heart failure; or in
patients who will be administered intra-arterial iodinated contrast. Re-evaluate eGFR 48 hours
after the imaging procedure, and restart XIGDUO XR if renal function is stable.

Surgery and Other Procedures: Withholding of food and fluids during surgical or other
procedures may increase the risk for volume depletion, hypotension and renal impairment.
XIGDUO XR should be temporarily discontinued while patients have restricted food and fluid
intake.

Ketoacidosis

Reports of ketoacidosis, a serious life-threatening condition requiring urgent hospitalization
have been identified in post-marketing surveillance in patients with type 1 and type 2 diabetes
mellitus taking sodium glucose co-transporter-2 (SGLT2) inhibitors, including dapagliflozin.
In placebo-controlled trials of patients with type 1 diabetes mellitus, the risk of ketoacidosis
was increased in patients who received SGLT2 inhibitors compared to patients who received
placebo. Fatal cases of ketoacidosis have been reported in patients taking dapagliflozin.
XIGDUO XR is not indicated for the treatment of patients with type 1 diabetes mellitus.

Volume Depletion

Dapagliflozin 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 injury, some requiring hospitalization and dialysis, in
patients with type 2 diabetes mellitus receiving SGLT2 inhibitors, including dapagliflozin.
Patients with impaired renal function (eGFR less than 60 mL/min/1.73 m?), elderly patients, or
patients on loop diuretics may be at increased risk for volume depletion or hypotension.
Before initiating XIGDUO XR 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.
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Adverse Reactions

Table 3: adverse Reactions Related to Volume Depletion’ in Clinical Studies with
Dapagliflozin

Poeleldl Ploceba Contpplled PoelelddPloeeba

Studies Comiraded-Srudies

Pooloi 2 Pleceba Controled Posefld-Ploeebo-

Smries ComtegllodHmdies

Placebo | Dapagliflozin | Dapagliflozin | Placebo | Dapagliflozin

S5 mg 10-mg 10-mg

Overall pepulation N-(%) | N=1393 |  N=1345 |  N=3103 | N=2295 | N=2360

5{0:4%) |  7H06%) | 9HO8%) | 170TI% | 27{3A%)
Patient-Subgroup-n-(%)

1{1.8%) 3H97% | 44E5%) | e25%)
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Patients with-moderate A=107 A=107 A=89 A=268 A=265
o2
Patients>65 years-of age A=276 A=216 A=204 A=711 A=665

Pool of 12 Placebo-Controlled Pool of 13 Placebo- DECLARE Study
Studies Controlled Studies
Placebo | Dapagliflozin | Dapagliflozin Placebo | Dapagliflozin Placebo | Dapagliflozin
5 mg 10 mg 10 mg 10 mg

Overall N=1393 N=1145 N=1193 N=2295 N=2360 N=8569 N=8574
population 5 7 9 17 27 207 213
N (%) (0.4%) (0.6%) (0.8%) (0.7%) (1.1%) (2.4%) (2.5%)
Patient Subgroup n (%)
Patients on n=55 n=40 n=31 n=267 n=236 n=934 n=866
loop 1 0 3 4 6 57 57
diuretics (1.8%) (9.7%) (1.5%) (2.5%) (6.1%) (6.6%)
Patients n=107 n=107 n=89 n=268 n=265 n=658 n=604
with 2 1 1 4 5 30 35
moderate (1.9%) (0.9%) (1.1%) (1.5%) (1.9%) (4.6%) (5.8%)
renal
impairment
with eGFR
=>3(0 and
<60
mL/min/1.7
3m?
Patients n=276 n=216 n=204 n=711 n=665 n=3950 n=3948
=265 years 1 1 3 6 11 121 117
of age (0.4%) (0.5%) (1.5%) (0.8%) (1.7%) (3.1%) (3.0%)

*  Volume depletion includes reports of dehydration, hypovolemia, orthostatic hypotension, or hypotension.
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eGFR-prtri73-m ) 86.0 853 86.7
eGFR-prtri73-m ) 04 -29 41
eGFR-prktmi 73, ) 0.8 08 03

Mederate Renal Impairment Study
{eGFR-30toless than60-ml/min/1.73-m?)
Placebo | Davashiflosins Davasliflozin 10
N=84 N=83 N=85
eGFR-rktinT3-m ) 456 442 439
eGFR-prtri73-m ) 05 -3.8 -55
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eGFR {mi/min/l 73 m?) 0.03 -4.0 7.4
eGFR (mL/min/1.73 m?) 25 -42 -7.3
Moederate Renal- lmpairment-Study
(eGER 45 toless than 60-mL/min/1-73-m?)
Plaeebe Dapagliflozin 10 me
N=161 N=160
eGER (m/min/1-73-m%) 536 333
eGER (m/min/1-73-m%) 13 338
eGER (ml/min/1-73-m%) 5 32
eGER (ml/min/1-73-m%) 08 2.0

eGER->30and =77
<60-mtfmin/t73-m?

Pati (06 with

event 546:5%}
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In the DECLARE study, severe events of hypoglycemia were reported in 58 (0.7%) out of
8574 patients treated with dapagliflozin 10 mg and 83 (1.0%) out of 8569 patients treated with
placebo.

Genital Mycotic Infections

In the glycemic control studies, genital mycotic infections were more frequent with
dapagliflozin treatment. Genital mycotic infections were reported in 0.9% of patients on
placebo, 5.7% on dapagliflozin 5 mg, and 4.8% on dapagliflozin 10 mg, in the 12-study
placebo-controlled pool. Discontinuation from study due to genital infection occurred in 0%
of placebo-treated patients and 0.2% of patients treated with dapagliflozin 10 mg. Infections
were more frequently reported in females than in males (see Table 2). The most frequently
reported genital mycotic infections were vulvovaginal mycotic infections in females and
balanitis in males. Patients with a history of genital mycotic infections were more likely to
have a genital mycotic infection during the study than those with no prior history (10.0%,
23.1%, and 25.0% versus 0.8%, 5.9%, and 5.0% on placebo, dapagliflozin 5 mg, and
dapagliflozin 10 mg, respectively). In the DECLARE study, serious genital mycotic infections
were reported in <0.1% of patients treated with dapagliflozin 10 mg and <0.1% of patients
treated with placebo. Genital mycotic infections that caused study drug discontinuation were
reported in 0.9% of patients treated with dapagliflozin 10 mg and <0.1% of patients treated
with placebo.
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Ketoacidosis

In the DECLARE study, events of diabetic ketoacidosis (DKA) were reported in 27 out of
8574 patients in the dapagliflozin-treated group and in 12 out of 8569 patients in the placebo
group. The events were evenly distributed over the study period.

Laboratory Tests

Increases in Serum Creatinine and Decreases in eGFR

Dapagliflozin

Initiation of SGLT2 inhibitors, including dapagliflozin, causes a small increase in serum
creatinine and decrease in eGFR. These changes in serum creatinine and eGFR generally
occur within two weeks of starting therapy and then stabilize regardless of baseline kidney
function. Changes that do not fit this pattern should prompt further evaluation to exclude the
possibility of acute kidney injury. In two studies that included patients with type 2 diabetes
mellitus with moderate renal impairment, the acute effect on eGFR reversed after treatment
discontinuation, suggesting acute hemodynamic changes may play a role in the renal function
changes observed with dapagliflozin.

Drug interactions

Table 5: Clinically Relevant Interactions with XIGDUO XR

Carbonic Anhydrase Inhibitors

Clinical Topiramate or other carbonic anhydrase inhibitors (e.g., zonisamide,

Impact acetazolamide or dichlorphenamide) frequently causes a decrease in serum
bicarbonate and induce non-anion gap, hyperchloremic metabolic acidosis.
Concomitant use of these drugs with XIGDUO XR may increase the risk for
lactic acidosis.

Intervention Consider more frequent monitoring of these patients.

Drugs that Reduce Metformin Clearance

Clinical ‘ Concomitant use of drugs that interfere with common renal tubular transport
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Table S: Clinically Relevant Interactions with XIGDUO XR

Impact systems involved in the renal elimination of metformin (e.g., organic cationic
transporter-2 [OCT2]/multidrug and toxin extrusion [MATE] inhibitors, such
as ranolazine, vandetanib, dolutegravir, and cimetidine) could increase
systemic exposure to metformin and may increase the risk for lactic acidosis.

Intervention Consider the benefits and risks of concomitant use.

Alcohol

Clinical Alcohol is known to potentiate the effect of metformin on lactate

Impact metabolism.

Intervention Warn patients against excessive alcohol intake while receiving XIGDUO

XR.

Insulin or Insulin Secretagogues

Clinical Impact

The risk of hypoglycemia may be increased when XIGDUO XR is used concomitantly with insulin or
insulin secretagogues (e.g., sulfonylurea) [see Warnings and Precautions (5.5)].

Intervention

Concomitant use may require lower doses of insulin or the insulin secretagogue to reduce the risk of
hypoglycemia.

Drugs Affecting Glycemic Control

Clinical Certain drugs tend to produce hyperglycemia and may lead to loss of

Impact glycemic control. These medications include thiazides and other diuretics,
corticosteroids, phenothiazines, thyroid products, estrogens, oral
contraceptives, phenytoin, nicotinic acid, sympathomimetics, calcium
channel blocking drugs, and isoniazid.

Intervention When such drugs are administered to a patient receiving XIGDUO XR,
observe the patient closely for loss of blood glucose control. When such
drugs are withdrawn from a patient receiving XIGDUO XR, observe the
patient closely for hypoglycemia.

Lithium

Clinical Concomitant use of an SGLT2 inhibitor with lithium may decrease serum lithium

Impact concentrations

Intervention

Monitor serum lithium concentration more frequently during XIGDUO XR initiation and dosage
changes.
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Table S: Clinically Relevant Interactions with XIGDUO XR

Positive Urine Glucose Test

Clinical SGLT?2 inhibitors increase urinary glucose excretion and will lead to positive
Impact urine glucose tests.
Intervention Monitoring glycemic control with urine glucose tests is not recommended in

patients taking SGLT?2 inhibitors. Use alternative methods to monitor
glycemic control.

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

Clinical Measurements of 1,5-AG are unreliable in assessing glycemic control in
Impact patients taking SGLT?2 inhibitors.
Intervention Monitoring glycemic control with 1,5-AG assay is not recommended. Use

alternative methods to monitor glycemic control.

Use in specific populations
Pregnancy

Risk Summary

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

Geriatric use

No XIGDUO XR dosage change is recommended based on age. More frequent assessment of
renal function is recommended in elderly patients.

Renal impairment
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Initiation of XIGDUO XR 1is not recommended in patients with an eGFR below
45 mL/min/1.73 m? and is contraindicated in patients with severe renal impairment (eGFR
less than 30 mL/min/1.73 m?), end stage renal disease or patients on dialysis.

Dapagliflozin 10 mg was evaluated in two glycemic control studies that included patients with
moderate renal impairment (an eGFR of 45 to less than 60 mL/min/1.73 m?, and an eGFR of
30 to less than 60 mL/min/1.73 m?). Patients with diabetes and renal impairment using
dapagliflozin 10 mg are 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 m?, 13 patients receiving dapagliflozin experienced bone
fractures compared to none receiving placebo. Use of dapagliflozin 10 mg for glycemic
control in patients without established CV disease or CV risk factors is not recommended
when eGFR is less than 45 mL/min/1.73 m?.

Overdosage

Dapagliflozin

In the event of an overdose contact the P01son Control Center I—t—rs—a}seqceaseﬂabl%t&empley
suppertive-measures-as-dictated-by-thepatient’schinteal status: The removal of dapagliflozin

by hemodialysis has not been studied.

Metformin hydrochloride

Overdose of metformm hydrochlorlde has occurred 1nclud1ng 1ngest10n of amounts >50

wﬁh—metfemnn—hydreeh}eﬂd%has—been—estabhshed Lactlc ac1d051s has been reported in

approximately 32% of metformin overdose cases. Metformin is dialyzable with a clearance of
up to 170 mL/min under good hemodynamic conditions. Therefore, hemodialysis may be
useful for removal of accumulated drug from patients in whom metformin overdosage is
suspected.

Clinical Pharmacology

Mechanism of Action
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Dapagliflozin

Sodium-glucose cotransporter 2 (SGLT2), expressed in the proximal renal tubules, is
responsible for the majority of the reabsorption of filtered glucose from the tubular lumen.
Dapagliflozin is an inhibitor of SGLT2. By inhibiting SGLT2, dapagliflozin reduces
reabsorption of filtered glucose andlowers—the—renalthreshold—for—glucose, and thereby
irereases promotes urinary glucose excretion. Dapagliflozin also reduces sodium reabsorption
and increases the delivery of sodium to the distal tubule. This may influence several
physiological functions including, but not restricted to, lowering both pre- and afterload of the
heart and downregulation of sympathetic activity, and decreased intraglomerular pressure
which is believed to be mediated by increased tubuloglomerular feedback.

Metformin hydrochloride

Metformin is an antihyperglycemic agent which improves glucose tolerance in patients with
type 2 diabetes mellitus, lowering both basal and postprandial plasma glucose. Metformin
decreases hepatic glucose production, decreases intestinal absorption of glucose, and improves
insulin sensmVlty by 1ncreasmg perlpheral glucose uptake and utlhzatlon Metfe%mmdees—lwt

Hﬁ&%&&%ﬁﬁ%&%&ﬁ—&i&d—dﬁ%—ﬂ%&&iﬁ%‘p&ﬁﬂﬁﬂkﬁ%ﬂ%&— Wlth metformm therapy, 1nsu11n

secretion remains unchanged while fasting insulin levels and day-long plasma insulin response
may decrease.

Pharmacodynamics
General
Dapagliflozin

Increases in the amount of glucose excreted in the urine were observed in healthy subjects and
in patients with type 2 diabetes mellitus following the administration of dapagliflozin (see
Figure 1). Dapagliflozin doses of 5 or 10 mg per day in patients with type 2 diabetes mellitus
for 12 weeks resulted in excretion of approximately 70 grams of glucose in the urine per day.
A near maximum glucose excretion was observed at the dapagliflozin daily dose of 20 mg.
This urinary glucose excretion with dapagliflozin also results in increases in urinary volume.
After discontinuation of dapagliflozin, on average, the elevation in urinary glucose excretion
approaches baseline by about 3 days for the 10 mg dose.

Pharmacokinetics

XIGDUO XR
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The administration of XIGDUO XR in healthy subjects after a standard meal compared to the
fasted state resulted in the same extent of exposure for both dapagliflozin and metformin
extended-release. Compared to the fasted state, the standard meal resulted in 35% reduction
and a delay of 1 to 2 hours in the peak plasma concentrations of dapagliflozin. This effect of
food is not considered to be clinically meaningful. Food has no relevant effect on the
pharmacokinetics of metformin when administered as XIGDUO XR combination tablets.

Specific Populations
Renal Impairment

Metformin hydrochloride

In patients with decreased renal function {based-en-measured-ereatinine-clearanee); the plasma

and blood half-life of metformin is prolonged, and the renal clearance is decreased in

proportion to the decrease in creatinine clearance.

Hepatic Impairment

Geriatric
Metformin hydrochloride

Limited data from controlled pharmacokinetic studies of metformin in healthy elderly subjects
suggests that total plasma clearance of metformin is decreased, the half-life is prolonged, and
Cmax 1s increased, compared to healthy young subjects. From these data, it appears that the
change in metformin pharmacokinetics with aging is primarily accounted for by a change in
renal function.

Nonclinical Toxicology

Dapagliflozin

Dapagliflozin did not induce tumors in either mice or rats at any of the doses evaluated in 2-
year carcinogenicity studies. Oral doses in mice consisted of 5, 15, and 40 mg/kg/day in males
and 2, 10, and 20 mg/kg/day in females, and oral doses in rats were 0.5, 2, and 10 mg/kg/day
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for both males and females. The highest doses evaluated in mice were approximately 72 times
(males) and 105 times (females) the clinical dose of 10 mg/day based on AUC exposure. In
rats, the highest dose was approximately 131 times (males) and 186 times (females) the
clinical dose of 10 mg perday based on AUC exposure.

Dapagliflozin was negative in the Ames mutagenicity assay and was positive in a series of in
vitro clastogenicity assays in the presence of S9 activation and at concentrationsgreater than or
equal to 100 ug/mL. Dapagliflozin was negative for clastogenicity in a series of in vivo studies
evaluating micronuclei or DNA repair in rats at exposure multiplesgreater than2100 times the
clinical dose.

Clinical Studies

Cardiovascular Outcomes in Patients with Type 2 Diabetes Mellitus

Dapagliflozin Effect on Cardiovascular Events (DECLARE, NCTO01730534) was an
international, multicenter, randomized, double-blind, placebo-controlled, clinical study
conducted to determine the effect of dapagliflozin 10 mg relative to placebo on cardiovascular
(CV) outcomes when added to current background therapy. All patients had type 2 diabetes
mellitus and either established CV disease or two or more additional CV risk factors (age >55
years in men or >60 years in women and one or more of dyslipidemia, hypertension, or
current tobacco use). Concomitant antidiabetic and atherosclerotic therapies could be adjusted,
at the discretion of investigators, to ensure participants were treated according to the standard
care for these diseases.

Of 17160 randomized patients, 6974 (40.6%) had established CV disease and 10186 (59.4%)
did not have established CV disease. A total of 8582 patients were randomized to
dapagliflozin 10 mg, 8578 to placebo, and patients were followed for a median of 4.2 years.
Approximately 80% of the trial population was White, 4% Black or African American, and
13% Asian. The mean age was 64 years, and approximately 63% were male.

Mean duration of diabetes was 11.9 years and 22.4% of patients had diabetes for less than

5 years. Mean eGFR was 85.2 mL/min/1.73 m2. At baseline, 23.5% of patients had
microalbuminuria (UACR >30 to <300 mg/g) and 6.8% had macroalbuminuria (UACR

>300 mg/g). Mean HbA1c was 8.3% and mean BMI was 32.1 kg/m2. At baseline, 10% of
patients had a history of heart failure. Most patients (98.1%) used one or more
antihyperglycemic medications at baseline. 82.0% of the patients were being treated with
metformin, 40.9% with insulin, 42.7% with a sulfonylurea, 16.8% with a DPP4 inhibitor, and
4.4% with a GLP-1 receptor agonist.

Approximately 81.3% of patients were treated with angiotensin converting enzyme inhibitors
or angiotensin receptor blockers, 75.0% with statins, 61.1% with antiplatelet therapy, 55.5%
with acetylsalicylic acid, 52.6% with beta-blockers, 34.9% with calcium channel blockers,
22.0% with thiazide diuretics, and 10.5% with loop diuretics.

A Cox proportional hazards model was used to test for non-inferiority against the pre-
specified risk margin of 1.3 for the hazard ratio (HR) of the composite of CV death,
myocardial infarction (MI), or ischemic stroke (MACE) and if non-inferiority was
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demonstrated, to test for superiority on the two primary endpoints: 1) the composite of
hospitalization for heart failure or CV death, and 2) MACE.

The incidence rate of MACE was similar in both treatment arms: 2.30 MACE events per

100 patient-years on dapagliflozin vs 2.46 MACE events per 100 patient-years on placebo.
The estimated hazard ratio of MACE associated with dapagliflozin relative to placebo was
0.93 with a 95% CI of (0.84, 1.03). The upper bound of this confidence interval, 1.03,
excluded the prespecified non-inferiority margin of 1.3.

Dapagliflozin 10 mg was superior to placebo in reducing the incidence of the primary
composite endpoint of hospitalization for heart failure or CV death (HR 0.83 [95% CI 0.73,
0.95]).

The treatment effect was due to a significant reduction in the risk of hospitalization for heart
failure in subjects randomized to dapagliflozin 10 mg (HR 0.73 [95% CI 0.61, 0.88]), with no
change in the risk of CV death (Table 15 and Figures 4 and 5).

Table 15: Treatment Effects for the Primary Endpoints* and their Components* in the
DECLARE Study

Patients with events n(%)
. Dapagliflozin Placebo Hazard Ratio
Efficacy Variable 10 mg N=8578 (95% CI)
(time to first occurrence) N=8582
Primary Endpoints
Composite of Hospitalization for
Heart Failure, CV Death’ 417 (4.9) 496 (5.8) 0.83 (0.73, 0.95)
Composite Endpoint of CV
Death, MI, Ischemic Stroke 756 (8.8) 803 (9.4) 0.93 (0.84, 1.03)
Components of the composite
endpoints?
Hospitalization for Heart Failure 212 (2.5) 286 (3.3) 0.73 (0.61, 0.88)
CV Death 245 (2.9) 249 (2.9) 0.98 (0.82,1.17)
Myocardial Infarction 393 (4.6) 441 (5.1) 0.89 (0.77, 1.01)
Ischemic Stroke 235 (2.7) 231 (2.7) 1.01 (0.84, 1.21)

N=Number of patients, CI=Confidence interval, CV=Cardiovascular, MI=Myocardial infarction, eGFR=estimated glomerular
filtration rate, ESRD=End-stage renal disease

*  Full analysis set.

T p-value =0.005 versus placebo.

i total number of events presented for each component of the composite endpoints.
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Figure 4: Time to First Occurrence of Hospitalization for Heart Failure or CV Death in
the DECLARE Study

Patients with event (%)

0—— T I I I T I I I I I
0 6 12 18 24 30 36 42 48 54 60

Months from Randemization
Patients atrisk
Dapagliflozin: 8582 8517 8415 8322 8224 8110 7970 7497 5445 1626
Placebo: 8578 8485 8387 8259 8127 8003 7880 7367 5362 1573

4464301 x20 19> 1 y71 "'y "N ,n"ya (NAw') ApraTnIvVOX
09-7406527 oo 073-2226099 [1970

17



Figure S: Time to First Occurrence of Hospitalization for Heart Failure in the
DECLARE Study
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