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Jardiance 10mg is indicated
to reduce the risk of cardiovascular death and hospitalization for heart failure in adults with
heart failure.

JARDIANCE 10mg and 25mg are indicated:

e asan adjunct to diet and exercise to improve glycemic control in adults with type 2 diabetes
mellitus

e to reduce the risk of cardiovascular death in adult patients with type 2 diabetes mellitus and
established cardiovascular disease.

Limitations of Use

JARDIANCE is not recommended for patients with type 1 diabetes or for the treatment of
diabetic ketoacidosis .

JARDIANCE is not recommended for use to improve glycemic control in adults with type 2
diabetes mellitus with an eGFR less than 30 mL/min/1.73 m? JARDIANCE is likely to be
ineffective in this setting based upon its mechanism of action.
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N2 yT'nn DTV 4. INDICATIONS AND USAGE 9'voa

Jardiance 10mg and 25mg are indicated:

e as an adjunct to diet and exercise to improve glycemic control in adults with type 2 diabetes
mellitus

e to reduce the risk of cardiovascular death in adult patients with type 2 diabetes mellitus and
established cardiovascular disease.

Jardiance 10mg is indicated
to reduce the risk of cardiovascular death and hospitalization for heart failure in adults with

heart failure andreduced-ejectionfraction.

Limitations of Use
JARDIANCE is not recommended for patients with type 1 diabetes or for the treatment of
diabetic ketoacidosis .

JARDIANCE is not recommended for use to improve glycemic control in adults with type 2
diabetes mellitus with an eGFR less than 30 mL/min/1.73 m?. JARDIANCE is likely to be
ineffective in this setting based upon its mechanism of action.

:Xan yTnn DTV 5. DOSAGE AND ADMINISTRATION 9'voa

5.1 Prior to Initiation of JARDIANCE
e Assess renal function before initiating JARDIANCE and as clinically indicated [see
Warnings and Precautions (8)].
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e In patients with volume depletion, correct this condition before initiating JARDIANCE /see
Warnings and Precautions (8.2), Use in Specific Populations (11.5, 11.6)].

5.2 Recommended Dosage

e The recommended dose of JARDIANCE is 10 mg once daily in the morning, taken with or
without food.
e For additional glycemic control, the dose may be increased to 25 mg in patients tolerating
JARDIANCE.
e Use for glycemic control is not recommended in patients with an eGFR less than 30
mL/min/1.73 m?.
e Data are insufficient to provide a dosing recommendation in patients;
o who have type 2 diabetes and established cardiovascular disease with an eGFR less than
30 mL/min/1.73 m?, or
o who have heart failure with reduced-ejection-fraction with an eGFR less than 30
mL/min/1.73 m2 [see Warnings and Precautions (8.2) and Use in Specific Populations

(11.6)].
e JARDIANCE is contraindicated in patients on dialysis [see Contraindications (7)].

:N2N YT'nn |DTIV.9 ADVERSE REACTIONS 9'voa

9.1 Clinical Trials Experience

[...]

Clinical Trials in Patients with Heart Failure

The EMPEROR-Reduced study included 3730 patients with heart failure and left ventricular
ejection fraction (LVEF) <40% followed for a median of 16 months, and EMPEROR-Preserved
included 5988 patients with heart failure and LVEF >40% followed for a median of 26 months.
In both studies, patients were randomized to JARDIANCE 10 mg or placebo. The safety profile
in patients with heart failure was generally consistent with that observed in patients with type 2
diabetes mellitus.

[...]
9.2 Postmarketing Experience

Additional adverse reactions have been identified during postapproval use of JARDIANCE.
Because these reactions are reported voluntarily from a population of uncertain size, it is
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generally not possible to reliably estimate their frequency or establish a causal relationship to
drug exposure.
Gastrointestinal Disorders: Constipation was added

*For the full list of adverse reactions please see the prescribing information

:NAN yT'Nn [DTIY.10 DRUG INTERACTIONS 9'voa

Table 3 Clinically Relevant Interactions with JARDIANCE
[...]
Lithium:

Clinical Impact : Concomitant use of an SGLT?2 inhibitor with lithium may decrease serum
lithium concentrations.

Intervention: Monitor serum lithium concentration more frequently during JARDIANCE
initiation and dosage changes.

[...]
NAN VTN [DT1IV.16 CLINICAL STUDIES 9'voa

[...]
Heart Failure
[...]

EMPEROR-Preserved (NCT03057951) was a double-blind study conducted in patients with
chronic heart failure NYHA Class II-IV with LVEF >40% to evaluate the efficacy and safety of
JARDIANCE as adjunct to standard of care therapy.

Of 5988 patients, 2997 were randomized to JARDIANCE 10 mg and 2991 to placebo and were
followed for a median of 26 months. The mean age of the study population was 72 years (range:
22 to 100 years) and 55% were men, 45% were women, and 43% were 75 years of age or older.
Approximately 76% of the study population were White, 14% Asian and 4% Black or African
American.

At randomization, 82% of patients were NYHA class 11, 18% were class III and 0.3% were class
IV. The EMPEROR-Preserved study population included patients with a LVEF <50% (33.1%),
with a LVEF 50 to <60% (34.4%) and a LVEF >60% (32.5%). At baseline, the mean eGFR was
61 mlL/min/1.73 m2 and the median urinary albumin to creatinine ratio (UACR) was 21 mg/g.
Approximately half of the patients (50%) had eGFR equal to or above 60 mL/min/1.73 m2, 26%
had eGFR 45 to less than 60 mL/min/1.73 m2, 19% had eGFR 30 to less than 45 mL/min/1.73
m2, and 5% had eGFR 20 to less than 30 mL/min/1.73 m2.
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At baseline, 81% of patients were treated with ACE inhibitors, ARBs. or ARNI, 86% with beta-

blockers, 38% with MRAs. and 86% with diuretics.

The primary endpoint was the time to first event of either CV death or HHF. First and recurrent

HHF was assessed as a key secondary endpoint.

JARDIANCE was superior in reducing the risk of the primary composite endpoint compared

with placebo., mostly through a reduction in hospitalization for heart failure. JARDIANCE

reduced the risk of first and recurrent HHF (see Table 15 and Figures 10 and 11).

Table 15 Treatment Effect for the Primary Composite Endpoint, its Components, and
Key Secondary Endpoints
JARDIANCE 10 Hazard ratio vs p-value

Placebo

N=2991 mg placebo

_— N=2997 (95% CI)

Number of Patients (%)
CV death or HHF? 511 (17.1%) 415 (13.8%) 0.79 (0.69, 0.90) 0.0003
CV death®® 244 (8.2%) 219 (7.3%) 0.91 (0.76, 1.09)
HHF? 352 (11.8%) 259 (8.6%) 0.71 (0.60, 0.83)
Number of Events

gg;fnd feetrrent 541 407 0.73 (0.61, 0.88) 0.0009

Time to first event

"Includes deaths following hospitalization

¢Joint frailty model accounting for CV death
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Figure 10 Time to First Occurrence of the Primary Composite Endpoint of
Cardiovascular Death or Hospitalization for Heart Failure
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Figure 11 Time to Event of Hospitalization for Heart Failure (First and Recurrent)
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The results of the primary composite endpoint were consistent across the pre-specified subgroups

(see Figure 12).

Figure 12 Treatment Effects for the Primary Composite Endpoint (Cardiovascular
Death or Hospitalization for Heart Failure) Subgroup Analysis (EMPEROR-
Preserved)
Subgroup N with event / N analyzed Hazard ratio Empaglifiozin 10 mg better Placebo better
Category Empaglifiozin 10 mg  vs Placebo (95% CI)
Overall 415/2997 511/2991 0.79 (0.69,0.90) -
Diabetes at baseline
Diabetic 239/1466 291/1472 0.79 (0.67,0.94) [
Non-Diabetic 176/1531 220/1519 0.78 (0.64,0.95) —a—
Age
<70 134/1066 152/1084 0.88 (0.70,1.11) e
270 281/1931 359/1907 0.75 (0.64,0.87) =
Sex
Male 253/1659 297/1653 0.81(0.69,0.96) —=—
Female 162/1338 214/1338 0.75 (0.61,0.92) |
Race
White 310/2286 370/2256 0.81 (0.69,0.94) —=—
Black/ African-American 24/ 133 28/ 125 0.73 (0.42,1.25) [ {
Asian 54/ 413 77/ 411 0.65 (0.46,0.92) ——
Other including mixed race 27/ 164 36/ 198 0.95 (0.58,1.57) ]
BMI
<30 223/1654 292/1642 0.74 (0.62,0.88) —a—
230 192/1343 219/1349 0.85 (0.70,1.03) —a—
eGFR at baseline
>90 22/ 231 28/ 237 0.83 (0.48,1.46) | {
60 to <90 130/1262 161/1268 0.80 (0.64,1.01) F—=—
45 to <60 112/ 792 143/ 773 0.73 (0.57,0.93) A
30 to <45 106/ 564 123/ 550 0.82(0.64,1.07) e
<30 45/ 148 55/ 161 0.81(0.55,1.21) s |
NYHA at baseline
I 275/2435 361/2452 0.75 (0.64,0.87) ]
v 140/ 562 150/ 539 0.86 (0.68,1.09) e
LVEF at baseline
>40% to <50% 145/ 995 193/ 988 0.71(0.57,0.88) p—=—q
50% to <60% 138/1028 173/1030 0.80 (0.64,0.99) —=—
=60% 132/ 974 145/ 973 0.87 (0.69,1.10) p——
NT-proBNP
< median 126/1477 168/1508 0.76 (0.61,0.96) —a—
> median 288/1516 341/1476 0.78 (0.67,0.91) f—m—
Baseline use of MRA
No 233/1878 306/1866 0.73 (0.62,0.87) —a—
Yes 18271119 205/1125 0.87 (0.71,1.06) —=—
I T T

0.25 0.5

1

Hazard ratio
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