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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

o toreduce 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 and reduced ejection fraction.
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4 INDICATIONS AND USAGE
JARDIANCE 10mg and 25mg is indicated:
e as an adjunct to diet and exercise to improve glycemic control in adults with type 2 diabetes mellitus

e toreduce the risk of cardiovascular death in adult patients with type 2 diabetes mellitus and
established cardiovasculardisease.

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

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 m2. JARDIANCE is likely to be ineffective in this setting based upon
its mechanism of action.

:Xan yT1nn PTIY 5. DOSAGE AND ADMINISTRATION q'woa

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 m2, or
o who have heart failure with reduced ejection fraction with an eGFR less than 30
mL/min/1.73 m?
o JARDIANCE is contraindicated in patients on dialysis
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CONTRAINDICATIONS
. Hypersensitivity to empagliflozin or any of the excipients [see section 13] in JARDIANCE,
reactions such as angioedema have occurred [see Warnings and Precautions (8.7)].

. Severerenalimpairment-end-stagerenal-disease;-or-Patients on dialysis [see Use in Specific
Populations (11.6)].

:Xan yT1Nnn PT1Y.9 ADVERSE REACTIONS q'woa

9.1 Clinical Trials Experience

[..]

JARDIANCE has been evaluated in clinical trials in patients with type 2 diabetes mellitus and in patients
with heart failure. The overall safety profile of JARDIANCE was generally consistent across the studied
indications.

Clinical Trials in Patients with Type 2 Diabetes Mellitus

The data in Table 1 are derived from a pool of four 24-week placebo-controlled trials and 18-week data
from a placebo-controlled trial with insulin in patients with type 2 diabetes. JARDIANCE was used as
monotherapy in one trial and as add-on therapy in four trials [see Clinical Studies (16)].

[..]

Clinical Trial in Patients with Heart Failure

The EMPEROR-Reduced study included 3726 patients with heart failure and reduced ejection fraction,
treated with JARDIANCE 10 mg or placebo. No new adverse reactions were identified in the EMPEROR-
Reduced heart failure study.

[.]

:Xan vy PTIY .11 USE IN SPECIFIC POPULATIONS qwoa

11.5 Geriatric Use

In-studies-assessing-the-efficacy-of empagliflozinin-improving glycemic control studies in patients with type
2 diabetes mellitus, a total of 2721 (32%) patients treated with JARDIANCE empagliflozin-were 65 years
of age and older, and 491 (6%) were 75 years of age and older. JARDIANCE is expected to have
diminished glycemic efficacy in elderly patients with renal impairment [see Use in Specific Populations
(11.6)]. The risk of volume depletion-related adverse reactions increased in patients who were 75 years
of age and older to 2.1%, 2.3%, and 4.4% for placebo, JARDIANCE 10 mg, and JARDIANCE 25 mg. The
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risk of urinary tract infections increased in patients who were 75 years of age and older to 10.5%, 15.7%,
and 15.1% in patients randomized to placebo, JARDIANCE 10 mg, and JARDIANCE 25 mg, respectively
[see Warnings and Precautions (8.2) and Adverse Reactions (9.1)].

In the EMPEROR-Reduced study, a total of 1188 (64%) patients with heart failure 65 years of age and
older were treated with 10 mg of JARDIANCE. Safety and efficacy were similar for patients 65 years and
younger and those older than 65 years.

11.6 Renal Impairment

The efficacy and safety of JARDIANCE for glycemic control were evaluated in a study of patients with
type 2 diabetes mellitus with mild and moderate renal impairment (eGFR 30 to less than 90 mL/min/1.73
m?2) [see Clinical Studies (16)]. In this study, 195 patients exposed to JARDIANCE had an eGFR
between 60 and 90 mL/min/1.73 m2, 91 patients exposed to JARDIANCE had an eGFR between 45 and
60 mL/min/1.73 m?2, and 97 patients exposed to JARDIANCE had an eGFR between 30 and 45
mL/min/1.73 m2. The glucose lowering benefit of JARDIANCE 25 mg decreased in patients with
worsening renal function. The risks of renal impairment, volume depletion adverse reactions and urinary
tract infection-related adverse reactions increased with worsening renal function [see Warnings and
Precautions (8.2)]. Use of JARDIANCE for glycemic control in patients without established cardiovascular
disease or cardiovascular risk factors is not recommended when eGFR is less than 30 mL/min/1.73 m?2.

In a large cardiovascular outcomes study of patients with type 2 diabetes and established

cardiovascular disease, there were 1819 patients with e GFR below 60 mL/min/1.73 m2. The
cardiovascular death findings in this subgroup were consistent with the overall findings [see Clinical
Studies (16)].

In the study in patients with heart failure with reduced ejection fraction [see Clinical Studies (16)] patients
with eGFR equal to or above 20 mL/min/1.73 m? were included. No dose adjustment is recommended for
these patients. There is insufficient data to support a dosing recommendation in patients with eGFR
below 30 mL/min/1.73 m2.

Efficacy and safety studies with JARDIANCE did not enroll patients with an eGFR less than 20
mL/min/1.73 m2. JARDIANCE is contraindicated in patients on dialysis [see Contraindications (7)].

:Xan y1nn Py .14 CLINICAL PHARMACOLOGY q'woa

14.1 Mechanism of Action
Sedium-Empagliflozin is an inhibitor of the sodium glucose co-transporter 2 (SGLT2) is the predominant

transporter responsible for reabsorption of glucose from the glomerular filtrate back into the circulation.
iflozini inhibi . By inhibiting SGLT2, empagliflozin reduces renal reabsorption of

filtered glucose and lowers the renal threshold for glucose, and thereby increases urinary glucose

excretion.

Empagliflozin also reduces sodium reabsorption and increases the delivery of sodium to the distal tubule.

This may influence several physiological functions such as lowering both pre-and afterload of the heart and

downregulating sympathetic activity.

14.3 Pharmacokinetics
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Specific Populations

Renal Impairment

In patients with type 2 diabetes mellitus with mild (eGFR: 60 to less than 90 mL/min/1.73 m2), moderate
(eGFR: 30 to less than 60 mL/min/1.73 m?2), and severe (eGFR: less than 30 mL/min/1.73 m2) renal
impairment and patients on dialysis due to with kidney failure/end-stagerenal-disease (ESRD), AUC of
empagliflozin increased by approximately 18%, 20%, 66%, and 48%, respectively, compared to subjects
with normal renal function. Peak plasma levels of empagliflozin were similar in patients with moderate renal
impairment and patients on dialysis due to kidney failure/ESRB compared to subjects with normal renal
function. Peak plasma levels of empagliflozin were roughly 20% higher in patients with mild and severe
renal impairment as compared to subjects with normal renal function. Population pharmacokinetic analysis
showed that the apparent oral clearance of empagliflozin decreased, with a decrease in eGFR leading to
an increase in drug exposure. However, the fraction of empagliflozin that was excreted unchanged in urine,
and urinary glucose excretion, declined with decrease in eGFR.

:Xan y1n P71V .16 CLINICAL STUDIES g'woa

[..]

16 CLINICAL STUDIES
Glycemic eontrol Control in Patients with Type 2 Diabetes Mellitus

[...]

Heart Failure with Reduced Ejection Fraction

EMPEROR-Reduced (NCT03057977) was a randomized, double-blind, placebo-controlled study
conducted in patients with chronic heart failure (New York Heart Association [NYHA] functional class lI-1V)
with reduced ejection fraction (left ventricular ejection fraction [LVEF] 40% or less) to evaluate the efficacy
and safety of JARDIANCE 10 mg once daily, as adjunct to standard of care heart failure therapy.

Of 3730 patients, 1863 were randomized to JARDIANCE 10 mg and 1867 to placebo and were followed
for a median of 16 months. The mean age of the study population was 67 years (range: 25 to 94 years)
and 76% were men, 24% were women, and 27% were 75 years of age or older. Approximately 71% of
the study population were White, 18% Asian and 7% Black or African American. At baseline, 50% of the
patients had type 2 diabetes mellitus.

At randomization, 75% of patients were NYHA class Il, 24% were class Il and 0.5% were class IV. The
mean LVEF was 28%. At baseline, the mean eGFR was 62 mL/min/1.73 m?2 and the median urinary
albumin to creatinine ratio (UACR) was 22 mg/qg. Approximately half of the patients (52%) had eGFR =60
mL/min/1.73 m?, 24% had eGFR 45 to <60 mL/min/1.73 m2, 19% had eGFR 30 to <45 mL/min/1.73 m?
and 5% had eGFR 20 to <30 ml/min/1.73 m?2.

At baseline, 88% of patients were treated with angiotensin-converting enzyme (ACE) inhibitors,
angiotensin receptor blockers (ARB), or angiotensin receptor-neprilysin inhibitors (ARNI), 95% with beta-
blockers, 71% with mineralocorticoid receptor antagonists (MRA), and 95% with diuretics.

The primary endpoint was the time to first event of either cardiovascular death (CV) or hospitalization for
heart failure (HHF). Occurrence of HHF (first and recurrent) was assessed as a key secondary endpoint.

JARDIANCE was superior in reducing the risk of the primary composite endpoint of cardiovascular death
or hospitalization for heart failure compared with placebo, mostly through a reduction in hospitalization for
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heart failure. JARDIANCE significantly reduced the risk of occurrence of HHF (first and recurrent) (see

Table 14 and Figures 7 and 8).

Table 14 Treatment Effect for the Primary Composite Endpoint, its Components, and Key

Secondary Endpoints

JARDIANCE Hazard ratio p-value
Placebo -
N=1867 10 mg vs placebo
—_— N=1863 (95% Cl)
Number of Patients (%)
Primary composite of cardiovascular
death or hospitalization for heart failure | 462 (24.7%) | 361 (19.4%) | 212(0.65- <0.0001
- ; 0.86)
(time to first event)
Cardiovascular death?? 202 (10.8%) | 187 (10.0%) | 292.(0.75
1.12)
Hospitalization for heart failure? 342 (18.3%) | 246 (13.2%) | 189.(0.59
0.81)
Number of Events
Hospitalization for heart failure 0.70 (0.58,
(first and recurrent) 953 389 0.85) 0.0003
aTime to first event
bincludes deaths following hospitalization
Figure 7 Time to First Occurrence of the Primary Composite Endpoint of Cardiovascular
Death or Hospitalization for Heart Failure
35
30+ Placebo (N=1867)
- -- Empagliflozin 10 mg (N=1863)
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E Empaglifiozin 10 mg vs Placebo
54 HR (95% Cl): 0.75 (0.65,0.86) P-value: <0.0001
O ‘.'.” T T T T T T T T T
0 90 180 270 360 450 540 630 720 810
Patients at risk Days since randomization
Placebo 1867 1715 1612 1345 1108 854 611 410 224 109
Empagliflozin 10 mg 1863 1763 1677 1424 1172 909 645 423 231 101
Fiqure 8 Time to Event of Hospitalization for Heart Failure (First and Recurrent)
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The results of the primary composite were generally consistent across the pre-specified subgroups,
including heart failure patients with and without type 2 diabetes mellitus (see Figure 9).

Fiqure 9 Treatment Effects for the Primary Composite Endpoint (Cardiovascular Death and
Hospitalization for Heart Failure) Subgroup Analysis (EMPEROR-Reduced)

Subgroup N with event / N analyzed Hazard ratio  Interaction

! Empaglifiozin 10 mg better Placebo better
Category Empaglifiozin 10 mg v Placebo (95% CI) p-value
Overall 361/1863  462/1867  0.75 (0.65,0.86) =
Diabetes at baseline 0.5690
Diabetic 200/ 927 265/ 929 0.72(0.60,0.87) [
Non-Diabetic 161/ 936 197/ 938 0.78(0.64,0.97) [a
Age 0.4909
<65 128/ 675 193/ 740 0.71(0.57,0.89) by
265 233/1188  269/1127  0.78 (0.66,0.93) [
Sex 0.0837
Male 29411426 353/1411  0.80(0.68,0.93) o
Female 67/ 437 109/ 456  0.59 (0.44,0.80) ——
Race 0.0082
White 264/1325  289/1304 0.8 (0.75,1.04) [l
Black/ African-American 24/ 123 48/ 134 0.46(0.28,0.75) o]
Asian 62/ 337 99/ 335  0.57(0.41,0.78) ——ri
Other including mixed race 5/ 51 14/ 63 0.41(0.151.14) —_—
BMI 0.1694
<30 226/1263  322/1300  0.70 (0.59,0.83) e
230 135/ 600 140/ 567  0.85 (0.67,1.08) i
€GFR at baseline 0.2915
290 31/229 55/ 220 0.51(0.33,0.80) ——
60 to <90 128/ 740 169/ 740 0.73(0.58,0.92) =
45 t0 <60 80/ 433 108/ 467  0.76(0.57,1.02) ——
30to <45 87/ 345 96/ 349 0.92(0.69,1.23) -
<30 35/ 115 33/ 90  0.68(0.42,1.09) ——
NYHA at baseline 0.2716
1 220/1399  299/1401  0.71(0.59,0.84) !
v 141/ 464 163/ 466  0.83 (0.66,1.04) i
Heart failure physiology 0.0420
LVEF = 30% and NTproBNP < median 80/ 699 115/ 724 0.70(0.53,0.93) ——{
LVEF = 30% and NTproBNP 2 median 169/ 631 249/ 661  0.65(0.53,0.79) -
LVEF > 30% 108/ 526 97/ 475 0.9 (0.76,1.31) =
Baseline use of MRA 0.9345
118/ 657 132/ 512 0.76(0.69,0.97) =
Yes 24311306 330/1355  0.75(0.63,0.88) Ha
Baseline use of ARNi 0.3101
No 3101523 369/1480 0.7 (0.66,0.90) -
Yes 51/ 340 93/ 387 0.64 (0.45,0.89) F——
r T T T T T 1
0125 025 05 1 2 4 8

Hazard ratio

LVEF >30%: Includes both above and below the median NTproBNP. To be eligible for inclusion, patients
with an LVEF >30% were required to meet a higher NTproBNP threshold than those with LVEF <30%,
unless they additionally had a history of HHF within the past 12 months.

Boehringer Ingelheim |srael LTD
Medinat Ha-Yehudim 5t, 89, P.O. Box 4124, Hertzliya =Pituach, Israel 4676672
Phone +8728-9730515 Fax +9729-9730549



~ Boehringer
I‘ |I Ingelheim

121X7 [1'7Va D''nIan DRDTY

INAN VT'AN DTV a9NNa i an% .1 9'voa

NTYI'M 0IN'TIN'A

1912 NIP'WOI NUKR'T? 90N 2 2101 NIDIO DY DMAIANL DT DIoN NNNA NV™MYN ID'WY .

DT 221 27 N7nnni 2 2101 NY2IoN 072100 DA 071N 0T 722127 N7NNAN ANIMNY [1>'on NNNo9NY )
. nnyp

27 NP'90 'RN NRXIND TIDWNRI 0T *721 27 N'7nnn nninnY? [13'0n DNN9N7 NI 2"n 10 0Ix'TIX'A .

TN NU'™O YUPNI 27 NP'S0 ' Oy DNAIANA

(diabetic ketoacidosis).n1310 7w n'wIVZ N¥xNNA IX 1 2100 NYDIOA 719'07 NTYIM NI'K 0IR'TIXA

[12'0 Q¥ NDIYN 'Y OV 2 2101 NID0 OV DNAIAN 12100 NNNA NU'™MYWN DID'WYT win'y'? NX'mIn X7 0IN'TIX'A
30 ml/min/1.73m?2 -n n1vVEn N"7ON N'WPO

:NAD VT'AN DTV A9NNA Win'va '19Y% .2 9ol

:DOX N9INNA WnnwnY I'N

NT7NRIT 171910 AV RRUISI-RHD- AR AHRA-RAUS-AFID0-1NA-70 NN .

:NAN VT'AN DTV A9NNA Wnhwn 139 .3 9ol

[..]

0"7N' RONN 721X X77 IX DY P13 012 0Y9 2" 10 0IN'TIN'A N'720 NIN 770 NT2 'M7NNNN 7NN N e
2"n 25 0Ix'TIN'A7 1N DX Ni7YnY DR

[..]

Boehringer Ingelheim |srael LTD
Medinat Ha-Yehudim 5t, 89, P.O. Box 4124, Hertzliya =Pituach, Israel 4676672
Phone +8729-97 30515 Fax +5729-9730549



	contraindications
	16  CLINICAL STUDIES
	[...]


