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empagliflozin 25 mg empagliflozin 10 mg
film-coated tablets film-coated tablets
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e as an adjunct to diet and exercise to improve glycemic control in adults with type 2 diabetes
mellitus

¢ 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

.N0N 1110 DII7Y2 NI D'NIYAYAN DII'WN

7100
17V Q0INW VOV |"¥n 'MNN 17 DY LOFV
J17V0 N N0INW VORV |'¥N NXIN 17 DY VOV

.DNYINNAN DX [17V21 X9N7 17y "7 W qon YTy

JINNAN TIWUN MNRAY NIDINNN 1ANNA DI0NDY IN7W1 DRDTIVAN DI7VN
:DIYNIIN w27 nMO 'T-7Y 0727 N ,D nd
.09-9730500 197021 ,nin'o n'xn 89 prTin'n N1 'NL,n"ya R 0rn7a'K 121

,N>71212

N2 Nd'7n R-NM
Nlmn nnpN
XY DTN722'R AN

Bty Inapelierwr bemnd LILE
Elsdyst Ho-Yoned o B0 B RD. Boe 418, HeitSo - Feeh. o] 23578

Phens: +0T20-ETI0G1E Fax 1BT28-9F30040



~\ Boehringer
I"ll Ingelheim

X917 [17V2 D"'NIAN DIDTY

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

5 DOSAGE AND ADMINISTRATION

5.1 Prior to Initiation of JARDIANCE

¢ Assess renal function before initiating JARDIANCE and as clinically indicated [see Warnings
and Precautions (8)].

¢ |n 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

Monotherapy and add-on combination

The recommended starting dose is 10 mg empagliflozin once daily in the morning, taken with or
without food for monotherapy and add-on combination therapy with other glucose-lowering
medicinal products including insulin. In patients tolerating empagliflozin 10 mg once daily, the
dose can be increased to 25 mg once daily for additional glycemic control . The maximum daily
dose is 25 mg

When empagliflozin is used in combination with a sulphonylurea or with insulin, a lower dose of
the sulphonylurea or insulin may be considered to reduce the risk of hypoglycaemia.

JARDIANCE should not be initiated in patients with an eGFR less than 45 mL/min/1.73 mZ.

No dose adjustment is needed in patients with an eGFR greater than or equal to 45
mL/min/1.73 m?2.

JARDIANCE should be discontinued if eGFR is persistently less than 45 mL/min/1.73 m? [see
Warnings and Precautions (8.1, 8.3) and Use in Specific Populations (11.6)].

:Xan y1nn PTY .7 CONTRAINDICATIONS 9'woa

CONTRAINDICATIONS

. History-of serious-hypersensitivity Hypersensitivity reaction to empagliflozin or any of the
excipients [see section 13] in JARDIANCE, reactions such as angioedema have occurred [see
Warnings and Precautions (8.7)].

. Severe renal impairment, end-stage renal disease, or Patients on dialysis [see Use in
Specific Populations (11.6)].
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8.1 Ketoacidosis

Reports of ketoacidosis, a serious life-threatening condition requiring urgent hospitalization have
been identified in clinical trials and postmarketing surveillance in patients with type 1 and type 2
diabetes mellitus receiving sodium glucose co-transporter-2 (SGLT2) inhibitors, including
JARDIANCE. Fatal cases of ketoacidosis have been reported in patients taking JARDIANCE. In
placebo-controlled trials of patients with type 1 diabetes, the risk of ketoacidosis was increased
in patients who received SGLT2 inhibitors compared to patients who received placebo.
JARDIANCE is not indicated for the treatment of patients with type 1 diabetes mellitus [see
Indications and Usage (4)].

[..]
8.2 Acute Kidnov Ini o i Renal Functi

8.2 Volume Depletion

JARDIANCE can cause eauses intravascular volume contraction-{see Warnings-and
Precautions{8-1}] depletion which may sometimes manifest as symptomatic hypotension or

acute transient changes in creatinine and-can-cause-renatimpairment [see Adverse
Reactions (9.1)]. 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 JARDIANCE;:—somereporis-involved Patients with impaired renal function
(eGFR less than 60 mL/min/1.73 m?3), elderly patients, or patients on loop diuretics may be at

increased risk for volume depletion or hypotension. . youngerthan65years-ofage-

Before initiating JARDIANCE in patients with one or more of these characteristics, assess
volume status and renal function. In patients with volume depletion, correct this condition before
initiating JARDIANCE. Monitor for signs and symptoms of volume depletion, and renal function
after initiating therapy.
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9 ADVERSE REACTIONS

The following important adverse reactions are described below and elsewhere in the labeling:

[..]

¢ Volume Depletion [see Warnings and Precautions (8.2)]

[..]

9.1 Clinical Trials Experience
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Laboratory Tests

Increases in Serum Creatinine and Decreases in eGFR

Initiation of JARDIANCE causes an increase in serum creatinine and decrease in eGFR within
weeks of starting therapy and then these changes stabilize. In a study of patients with moderate
renal impairment, larger mean changes were observed. In a long-term cardiovascular outcomes
trial, the increase in serum creatinine and decrease in eGFR generally did not exceed 0.1 mg/dL
and -9.0 mL/min/1.73 m?, respectively, at Week 4, and reversed after treatment discontinuation,
suggesting acute hemodynamic changes may play a role in the renal function changes
observed with JARDIANCE.
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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
generally not possible to reliably estimate their frequency or establish a causal relationship to
drug exposure.

o Ketoacidosis
e Urosepsis and pyelonephritis
¢ Necrotizing Fasciitis of the Perineum (Fournier's gangrene)
e Angioedema
e Acute Kidney Injury
e Skin reactions (e.g., rash, urticaria)
:xan yTnn PTIYV_10. DRUG INTERACTIONS 9'voa
Table 3 Clinically Relevant Interactions with JARDIANCE
Diuretics
Clinical Impact Coadministration of empagliflozin with diuretics resulted in increased
urine volume and frequency of voids, which might enhance the potential
for volume depletion.
Intervention Before initiating JARDIANCE, assess volume status and renal function.

In patients with volume depletion, correct this condition before initiating
JARDIANCE. Monitor for signs and symptoms of volume depletion, and
renal function after initiating therapy.

Insulin or Insulin Secretagogues

Clinical Impact The risk of hypoglycemia is increased when JARDIANCE is used in
combination with insulin secretagogues (e.g., sulfonylurea) or insulin.

Intervention Coadministration of JARDIANCE with an insulin secretagogue (e.g.,
sulfonylurea) or insulin may require lower doses of the insulin
secretagogue or insulin to reduce the risk of hypoglycemia.

Positive Urine Glucose Test

Clinical Impact SGLT2 inhibitors increase urinary glucose excretion and will lead to
positive urine glucose tests.
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Intervention Monitoring glycemic control with urine glucose tests is not
recommended in patients taking SGLT2 inhibitors. Use alternative
methods to monitor glycemic control.

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

Clinical Impact Measurements of 1,5-AG are unreliable in assessing glycemic control in
patients taking SGLT2 inhibitors.

Intervention Monitoring glycemic control with 1,5-AG assay is not recommended.
Use alternative methods to monitor glycemic control.

:Xan yvTnn P .11 USE IN SPECIFIC POPULATIONS 9'woa

11.4 Pediatric Use
The safety and effectiveness of JARDIANCE inpediatric-patientsunder18-years-of age have

not been established in pediatric patients .

:Xan y1nn PTY 13. DESCRIPTION q'woa

[..]

Each film-coated tablet of JARDIANCE contains 10 mg or 25 mg of empagliflozin (free base)
and the following inactive ingredients: lactose monohydrate, microcrystalline cellulose,
hydroxypropyl cellulose, croscarmellose sodium, silica colloidal anhydrous, colloidal-silicen
dioxide and magnesium stearate. In addition, the film coating contains the following inactive
ingredients: hypromellose, titanium dioxide, talc, pelyethylene-glyeol-Macrogol 400, and iron

oxide yellow;-and-yellowferric-oxide.

:Xxan yv1nn PT 14. CLINICAL PHARMACOLOGY qwoa

14.3 Pharmacokinetics

Drug Interactions

In vivo Assessment of Drug Interactions

Empagliflozin pharmacokinetics were similar with and without coadministration of metformin,
glimepiride, pioglitazone, sitagliptin, linagliptin, warfarin, verapamil, ramipril and simvastatin in
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healthy volunteers and with or without coadministration of hydrochlorothiazide and torsemide in

patlents W|th type 2 dlabetes (see Flgure 1)—'Fheebseweetmerease54preverau—e*pesure—%u@

ehmealfly—relevant In subjects with normal renal functlon coadmlmstratlon of empagllﬂozm with
probenecid resulted in a 30% decrease in the fraction of empagliflozin excreted in urine without
any effect on 24-hour urinary glucose excretion. The relevance of this observation to patients
with renal impairment is unknown.
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