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JARDIANCE IS INDICATED:

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.
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CONTRAINDICATIONS
e History of serious hypersensitivity reaction to empagliflozin or any of the
excipients in JARDIANCE [see Warnings and Precautions (8.7)].

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

8. WARNINGS AND PRECAUTIONS
8.7 Hypersensitivity Reactions

There have been postmarketing reports of serious hypersensitivity reactions, (e.g.,
angioedema) in patients treated with JARDIANCE. If a hypersensitivity reaction occurs,
discontinue JARDIANCE; treat promptly per standard of care, and monitor until signs
and symptoms resolve. JARDIANCE is contraindicated in patients with a previous
serious hypersensitivity reaction to empagliflozin or any of the excipients in
JARDIANCE [see Contraindications (7)].

8.9 Lower limb amputations
An increase in cases of lower limb amputation (primarily of the toe) has been observed
in ongoing long-term clinical studies with another SGLT2 inhibitor. It is unknown
whether this constitutes a class effect. Like for all diabetic patients it is important to
counsel patients on routine preventative footcare.

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.

e Ketoacidosis [see Warnings and Precautions (8.2)]
e Urosepsis and pyelonephritis [see Warnings and Precautions (8.4)]
e Angioedema [see Warnings and Precautions (8.7)]

e Skin reactions (e.g., rash, urticaria)

11.1 Pregnancy
Data

Animal Data

Empagliflozin dosed directly to juvenile rats from postnatal day (PND) 21 until
PND 90 at doses of 1, 10, 30 and 100 mg/kg/day caused increased kidney weights
and renal tubular and pelvic dilatation at 100 mg/kg/day, which approximates 13-
times the maximum clinical dose of 25 mg, based on AUC. These findings were not
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observed after a 13 week drug-free recovery period. These outcomes occurred with
drug exposure during periods of renal development in rats that correspond to the
late second and third trimester of human renal development.

In embryo-fetal development studies in rats and rabbits, empagliflozin was
administered for intervals coinciding with the first trimester period of
organogenesis in humans. Doses up to 300 mg/kg/day, which approximates 48-
times (rats) and 128-times (rabbits) the maximum clinical dose of 25 mg (based on
AUQC), did not result in adverse developmental effects. In rats, at higher doses of
empagliflozin causing maternal toxicity, malformations of limb bones increased in
fetuses at 700 mg/kg/day or 154 times the 25 mg maximum clinical dose.
Empagliflozin crosses the placenta and reaches fetal tissues in rats. In the rabbit,
higher doses of empagliflozin resulted in maternal and fetal toxicity at 700
mg/kg/day, or 139 times the 25 mg maximum clinical dose.

11.2 Lactation

Risk Summary
There is no information regarding the presence of JARDIANCE in human milk, the
effects of JARDIANCE on the breastfed infant or the effects on milk production.
Empagliflozin is present in the milk of lactating rats [see Data). Since human kidney
maturation occurs in utero and during the first 2 years of life when lactational
exposure may occur, there may be risk to the developing human kidney.

Because of the potential for serious adverse reactions in a breastfed infant,
including the potential for empagliflozin to affect postnatal renal development,
advise women that use of JARDIANCE is not recommended while breastfeeding.
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