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GLYXAMBI tablets are indicated as an adjunct to diet and exercise to improve glycemic

control in adults with type 2 diabetes mellitus when treatment with both empagliflozin
and linagliptin is appropriate [see Clinical Studies (16)].
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7 CONTRAINDICATIONS
GLYXAMBI is contraindicated in patients with:

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

e A history of serious hypersensitivity reaction to_empagliflozin, linagliptin, or any of the excipients in
GLYXAMBI such as anaphylaxis, angioedema, exfoliative skin conditions, urticaria, or bronchial
hyperreactivity [see Warnings and Precautions (8.9) and Adverse Reactions (9)].
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8 WARNINGS AND PRECAUTIONS

8.9 Hypersensitivity Reactions

There have been postmarketing reports of serious hypersensitivity reactions in patients treated with linagliptin (one
of the components of GLYXAMBI). These reactions include anaphylaxis, angioedema, and exfoliative skin
conditions. Onset of these reactions occurred within the first 3 months after initiation of treatment with linagliptin,

with some reports occurrlng after the flrst dose Lﬁasenee&—hype&ens%a%aeﬂems&aspeeted—dweenﬂmm

Angioedema has also been reported with other dipeptidyl peptidase-4 (DPP-4) inhibitors. Use caution in a patient
with a history of angioedema to another DPP-4 inhibitor because it is unknown whether such patients will be
predisposed to angioedema with GLYXAMBI.

There have been postmarketing reports of serious hypersensitivity reactions, (€.g., angioedema) in patients treated
with empaglifozin (one of the components of GLYXAMBI).

If a hypersensitivity reaction occurs, discontinue GLY XAMBI, treat promptly per standard of care, and monitor
until signs and symptoms resolve. GLYXAMBI is contraindicated in patients with a previous serious
hypersensitivity reaction to linagliptin or empagliflozin [see Contraindications (7)].

8.12 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 linagliptin and empagliflozin. 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 Acute pancreatitis, including fatal pancreatitis [see Indications and Usage (4) and Warnings and
Precautions (8.1)]
o Ketoacidosis [see Warnings and Precautions (8.4)]
Urosepsis and pyelonephritis [see Warnings and Precautions (8.6)]
Hypersensitivity reactions including anaphylaxis, angioedema, and exfoliative skin conditions [see
Warnings and Precautions (8.9)]
Severe and disabling arthralgia [see Warnings and Precautions (8.11)]
Bullous pemphigoid [see Warnings and Precautions (8.12)]
Skin reactions (e.g., Rash, urticaria)
Mouth ulceration, stomatitis
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