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5.3 Ketoacidosis 5.3 Ketoacidosis 5
Reports of ketoacidosis, a serious life-threatening Reports of ketoacidosis, a serious WARNINGS
condition requiring urgent hospitalization have life-threatening condition requiring AND
been identified in postmarketing surveillance in urgent hospitalization have been PRECAUTIO
patients with type 1 and type 2 diabetes mellitus identified in postmarketing NS

receiving sodium glucose co-transporter-2 (SGLT2)
inhibitors, including empagliflozin. Fatal cases of
ketoacidosis have been reported in patients taking
empagliflozin. GLYXAMBI is not indicated for the
treatment of patients with type 1 diabetes mellitus
[see Indications and Usage (1)].

surveillance in patients with type 1
and type 2 diabetes mellitus
receiving sodium glucose co-
transporter-2 (SGLT2) inhibitors,
including empagliflozin.
GLYXAMBI is not indicated for
the treatment of patients with type 1
diabetes mellitus [see Indications
and Usage (1)].

5.4 Acute Kidney Injury and Impairment in
Renal Function

Empagliflozin causes intravascular volume

contraction [see Warnings and Precautions (5.1)]
and can cause renal impairment [see Adverse
Reactions (6.1)]. There have been postmarketing
reports of acute kidney injury, some requiring
hospitalization and dialysis, in patients receiving
SGLT?2 inhibitors, including empagliflozin; some
reports involved patients younger than 65 years of

age.

Before initiating GLYXAMBI, consider factors that
may predispose patients to acute kidney injury
including hypovolemia, chronic renal insufficiency,
congestive heart failure and concomitant
medications (diuretics, ACE inhibitors, ARBSs,
NSAIDs). Consider temporarily discontinuing
GLYXAMBI in any setting of reduced oral intake
(such as acute illness or fasting) or fluid losses
(such as gastrointestinal illness or excessive heat
exposure); monitor patients for signs and symptoms
of acute kidney injury. If acute kidney injury
occurs, discontinue GLYXAMBI promptly and

5.4 Impairment in Renal
Function

Empagliflozin increases serum
creatinine and decreases eGFR.
The risk of impaired renal function
with empagliflozin is increased in
elderly patients and patients with
moderate renal impairment. More
frequent monitoring of renal
function is recommended in these
patients [see Use in Specific
Populations (8.5, 8.6)]. Renal
function should be evaluated prior
to initiating GLYXAMBI and
periodically thereafter.

1




institute treatment.

Empagliflozin increases serum creatinine and
decreases eGFR. Patients with hypovolemia may

be more susceptible to these changes. Renal
function abnormalities can occur after initiating
GLYXAMBI [see Adverse Reactions (6.1)]. Renal
function should be evaluated prior to initiation of
GLYXAMBI and monitored periodically thereafter.
More frequent renal function monitoring is
recommended in patients with an eGFR below 60
mL/min/1.73 m% Use of GLYXAMBI is not
recommended when eGFR is persistently less than
45 mL/min/1.73 m? and is contraindicated in
patients with an eGFR less than 30 mL/min/1.73 m?
[see Dosage and Administration (2.2),
Contraindications (4), Use in Specific Populations
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(8.6)].

5.11 Bullous Pemphigoid
ND:2¥IVN ]

 Postmarketing cases of bullous pemphigoid

requiring hospitalization have been reported with
DPP-4 inhibitor use. In reported cases, patients
typically recovered with topical or systemic
immunosuppressive treatment and discontinuation
of the DPP-4 inhibitor. Tell patients to report
development of blisters or erosions while receiving
GLYXAMBI. If bullous pemphigoid is suspected,
GLYXAMBI should be discontinued and referral to
a dermatologist should be considered for diagnosis
and appropriate treatment.

Empagliflozin

Thirst (including polydipsia) was reported in 0%,
1.7%, and 1.5% for placebo, empagliflozin 10 mg,
and empagliflozin 25 mg, respectively.

Linagliptin

Increase in Lipase: In a placebo-controlled clinical
trial with linagliptin in type 2 diabetes mellitus
patients with micro- or macroalbuminuria, a mean

increase of 30% in lipase concentrations from
baseline to 24 weeks was observed in the linagliptin

arm compared to a mean decrease of 2% in the
placebo arm. Lipase levels above 3 times upper
limit of normal were seen in 8.2% compared to
1.7% patients in the linagliptin and placebo arms,

respectively.

6 ADVERSE
REACTIONS

6.1 Clinical
Trial
Experience
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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
(1-%) and Warnings and Precautions (5.1)]

o Ketoacidosis [see Warnings and
Precautions (5.3)]

o Urosepsis and pyelonephritis [see Warnings
and Precautions (5.5)]

o Hypersensitivity reactions including
anaphylaxis, angioedema, and exfoliative
skin conditions [see Warnings and
Precautions (5.8)]

e Severe and disabling arthralgia [see
Warnings and Precautions (5.10)]

e Bullous pemphigoid [see Warnings and
Precautions (5.11)]

e Rash

e Mouth ulceration, stomatitis

6.2
POSTMARK
ETING
EXPERIENC
E

Risk Summary
onopesoiecon o

Based on animal data showing adverse renal
effects, from empagliflozin, GLYXAMBI is not
recommended during the second and third
trimesters of pregnancy.

Because of the potential for serious adverse
reactions, including the potential for empagliflozin
to affect postnatal renal development, in a breastfed

infant, advise patients that use of GLYXAMBI is
not recommended while breastfeeding.

8 USE IN
SPECIFI
C
POPUL
ATIONS
8.1
Preghancy
8.2 Ljactation
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