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empagliflozin 25 mg and linagliptin 5 mg  empagliflozin 10 mg and linagliptin 5 mg

film-coated tablets film-coated tablets
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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.

Limitations of Use

GLYXAMBI is not recommended for patients with type 1 diabetes or for the treatment of diabetic
ketoacidosis.

GLYXAMBI has not been studied in patients with a history of pancreatitis. It is unknown whether
patients with a history of pancreatitis are at an increased risk for the development of pancreatitis
while using GLYXAMBI.
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[...]

5.4 Recommendations Regarding Missed Dose
o If a dose is missed, instruct patients to take the dose as soon as possible.

¢ Do not double up the next dose

:Xan vT1nn PTIYV 8. WARNINGS AND PRECAUTIONS 9'woa

[...]

8.4 Urosepsis and Pyelonephritis
There have been reports of serious urinary tract infections including urosepsis and pyelonephritis requiring

hospitalization in patients receiving SGET 2 nhibstors—inelading empagliflozin. Treatment with
empagliflozin SGETanhibitors increases the risk for urinary tract infections. Evaluate patients for signs and

symptoms of urinary tract infections and treat promptly, if indicated [see Adverse Reactions (9)].

[...]
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8. 8 Lower Limb Amputation
In some climcal studies with SGLT2 inhibitors an imbalance in the incidence of lower limb amputation has

been observed. Across four empagliflozin outcome trials, lower limb amputation event rates were 4.3 and

5.0 events per 1.000 patient-vears in the placebo sroup and the empasliflozin 10 mg or 25 mg dose sroup
respectively, with a HR of 1.05 (95 % CI) (0.81, 1.36).

In a long-term cardio-renal outcome trial. in patients with chromic kidnev disease, the occurrence of lower
limb amputations was reported with event rates of 2.9, and 4.3 events per 1.000 patient-vears in the placebo.
and empagliflozin 10 mg treatment arms, respectively. Amputation of the toe and mid-foot were most
frequent (21 out of 28 empagliflozin 10 mg treated patients with lower limb amputations). and some
involving above and below the knee. Some patients had multiple amputations. GLYXAMEI 1s not indicated
for the treatment of chronic kidney disease.

Peripheral artery disease. and diabetic foot infection (including osteomvelitis), were the most common
precipitating medical events leading to the need for an amputation. The nisk of amputation was highest in
patients with a baseline history of diabetic foot, peripheral arterv disease (including previous amputation) or
diabetes.

Counsel patients about the importance of routine preventative foot care. Monitor patients recerving
GLYXAMBI for signs and symptoms of diabetic foot infection (including osteomyelitis), new pain or
tenderness, sores or ulcers mvolving the lower limbs, and mnstitute appropriate treatment.

§.9-10 Severe and Disabling Arthralgia

There have been postmarketing reports of severe and disabling arthralgia in patients taking linagliptin DPRR4
nhibstors The time to onset of symptoms following initiation of drug therapy varied from one day to years.
Patients experienced relief of symptoms upon discontinuation of the medication. A subset of patients
experienced a recurrence of symptoms when restarting the same drug or a different DPP-4 inhibitor.
Consider DPP-4 inhibitors as a possible cause for severe joint pain and discontinue drug 1f appropriate.

[...]
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:Xan yvT1nn PTIV.9 ADVERSE REACTIONS q9'woa

9 ADVERSE REACTIONS
The following important adverse reactions are described below and elsewhere in the labeling:
» DPancreatitis [see Warnings and Precautions (8.1)]
o Ketoacidosis [see Warnings and Precautions (8.2)]
*  Volume Depletion [see Warnings and Precautions (8.3)]
»  Urosepsis and Pvelonephnitis [see Warnings and Precautions (8.4)]

» Hypoglycemia with Concomitant Use with Insulin and Insulin Secretagogues [see Warnings and
Precautions (8.3)]

# Necrotizing Fasciitis of the Perineum (Fournier's Gangrene) [see Warnings and Precautions (8.0)]
*  Genital Mycotic Infections [see Warnings and Precautions (8.7)]

¢ Lower Limb Amputation [see Warnings and Precautions (8.8)]

» Hypersensitivity Reactions [see Warnings and Precautions (8.89)]

o Severe and Disabling Arthralgia [see Warnings and Precautions (8.910)]

» Bullous Pemphigoid [see Warnings and Precautions (8.2811)]

¢ Heart Failure [see Warnings and Precautions (84412)]

[..]
9.1 Clinical Trials Experience
[...]

Other Adverse Reactions:

[...]
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Empagliflozin

Genital Myveotic Infections: In the pool of five placebo-controlled clinical trials, the incidence of

genital mycotic infections (e.g.. vagmal mycotic infection, vaginal infection, genital infection fungal
vulvovagoinal candidiasis, and vulvitis) was increased in patients treated with empagliflozin
compared to placebo. occurring 1n 0.9%. 4.1%. and 3.7% of patients randomized to placebo,
empagliflozin 10 mo. and empagliflozin 25 me, respectively. Discontinuation from trial due to
gemtal infection occurred 1n 0% of placebo-treated patients and (0.2% of patients treated with either
empagliflozin 10 me or 25 mg.

Gental mycotic infections occurred more frequently in female than male patients.

Phimosis occurred more frequently in male patients treated with empasgliflozin 10 mg (less than
0.1%) and empasliflozin 25 me (0.1%) than placebo (0%).

Urinarv Tract Infections. In the pool of five placebo-controlled climcal trials, the meidence of

urinary tract infections (e.g.. unnary tract infection, asymptomatic bacteriuna, and cystitis) was
increased i patients treated with empagliflozin compared to placebo. Patients with a history of
chrotuc of recurrent urinary tract infections were more likely to experience a urinary tract infection.
The rate of treatment discontinuation due to urinary tract infections was 0.1%. 0.2%. and 0.1% for
placebo, empagliflozin 10 me. and empagliflozin 25 mg. respectively.

Urinary tract infections occurred more frequently in female patients. The incidence of vrinary tract
infections in female patients randomized to placebo, empagliflozin 10 mg, and empagliflozin 25 mg
was 16.6%. 18.4%. and 17 0%. respectively. The incidence of urinary tract infections 1 male
patients randomized to placebo, empagliflozin 10 mg, and empagliflozin 25 mg was 3.2%. 3.6%, and
4 1%, respectively [see Use in Specific Populations (8.3)].

Lower Limb Amputations.: Across four empagliflozin outcome trials, lower limb amputation event

rates were 4.3 and 5.0 events per 1,000 patient-vears in the placebo sroup and the empagliflozin 10
ma or 25 mg dose group, respectively, with a HR of 1.05 (93% CI) (0.81. 1.36). In a long-term
cardio-renal outcome trial. in patients with chronic kidnev disease. the occurrence of lower limb
amputations was reported with event rates of 2.9, and 4.3 events per 1.000 patient-years in the
placebo, and empagliflozin 10 mg treatment arms, respectively. GLYXAMBI 15 not indicated for the
treatment of chronic kidney disease.
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12 OVERDOSAGE
In the event of an overdose with GLYXAMBI. consider contacting the Poison Control Center or a

medical toxicologist for additional overdosage management recommendations eentact-the-nearest-hospstal
smmadiately  Removal of empagliflozin by hemodialysis has not been studied, and removal of linagliptin by
hemodialysis or peritoneal dialysis 15 unlikely.

:Xan y1nn PTIv.14 CLINICAL PHARMACOLOGY gwoa

[...]

14.3 Pharmacokinetics

GLYXAMBI

Administration of the fixed-dose combination with food resulted in no change in overall exposure of
empagliflozin or linagliptin; however, the peak exposure was decreased 39% and 32% for empagliflozin and
linagliptin, respectively. These changes are not likely to be climcally significant.

Abzounian
Empagliflozin
The pharmacokinetics of empagliflozin has been characterized in healthy volunteers and patients with type 2
diabetes mellitus and no clinically relevant differences were noted between the two populations. The steady-
state mean plasma AUC and Cpax were 1 870 nmol - h/L and 259 nmol/L. respectively. with 10 mg
empagliflozin once daily treatment. and 4.740 nmol W/l and 687 nmol/L respectively, with 25 me
empagliflozin once daily treatment. Systemic exposure of empagliflozin increased in a dose-proportional
manner in the therapeutic dose range. Empagliflozin does not appear to have time-dependent
pharmacokinetic characteristics. Following once-daily dosing, up to 22% accumulation, with respect to
plasma AUC, was observed at steadv-state.

Absorption

After oral admimistration, peak plasma concentrations of empagliflozin were reached at 1.5 hours post-dose.

Administration of 25 mg empagliflozin after intake of a high-fat and high-calorie meal resulted in slightly
lower exposure; AUC decreased by appromnakely 16% and Cumax decreased by approximately 37%,
compared to fasted condition. The observed effect of food on empagliflozin pharmacokinetics was not
considered clhinically relevant and empagliflozin may be administered with or without food.
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