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Trajenta duo 2.5mg/500mg film-coated tablets (linagliptin/metformin)
Trajenta duo 2.5mg/850mg film-coated tablets (linagliptin /metformin)
Trajenta duo 2.5mg/1000mg film-coated tablets (linagliptin /metformin)
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TRAJENTA DUO is indicated as an adjunct to diet and exercise to improve glycemic
control in adults with type 2 diabetes mellitus when treatment with both linagliptin and
metformin is appropriate.

TRAJENTA-DUO should not be used in patients with type 1 diabetes or for the
treatment of diabetic ketoacidosis, as it would not be effective in these settings.
TRAJENTA-DUO 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 TRAJENTA-DUO.
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8  Warnings and precautions

[.]

8.3 Heart Failure

An association between DPP-4 inhibitor treatment and heart failure has been observed in cardiovascular
outcomes trials for two other members of the DPP-4 inhibitor class. These trials evaluated patients with
type 2 diabetes mellitus and atherosclerotic cardiovascular disease.

Consider the risks and benefits of TRAJENTA DUO prior to initiating treatment in patients at risk for
heart failure, such as those with a prior history of heart failure and a history of renal impairment, and
observe these patients for signs and symptoms of heart failure during therapy. Advise patients of the
characteristic symptoms of heart failure and to immediately report such symptoms. If heart failure
develops, evaluate and manage according to current standards of care and consider discontinuation of
TRAJENTA DUO.

[...]

8.7 Severe and Disabling Arthralgia

There have been postmarketing reports of severe and disabling arthralgia in patients taking DPP-4
inhibitors. 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 if
appropriate.

8.8 Bullous Pemphigoid

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 TRAJENTA DUO. If bullous pemphigoid is suspected, TRAJENTA DUO
should be discontinued and referral to a dermatologist should be considered for diagnosis and appropriate
treatment.

[...]

9 ADVERSE REACTIONS

Laboratory Tests

Linagliptin

Increase in Uric Acid: Changes in laboratory values that occurred more frequently in the linagliptin group
and >1% more than in the placebo group were increases in uric acid (1.3% in the placebo group, 2.7% in
the linagliptin group).

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.
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9.2 Postmarketing Experience
Linagliptin

e Acute pancreatitis, including fatal pancreatitis fsee /ndications and Usage (4.2) and Warnings
[and Precautions (8.2(
o Hypersensitivity reactions including anaphylaxis, angioedema, and exfoliative skin
conditions fsee Warnings and Precautions (8.5)]
Severe and disabling arthralgia /see Warnings and Precautions (8.7)]
Rash
Bullous pemphigoid [fsee Warnings and Precautions (8.8)]
e Mouth ulceration, stomatitis
Metformin

e Cholestatic, hepatocellular, and mixed hepatocellular liver injury

11  USE IN SPECIFIC POPULATIONS

11.3 Females and Males of Reproductive Potential

Discuss the potential for unintended pregnancy with premenopausal women as therapy with metformin
may result in ovulation in some anovulatory women.
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