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Film coated tablets
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As an adjunct to diet and exercise to improve glycemic control in adults with type 2 diabetes
mellitus.

TRAJENTA 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 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.
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;X2 Y10 DTV 8. WARNINGS AND PRECAUTIONS 9'woa

8.3.8.2. Hsewith-Medieations Known-to-Cause Hypoglycemia with Concomitant Use with

Insulin and Insulin Secretagogues

Insulin secretagogues and insulin are known to cause hypoglycemia. Theuse- of TRAJENTA-The risk of
hypoglycemia is increased when TRAIENTA is used in comblnatlon W’lth an 1nsu11n secretagngue (e .,

sulfonylurea) or insulin was-asseeia aith-ahie A

clinieal trials [see Adverse Reactions (9 1)] The use of TRA]ENTA in comblnatlon Wlt_h msuhn in

subjects with severe renal impairment was associated with a higher rate of hypoglycemia [see Adverse

Reactions (9.1)]. Therefore, a lower dose of the insulin secretagogue or insulin may be required to reduce

the risk of hypoglycemia when used in combination with TRAJENTA.

[..]

8.6. 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 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 therapv. 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.
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9. ADVERSE REACTIONS

The following serious adverse reactions are described below or elsewhere in the prescribing information:
s Pancreatitis [see Warnings and Precautions (8.1)]

s Usewith Medications Known to-Cause Hypoglycemia with Concomitant Use with Insulin and
Insulin Secretagogues [see Warnings and Precautions (832)]

s Hypersensitivity Reactions [see Warnings and Precautions (8.43)]

» Severe and Disabling Arthralgia [see Warnings and Precautions (8.54)]

o Bullous Pemphigoid [see Warnings and Precautions (8.65)]

» Heart Failure [see Warnings and Precautions (8.6)]

9.1. Clinical Trials Experience
[.]

In a pooled dataset of 14 placebo-controlled clinical trials, adverse reactions that occurred in =2% of
patients receiving TRA]ENTA (n 3625) and more cummnnly than in patlents gwen placebo (n= 2176)
are shown in Table 1. :

Table 1 Adverse Reactions Reported in =2% of Patients Treated with TRAJENTA and Greater than
Placebo in Placebo-Controlled Clinical Studies of TRAJENTA Monotherapy or Combination Therapy

Number (%)of Patients
Adverse Reactions TRAJENTA 5mg (%) Placebo (%)
n = 3625 n=2176
Nasopharyngitis 254{7 0} 132(6.1}
Diarrhea 119(3 3} 6543.0)
Cough F642.1) 3041.4}

[..]

:NAN VTN [DTIV 10. DRUG INTERACTIONS 9'voa

10.2 Insulin Secretagogues or Insulin

The risk of hvposlycemia is increased when linasliptin is used in combination with an insulin
secretagogue (e.g., sulfonvlurea) or insulin. Coadministration of TRAJENTA with an insulin secretagogue
(e.g., sulfonylurea) or insulin may require lower doses of the insulin secretagogue or insulin/to reduce the
risk of hypoglycemia [see Warnings and Precautions (8.2)].
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11.1. Pregnancy
[...]

Data

Animal Data

No adverse developmental outcome was observed when linagliptin was administered to pregnant Wistar Han rats and
Himalayan rabbits during the period of organogenesis at doses up to 240 mg/kg/day and 150 mg/kg/day, respectively.
These doses represent approximately 943 times (rats) and 1943 times (rabbits) the 5 mg maximum clinical dose, based
on exposure. No adverse functional, behavioral, or reproductive outcome was observed in offspring following
administration of linagliptin to Wistar Han rats from gestation day 6 to lactation day 21 at a dose 49 times the $-me
elinteal maximum recommended human dose, based on exposure.

[Linagliptin crosses the placenta into the fetus following oral dosing in pregnant rats and rabbits.

11.4. Geriatric Use
In the 15-type 2 diabetes studieswith linagliptin studies, 1085 linagliptin-treated patients were 65 years of

age and older éneludingand 131 linagliptin-treated patients were 75 years of age and older}-Ofthese 15
ie e bli : ; ndies; 591 linacliptin-treated patien

S 2 D

3 = e oraztaha oGt H tHeHE s ==' cateaParHe S e o eahaorac ]_Il
these linagliptin studies, no overall differences in safety or effectiveness of linagliptin were observed
between geriatric patients and younger adult patients.

XA VTN DTV 12. OVERDOSAGE 9'v0oa

12, OVERDOSAGE

In the event of an overdose with TRAJENTA, contact-yeurdector-immediately the poison control center.
Removal of linagliptin by hemodialysis or peritoneal dialysis is unlikely.
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13. DESCRIPTION

TRAJENTA (linasliptin) tablets for oral use contain ;asthe active ingredientan-orally-activelinagliptin,
an mhlbltor of the chpeptldyl pepﬂdase 4 (DPP-4) enzyme.

The chemical name of linagliptin is 1H-Purine-2,6-dione, 8-[(3R)-3-
amino-1-piperidinyl]-7-(2-butyn-1-yl)-3,7-dihydro-3-methyl-1-[(4-methyl-2- qumazohnyl)methyl]
The empirieal molecular formula is C;sH2:N:O, and the molecular weight is 472.54 g/mol. The structural
formula is:

_,d_—'-
—

9"‘\_(

MNH

/

2

Linagliptin is a white to yellowish, not or only slightly hygroscopic solid substance. It is very slightly
soluble in water (0.9 mg/mL). Linagliptin is soluble in methanol (ca. 60 mg/mL), sparingly soluble in
ethanol (ca. 10 mg/mL), very slightly soluble in isopropanol (<1 mg/mL), and very slightly soluble in
acetone (ca. 1 mg/mL).

Each film-coated tablet of TRAJENTA contains 5 mg of linagliptin free base and the following inactive
ingredients: mannitol, pregelatinized starch, eern-maize starch, copovidone, and magnesium stearate. In
addition, the film coating contains the following inactive ingredients: hypromellose, titanium dioxide,

tale, pelyethydeneglyealmacrogol, and red ferrie-iron oxide.
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14.3 Pharmacokinetics

[..]

Based on the pha#m&eelarﬂm&eﬂmaghptm—based—mpopulaton pharmaco
Gender

kinetic a&l_mal_lg;"sz

age, BMI, gender-Genderhad-we and race do not have a
clinically meaningful effect on the pharmacokinetics of linagliptin [see Use in Specific Populations (11.4)]
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