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Dulaglutide 0.75 and 1.5mg

:NNTIPN ATNAn
Trulicity is indicated in adults with type 2 diabetes mellitus to improve glycaemic control as:

Monotherapy
When diet and exercise alone do not provide adequate glycaemic control in patients for whom the
use of metformin is considered inappropriate due to intolerance or contraindications.

Add-on therapy

In combination with other glucose-lowering medicinal products including insulin, when these,
together with diet and exercise, do not provide adequate glycaemic control (see section 5.1 for
data with respect to different combinations).

IMYIRND N"DTYN DNYINAN
Type 2 Diabetes Mellitus

Trulicity is indicated for the treatment of adults with insufficiently controlled type 2 diabetes
mellitus as an adjunct to diet and exercise

as monotherapy

¢ when metformin is considered inappropriate due to intolerance or contraindications.

e in addition to other medicinal products for the treatment of diabetes.
For study results with respect to combinations, effects on glycaemic control and cardiovascular
events, and the populations studied, see sections 4.4, 4.5 and 5.1.
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4.2 Posology and method of administration

Posology

Monotherapy
The recommended dose is 0.75 mg once weekly.

Add-on therapy
The recommended dose is 1.5 mg once weekly.

For potentially vulnerable populations;-such-as-patients=75-years; 0.75 mg once weekly can be
considered as a starting dose.

Elderly
No dose adjustment is requwed based on age (see sectlon 5 2) Hewevepthe—thempeuﬂe

4.5 Interaction with other medicinal products and other forms of interaction

Dulaglutide delays gastric emptying and has the potential to impact the rate of absorption of
concomitantly administered oral medicinal products. Bulaglutide-should-be-used-with-caution-in-In
the clinical pharmacology studies described below, dulaglutide did not affect the absorption of the
orally administered medications tested to any clinically relevant degree. However, for patients
receiving oral med|cmal products requmng rap|d gastromtestlnal absorpt|0n or prolonged release
formulations ~
increase the potent|al for altered drug exposure should be considered.

Sitagliptin

Sitagliptin exposure was unaffected when coadministered with a single dose of dulaglutide.
Following coadministration with 2 consecutive doses of dulaglutide, sitagliptin AUC -y and Cmax
decreased by approximately 7.4 % and 23.1 %, respectively. Sitagliptin tmax increased
approximately 0.5 hours following coadministration with dulaglutide compared to sitagliptin alone.

Sitagliptin can produce up to 80 % inhibition of DPP-4 over a 24-hour period. Dulaglutide
coadministration with sitagliptin increased dulaglutide exposure and Cmax by approximately 38 %
and 27 %, respectively, and median tmax increased approximately 24 hours. Therefore, dulaglutide
does have a high degree of protection against DPP-4 inactivation (see section 5.1, Mechanism of
action). The increased exposure may enhance the effects of dulaglutide on blood glucose levels.

4.8 Undesirable effects

Summary of safety profile

In the completed phase Il and phase Ill_initial registration studies, 4,006 patients were exposed to
dulaglutide alone or in combination with other glucose lowering medicinal products. The most
frequently reported adverse reactions in clinical trials were gastrointestinal, including nausea,
vomiting and diarrhoea. In general these reactions were mild or moderate in severity and transient
in nature. Results from the long-term cardiovascular outcome study with 4949 patients
randomised to dulaglutide and followed for a median of 5.4 years were consistent with these

findings.
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Tabulated list of adverse reactions

The following adverse reactions have been identified based on evaluation of the full duration of
the phase Il and phase lll clinical studies, the long-term cardiovascular outcome study and post-
marketing reports. The adverse reactions are listed in Table 1 as MedDRA preferred term by
system organ class and in order of decreasing incidence (very common: = 1/10; common: = 1/100
to < 1/10; uncommon: = 1/1,000 to < 1/100; rare: = 1/10,000 to < 1/1,000; very rare: < 1/10,000
and not known: cannot be estimated from available data). Within each incidence grouping,
adverse reactions are presented in order of decreasing frequency. Frequencies for events have
been calculated based on their incidence in the phase |l and phase |ll registration studies.
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