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Type 2 diabetes mellitus

Mounijaro 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
. in addition to other medicinal products for the treatment of diabetes.

Weight management
Mounjaro is indicated as an adjunct to a reduced-calorie diet and increased physical activity for weight
management, including weight loss and weight maintenance, in adults with an initial Body Mass Index
(BMI) of
e 230 kg/m? (obesity) or
e 227 kg/m? to < 30 kg/m? (overweight) in the presence of at least one weight-related comorbid
condition (e.g., hypertension, dyslipidaemia, obstructive sleep apnoea, cardiovascular
disease, prediabetes, or type 2 diabetes mellitus).

For trial results with respect to obstructive sleep apnoea (OSA) in adults with obesity, see section 5.1.
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4.6  Fertility, pregnancy and lactation

Following a single 5 mg dose, the concentration of tirzepatide in breast milk was found to be
undetectable to very low compared to plasma concentrations. As tirzepatide is an amino acid
sequence, any low amount present in breast milk is expected to be degraded and not orally absorbed
as intact drug by the breastfed infant.
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[t is not known whether the reduced maternal food intake caused by tirzepatide affects composition or
nutrient content of the breast milk. Overall, tirzepatide could be considered for use during breast-

feeding.

4.8 Undesirable effects
Tabulated list of adverse reactions

[--]
Table 1. Adverse reactions
System organ Very common Common Uncommon Rare
class
Immune Hypersensitivity Anaphylactic
system reactions reaction”,
disorders Angioedema”
Metabolism Hypoglycaemia'* | Hypoglycaemia!* Hypoglycaemia'*
and nutrition when used with when used with when used with
disorders sulphonylurea or metformin and metformin,
insulin SGLT?2i, Decreased Weight decreased!
appetite!
Nervous system Dizziness® Dysgeusia,
disorders Dysaesthesia
Vascular Hypotension?
disorders
Gastrointestina | Nausea, Diarrhoea, | Dyspepsia, Cholelithiasis,
1 disorders Vomiting?, Abdominal distention, | Cholecystitis,
Abdominal pain?, Eructation, Flatulence, | Acute pancreatitis,
Constipation® Gastroesophageal Delayed gastric
reflux disease emptying
Skin and Hair loss®
subcutaneous
tissue disorders
General FatigueT, Injection site | Injection site pain
disorders and reactions
administration
site conditions
Investigations Heart rate increased,
Lipase increased,
Amylase increased,
Blood calcitonin
increased®

*From post-marketing reports

*Hypoglycaemia defined below.

TFatigue includes the terms fatigue, asthenia, malaise, and lethargy.

! Adverse reaction that only applies to patients with type 2 diabetes mellitus (T2DM).

? Adverse reaction that mainly applies to patients with overweight or obesity, with or without T2DM.
*Frequency was very common in weight management and OSA trials, and common in T2DM trials.

4 Frequency was very common in weight management and OSA trials, and srcommon in T2DM and
OSActrials.

5 Frequency was common in weight management trials and uncommon in adwltT2DM and OSA ftrials.
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Description of selected adverse reactions

Hypersensitivity reactions

Hypersensitivity reactions have been reported with tirzepatide in the-pooled e£T2DM
placebo-controlled trials, pooled placebo-controlled weight management trials and pooled placebo-
controlled OSA f(rials, sometimes severe (e.g., urticaria, -and-eczema, rash, dermatitisz-).
Hhypersensitivity reactions were reported in 3.2 %, 5.0% and 3.0% -of tirzepatide-treated patients,
respectively. compared to 1.7 %, 3.8%; and 2.1% of placebo-treated patients, respectively.

Cases of anaphylactic reaction and angioedema have been rarely reported with marketed use of
tirzepatide.

[...]
Gallbladder-related events

In apeelof3pooled placebo-controlled weight management phase 3 studies, the overall incidence of
cholecystitis and cholecystitis acute was 0.6 % and 0.2 % for tirzepatide- and placebo-treated patients,
respectively.

In apeelof3pooled placebo-controlled weight management phase 3 studies and in apeelef2pooled
placebo-controlled OSA phase 3 studies, acute gallbladder disease was reported in up$e-2.0 % and

0.9% of tirzepatide-treated patients. respectively, and in#pte-1.6 % and 0.9 % of placebo-treated
patients, respectively.

In the weight management phase 3 studies, acute gallbladder events were positively associated with
weight reduction.

Immunogenicity

In phase 2 clinical studies. a total of 8735 5;625-tirzepatide-treated patients #the F2DM-phase 3
elinteal studies-were assessed for anti-drug antibodies (ADA). Across ABA—Ofthese studies, 51.1-—
65.1 % developed treatment-emergent (TE) ADA during the on-treatment period. In 38.3-—51.3 % of
the assessed patients, TE ADA were persistent (that is TE ADA present for a period of 16 weeks or
greater). +-9Up to 2.3 % and 2.4-3 % had neutralising antibodies against tirzepatide activity on the
glucose-dependent insulinotropic polypeptide (GIP) and glucagon-like peptide-1 (GLP-1) receptors,

respectively and up to 0.9 % and 0.4 % had neutralising antibodies against native GIP and native GLP-
1, respectively.
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Heart rate

In the-pooled placebo-controlled T2DM phase 3 studies, treatment with tirzepatide resulted in a
maximum mean increase in heart rate of 3 to 5 beats per minute —across doses. The maximum mean
increase in heart rate in placebo-treated patients was 1 beat per minute.

The percentage of patients who had a change of baseline heart rate of > 20 bpm for 2 or more
consecutive visits was 2.1 %, 3.8 % and 2.9 %, for tirzepatide 5 mg, 10 mg and 15 mg, respectively,
compared with 2.1 % for placebo.

Small mean increases in PR interval were observed with tirzepatide when compared to placebo (mean
increase of 1.4 to 3.2 msec and mean decrease of 1.4 msec respectively). No difference in arrhythmia
and cardiac conduction disorder treatment emergent events were observed between tirzepatide 5 mg,
10 mg, 15 mg and placebo (3.8 %, 2.1 %, 3.7 % and 3 % respectively).

In 3-pooled placebo-controlled weight management phase 3 studies and in pooled placebo-controlled
OSA phase 3 studies, treatment with tirzepatide resulted in a mean increase in heart rate of 3 and

2 beats per minute, respectively. There was ae-a mean increase in heart rate of <1 and <1 beat per
minute, respectively, in the placebe-placebo-treated patients.

[...]

Injection site reactions

In the pooled placebo-controlled T2DM phase 3 studies, -injection site reactions were inereased for

tirzepatide (3.2 %) compared-with-placebe(0:4-%)1n-1n 3-pooled placebo-controlled weight
management phase 3 studies and in 2-pooled placebo-controlled OSA phase 3 studies, injection site

reactions were increased for tirzepatide (3.2 %, 8.02- —% and 8.6-2 %. respectivelv) compared with
placebo (0.4 %. 1.8 % —and 2.6 %, respectively).

Overall, in phase 3 studies, the most common signs and symptoms of injection site reactions were
erythema and pruritus. The maximum severity of injection site reactions for patients was mild (91 %)
or moderate (9 %). No injection site reactions were serious.

Pancreatic enzyvmes

In the-pooled placebo-controlled T2DM phase 3 studies, treatment with tirzepatide resulted in mean
increases from baseline in pancreatic amylase of 33 % to 38 % and lipase of 31 % to 42 % across
doses. Placebo treated patients had an increase from baseline in amylase of 4 % and no changes were
observed in lipase.

In 3-pooled placebo-controlled weight management phase 3 studies and in pooled 2 placebo-controlled
OSA phase 3 studies, treatment with tirzepatide resulted in mean increases from baseline in pancreatic
amylase of 23 % and 25%. respectively, —24.6-%-and lipase of 34 % and- 39 %, respectively. Placebo
treated patients had an increase from baseline in amylase of 872 % —and 1-8 %, respectively and in
lipase of 6% and 4 %, respectivelyv3-5—57%.

[...]
6.6  Special precautions for disposal and other handling
[...]

A small amount of Mounjaro solution for injection may remain in the KwikPen after all 4 doses have
been correctly given. Patients should be instructed not to try to use the remaining Mounjaro solution
for injection, but to properly discard the KwikPen.
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