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T2DM
Mounjaro is indicated for the treatment of adults with insufficiently controlled type 2 diabetes
mellitus as an adjunct to diet and exercise
e as monotherapy when metformin is considered inappropriate due to intolerance or
contraindications
e in addition to other medicinal products for the treatment of diabetes.

Weight management

e 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 >30 kg/m? (obesity) or

e >27 kg/m2 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).
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4.8 Undesirable effects

Tabulated list of adverse reactionsThe following related adverse reactions from clinical studies are listed
below 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).
Within each incidence grouping, adverse reactions are presented in order of decreasing frequency.

Table 1. Adverse reactions

System organ Very common Common Uncommon Rare
class
Nervous system Dizziness? Dysgeusia,
disorders Dysaesthesia
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Vascular Hypotension?
disorders
Gastrointestinal | Nausea, Diarrhoea, Dyspepsia, Cholelithiasis,
disorders Vomiting?, Abdominal distention, Cholecystitis, Acute
Abdominal pain3, Eructation, Flatulence, pancreatitis,
Constipation? Gastroesophageal reflux | Delayed gastric
disease emptying

Description of selected adverse reactions

Gallbladder-related events

In a pool of 3 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 a pool of 3 placebo-controlled weight management phase 3 studies, acute gallbladder disease was
reported by in up to 2.0 % of tirzepatide- treated patlents and in up to1.6% of placebo-treated patients.

In the weight management phase 3 studies, acute gallbladder events were p05|t|vely associated with
weight reduction.

Immunogenicity
There was no evidence of an altered pharmacokinetic profile or an impact on efficacy of tirzepatide

associated with the development of anti-drug antibodies (ADA) or neutralising antibodies.

5,025 tirzepatide-treated patients in the T2DM phase 3 clinical studies were assessed for ADA. Of these,
51.1 % developed treatment-emergent (TE) ADA during the on-treatment period. In 38.3 % of the
assessed patients, TE ADA were persistent (that is TE ADA present for a period of 16 weeks or greater).
1.9 % and 2.1 % had neutralising antibodies against tirzepatide activity on the glucose-dependent
insulinotropic polypeptide (GIP) and glucagon-like peptide-1 (GLP-1) receptors, respectively and 0.9 % and

0.4 % had neutrallsmg antlbodles agalnst native GIP and Gl:P—-l—Fespeetwel-y#heFe—was—ne—e\Hdenee—ef—aﬁ

ABA native GLP 1, respectlvely

3,484 3,710 tirzepatide-treated patients in the 4 phase 3 weight management studies were assessed for
ADA. Of these, 65.1 % developed TE ADA during the on-treatment period. In 51.3 % of the assessed
patients, TE ADA were persistent. Up to 2.3 % and 2.3 % had neutralising antibodies against tirzepatide
activity on the GIP and GLP-1 receptors, respectively and up to 0.7 % and 0.1 % had neutralising antibodies
against native GIP and native GLP-1, respectively.
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