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Type 2 diabetes mellitus

Mounjaro 2.5 mg KwikPen; Mounjaro 5 mg KwikPen; Mounjaro 7.5 mg KwikPen; Mounjaro 10 mg KwikPen:
Mounjaro is indicated for the treatment of adults, adolescents and children aged 10 years and above 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.

Mounjaro 12.5 mg KwikPen; Mounjaro 15 mg KwikPen:

Mounjaro 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.

For study results with respect to combinations, effects on glycaemic control and the populations studied, see
sections 4.4, 4.5 and 5.1.

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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4.2  Posology and method of administration

Posology

The starting dose of tirzepatide is 2.5 mg once weekly. After 4 weeks, the dose should be increased to 5 mg
once weekly. If needed, dose increases can be made in 2.5 mg increments after a minimum of 4 weeks on the
current dose.

Adults

The recommended maintenance doses are 5 mg, 10 mg and 15 mg.

The maximum dose is 15 mg once weekly.

Paediatric population aged 10 years and above (treatment of type 2 diabetes mellitus)

The recommended maintenance doses are 5 mg and 10 mg.

The maximum dose is 10 mg once weekly.

Paediatric population

No dose adjustment is needed based on age, gender, race, ethnicity or body weight in children and adolescents
aged 10 to less than 18 years treated for type 2 diabetes mellitus. No data are available for children and
adolescents with type 2 diabetes mellitus with a body weight < 50 kg or BMI below the 85th percentile at

treatment initiation. In children weighing < 60 kg, caution is advised when escalating to the 10 mg dose, since
safety data are limited.

The safety and efficacy of tirzepatide-in-ehildrenaged-less-than18-years-have not yet-been established. No-data
are-available-in children aged less than 10 years for treatment of type 2 diabetes mellitus and in children and

adolescents aged less than 18 years for weight management.

Method of administration

Mounjaro is to be injected subcutaneously in the abdomen, thigh or another person should inject in the back of
the upper arm.

The dose can be administered at any time of day, with or without meals.

Injection sites should be rotated with each dose. If a patient also injects insulin, they should inject Mounjaro into
a different injection site.

Patients and caregivers should be advised to carefully read the instructions for use included with the package
leaflet before administering the medicinal product. In paediatric patients, a caregiver may give injections or a
patient may self-inject if a healthcare provider determines that it is appropriate.

Before using Mounjaro KwikPen, the instructions for use must be read carefully.

4.4  Special warnings and precautions for use
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Rapid improvement in glucose control has been associated with a temporary worsening of diabetic retinopathy.
Patients with diabetic retinopathy should be monitored closely and treated according to clinical guidelines.

L]

4.8 Undesirable effects
Tabulated list of adverse reactions

[...]

Table 1. Adverse reactions

System organ Very common Common Uncommon Rare
class
[...] [...] [...] [...] [...]
Metabolism and | Hypoglycaemia'* Hypoglycaemia'* when | Hypoglycaemia'*
nutrition when used with used with metformin and | when used with
disorders sulphonylurea or SGLT2i, Decreased metformin®, Weight
insulin appetite! decreased!
[...] [...] [...] [...] [...]

#From post-marketing reports

*Hypoglycaemia defined below.

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

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

2 Adverse reaction that mainly applies to patients with overweight or obesity, with or without T2DM.

3 Frequency was very common in weight management and; OSA-rials-and paediatric T2DM trials, and common
in adult T2DM trials.

4 Frequency was very common in weight management and OSA trials, and common in adult and paediatric
T2DM trials.

5 Frequency was common in weight management trials, ard uncommon in adult T2DM and OSA trials, and very
rare in the paediatric T2DM trial.

¢ Frequency was common in the paediatric T2DM trial.

[...]

Paediatric Population

The safety and immunogenicity profiles in children and adolescents aged 10 to less than 18 years with T2DM
treated with tirzepatide 5 mg and 10 mg once-weekly were consistent with those described above for adult
patients with T2DM with the exception of a higher frequency of vomiting, abdominal pain, and hypoglycaemia
when added to metformin alone.

No severe hypoglycaemic episodes occurred during the paediatric T2DM trial. During the placebo-controlled
phase, clinically significant hypoglycaemia (blood glucose < 3.0 mmol/L (< 54 mg/dL)) occurred in 28.6 %
(1.98 events/patient year) of patients treated with tirzepatide and in 10.0 % (0.35 events/patient year) of patients
treated with placebo, when added to basal insulin with or without metformin. The rate was 9.1 %

(0.28 events/patient year) and 4.2 % (0.07 events/patient year) for tirzepatide- and placebo-treated patients,
respectively, when added to metformin alone.

[...]

5.1 Pharmacodynamic properties

[...]

Type 2 diabetes mellitus in children and adolescents aged 10 to less than 18 vears

The safety and efficacy of tirzepatide 5 mg and 10 mg once weekly was evaluated in 99 patients aged 10 to
below 18 years with type 2 diabetes on metformin (68.7 %) or basal insulin (8.1 %), or both (23.2 %), in a 30-
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week double-blind, placebo-controlled phase 3 study, followed by a 22-week open-label extension ( SURPASS-

PEDS). In the open-label period, all participants on placebo were switched to tirzepatide at a maintenance dose
of 5 mg while participants randomized to tirzepatide continued their treatment at the same dose of 5 or 10 mg.

At baseline, patients had a mean age of 14.7 years and 61 % were female. The mean duration of type 2 diabetes
was 2.4 years. All participants had overweight or obesity, since a BMI above the 85™ percentile of the general
age and gender-matched population for the country or region was an inclusion criterion. At 30 weeks,
tirzepatide 5 mg and 10 mg, both pooled and individually, were superior to placebo in lowering HbAlc, FSG
and BMI. Glycaemic efficacy was sustained and BMI reductions continued through Week 52.

Table 7. SURPASS-PEDS: Results at week 30

Tirzepatide Tirzepatide Tirzepatide Placebo
5 mg 10 mg Pooled
mlITT population (n) 32 33 65 34
HbAc (%) Baseline (mean) 8.22 7.92 8.07 8.02
Change from -2.16 -2.30 -2.23 0.049
baseline
Difference from -2.21%* -2.35%%* -2.28%*
placebo [95 % CI] [-2.89, -1.53] [-3.03, -1.66] [-2.87, -1.69] -
HbA 1. Baseline (mean) 66.3 63.1 64.7 64.2
(mmol/mol) Change from -23.6 -25.1 -24.4 0.53
baseline
Difference from -24.2%* -25.6%* -24.9%*
placebo [95 % CI] | [-31.6.-16.8] [-33.1,-18.2] [-31.4,-18.4] -
achieving HbAc
S65% 70.8%* 86.1%+ 78.6%+ 27.8
BMI (kg/m?) Baseline (mean) 33.9 373 35.6 34.7
Change (%) frgm 74 112 93 04
baseline
Difference (%) from -7.0%* -10.8** -8.9%*
placebo [95 % CI] | [-10.48, -3.60] [-14.25,-7.39] [-11.91,-5.95] -

*p <0.05, ** p <0.001 for superiority, adjusted for multiplicity.
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Figure 6. Mean HbA 1. (%) and change in BMI (%) from baseline to week 30

5.2  Pharmacokinetic properties
Paediatric population

The exposure in paediatric patients aged 10 to below 18 years with T2DM treated with tirzepatide 5 mg and 10
mg was comparable to that observed at recommended doses in the adult population. Firzepatide-hasnotbeen

stdhedanpredinmepationts

Eli Lilly Israel Ltd. 4 HaSheizaf St.
P.O.Box 4246 Ra’anana 4366411
Tel: 09-9606234

4 qrun ,n"va w7 IR
4366411 N1y 4246 .1.n
09-9606234 :j1970



— A MEDICINE COMPANY
53 Preclinical safety data

[...]

In juvenile rats, tirzepatide caused delayed sexual maturation in both males and females which was secondary to
pharmacological effects on body weight. Findings did not suggest any specific risk for use in the paediatric
population.

[...]
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	Paediatric population
	The exposure in paediatric patients aged 10 to below 18 years with T2DM treated with tirzepatide 5 mg and 10 mg was comparable to that observed at recommended doses in the adult population. Tirzepatide has not been studied in paediatric patients.

