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Mepact is indicated in children, adolescents and young adults for the treatment of high grade resectable non-
metastatic osteosarcoma after macroscopically complete surgical resection.
It is used in combination with post-operative multi-agent chemotherapy.

Safety and efficacy have been assessed in studies of patients 2 to 30 years of age at initial diagnosis.
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4.2 Posology and method of administration

Method of administration

intravenous infusion over a period of 1 hour.

For further instructions on reconstitution, filtering using the filter provided and dilution of the medicinal
product before prierte-administration, see section 6.6.

44 Special warnings and precautions for use

MEPACT contains sodium
This medicine contains less than 1 mmol sodium (23 mg) per dosage unit.

4.7 Effects on ability to drive and use machines

MEPACT has a moderate influence on the ability to drive and use machines. Dizziness, vertigo, fatigue

and blurred vision have shown as Ne-studies-of the-effects-on-theabilityto-driveand-use-machines-have
been-performed—The-very common or common undesirable effects of mifamurtide treatment-{such-as

4.8 Undesirable effects
Summary of the safety profile

The most frequent adverse reactions;-eceurring-in>50%-of patients,were are chills, pyrexia, fatigue,

nausea, tachychardia and headache. Many of the very commonly reported adverse reactions as shown in
the following summary table are thought to be related to the mechanism of action of mifamurtide (see
Table-table 1). The majority of these events were reported as either mild or moderate. Fhisprofile-is

on ant whatha e N o aarh dies (n=242) or onhrthose dias in ostan ormaln

Table 1. Adverse reactions-asseciated-with-MEPACTin=1/100patients

4.9 Overdose
o-case-of-overdose-has-beenreported-within-theapproved-indication—The maximum tolerated dose in
phase | studies was 4-6 mg/m?* with a high variability of adverse reactions.

Takeda Israel Ltd.
25 Efal st., P.O.B 4140, Petach-Tikva 4951125
Tel:+972-3--33733140 Fax (local): + 972-3-3733150


tel:+972--3-33733140

|Page3

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Mechanism of action

...It has similar immunostimulatory effects as natural MDP-with-the-additional-advantage-ofalonger

Clinical safety and efficacy

chemeotherapy-atone-In a randomised phase Il study of 678 patients (age range from 1.4 to 30.6 years)
with newly-diagnosed resectable high-grade oseteosarcoma, the addition of adjuvant mifamurtide to
chemotherapy (either doxorubicin cisplatin and methotrexate with or without ifosfamide), significantly
increased the 6-year overall survival and resulted in a relative reduction in the risk of death efby 28% (p
=0.0313, hazard ratio (HR) = 0.72 [95% confidence interval (Cl): 0.53, 0.97]).

Paediatric population

Based on the prevalence of the disease, children and young adults were studied in the pivotal trial.

However, no specific subset analyses for efficacy are available in patients < 18 years of age and > 18
years of age.

6.3 Shelf life

Unopened vial of powder:

The expiry date of the product is indicated on the packaging materials.
30-months

6.6 Special precautions for disposal and other handling

MEPACT must be reconstituted, filtered using the filter provided and further diluted using aseptic
technique, prior to administration.

The reconstituted, filtered and diluted suspension for infusion is a homogenous, white to off-white, opaque

liposomal suspension, free of visible particles and free of foam and lipid lumps.

Instructions for preparation of MEPACT for intravenous infusion

16. Based on the liposomal nature of the product, use of an infusion set with an in-line filter during
administration is not recommended.

Dispeseal
No special requirements for disposal.
Any unused medicinal product or waste material should be disposed of in accordance with local

requirements.
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