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OVERVIEW

The Risk Management Plan (RMP) is a comprehensive document submitted as part of the
application dossier for market approval of a medicine. The RMP summary contains
information on the medicine's safety profile and explains the measures that are taken in
order to further investigate and follow the risks as well as to prevent or minimise them.

The RMP summary for Bosulif'is a concise document and does not claim to be exhaustive.

As the RMP is an international document, the summary might differ from the
“Arzneimittelinformation / Information sur le médicament” approved and published in
Switzerland, e.g., by mentioning risks occurring in populations or indications not included
in the Swiss marketing authorization.

Please note that the reference document which is valid and relevant for the effective and
safe use of Bosulif in Switzerland is the “Arzneimittelinformation / Information sur le
médicament” (see www.swissmedic.ch) approved and authorised by Swissmedic. Pfizer is
fully responsible for the accuracy and correctness of the content of the published RMP
summary of Bosulif.
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SUMMARY OF RISK MANAGEMENT PLAN
Summary of risk management plan for Bosulif (bosutinib)
This is a summary of the RMP for Bosulif. The RMP details important risks of Bosulif,

how these risks can be minimised, and how more information will be obtained about
Bosulif’s risks and uncertainties (missing information).

Bosulif’s SmPC and its PL give essential information to HCPs and patients on how Bosulif
should be used.

This summary of the RMP for Bosulif should be read in the context of all this information
including the Assessment Report of the evaluation and its plain-language summary, all
which is part of the EPAR.

Important new concerns or changes to the current ones will be included in updates of
Bosulif’s RMP.
I. The Medicine and What it is Used for

Bosulif is authorised for treatment of adult patients with CP, AP, or BP Ph+ CML
previously treated with 1 or more TKIs and for whom imatinib, nilotinib, and dasatinib are
not considered appropriate treatment options, and for the treatment of adult patients with
newly-diagnosed CP Ph+ CML (see SmPC for the full indications). It contains bosutinib as
the active substance and it is given orally.

Further information about the evaluation of Bosulif’s benefits can be found in Bosulif’s
EPAR, including its plain-language summary, available on the European Medicines
Agency (EMA) website, under the medicine’s webpage.

II. Risks Associated with the Medicine and Activities to Minimise or Further
Characterise the Risks

There are no important identified or important potential risks for Bosulif.
Missing information includes Use in Paediatric Patients.

Routine risk minimisation activities, which include the use of SmPC and PL are sufficient
to manage the product. In addition, information about adverse events is collected
continuously analysed including PSUR assessment so that immediate action can be taken as
necessary. These measures constitute routine pharmacovigilance activities.

I1.A. List of Important Risks and Missing Information

There are no important identified or important potential risks for Bosulif.

Missing information refers to information on the safety of the medicinal product that is
currently missing and needs to be collected (eg, on the long-term use of the medicine).

A summary of the important risks and missing information is provided in Table 1.

Table 1.  List of Important Risks and Missing Information

Important Identified Risks There are no important identified risks for bosutinib.
Important Potential Risks There are no important potential risks for bosutinib.
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Table 1.  List of Important Risks and Missing Information

‘ Missing Information Use in Paediatric Patients (age: <17 years)

I1.B. Summary of Important Risks
There are no important identified or important potential risks for bosutinib.

Table 2 provides a summary of the missing information for bosutinib.

Table 2. Summary of Missing Information

Missing Information: Use in Paediatric Patients (age <17 years)

Risk minimisation | Routine risk minimisation measures:
measures: SmPC sections 4.2 and 5.2; PL Section 2.

Additional risk minimisation measures:

None
Additional CT ITCC-054/AAML1921 is evaluating safety, tolerability and preliminary efficacy
pharmacovigilance | and PK of bosutinib in paediatric patients with CML.

activities

I1.C. Post-Authorisation Development Plan
I1.C.1. Studies Which are Conditions of the Marketing Authorisation

There are no studies which are conditions of the marketing authorisation or specific
obligation of this product.

I1.C.2. Other Studies in Post-Authorisation Development Plan

e (ategory 3 (required additional pharmacovigilance activities): 3

e CTITCC-054/AAML1921, being conducted by an external cooperative group as part of
a Clinical Research Collaboration with the data to be transferred to the MAH, is a
Phase 1/2, multicentre, international, single-arm, open-label study designed to identify a
recommended dose of bosutinib administered orally once daily in paediatric subjects
with ND CML or subjects with CML who have received at least 1 prior TKI therapy
(resistant or intolerant), and to evaluate the efficacy, safety and tolerability of the
selected bosutinib dose and evaluate the PKs in this patient population. The Phase 1
primary objective is to determine the RP2D of bosutinib for R/I (RP2Dgr/1) and RP2Dnp
in paediatric patients with CML, based on the pharmacokinetic, safety and tolerability
profile of bosutinib in paediatric patients with CML who are resistant or intolerant to
prior TKI therapy. The first subject was enrolled in November 2016.
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