(& Pimjetmi”
(pimicotinib) %5

Healthcare Professional Guicde for
PIMJETMI™ (pimicotinib capsules)

Please also refer to the Product Monograph for PIMJETMI.
This healthcare professional guide for PIMJETMI contains
important safety information regarding the potential risk of
embryo-fetal toxicity and:

= Describes necessary risk minimization measures, and

* Provides instructions in case of pregnancy
during therapy

The aim of this guide is to

ensure healthcare professionals
are informed about the potential
risk of embryo-fetal toxicity of
PIMJETMI and that this information
is communicated appropriately to
patients of childbearing potential
(male and female).

PIMJETMI is indicated for the treatment of adult patients with
symptomatic tenosynovial giant cell tumour (TGCT) for which
surgical resection will potentially cause worsening functional
limitation or severe morbidity.

Please read this guide carefully before prescribing PIMJETMI.
For complete information on the safety of PIMJETMI, please
refer to the Product Monograph.

POTENTIAL RISK OF EMBRYO-FETAL TOXICITY
Based on animal studies and its mechanism of action, PIMJETMI can
cause fetal harm when administered to pregnant women.

In embryo-fetal development studies, pimicotinib was orally administered
to rats and rabbits during the period of organogenesis. In rats, external
malformation and subcutaneous edema were observed at the dose of
10 mg/kg/day (18.4-fold human exposure at the recommended dose
based on AUC).

In rabbits, administration of pimicotinib resulted in development retardation
(including decreased fetal weight and crown-rump length andincreased
visceral variation) at the dose of 20 mg/kg/day (14.7-fold human exposure
at the recommended dose based on AUC) and external and/or visceral
malformation were observed at doses > 5 mg/kg/day (3.3-fold human
exposure at the recommended dose based on AUC).

In a pre- and post-natal developmental study in rats, pimicotinib was
orally administered to pregnant rats during organogenesis, parturition
and lactation. Developmental retardation (delays in tooth eruption, testes

descent, preputial separation, and vaginal
opening) and pups death were observed

at doses > 1 mg/kg/day (0.8-fold human
exposure at the recommended dose based
on AUC). Mortality of dams was noted at
doses > 1 mg/kg/day, of which the dams
at 1 mg/kg/day were early terminated due
to the death of pups.

The clinical relevance of these findings
for humans is unknown but requires
strict caution.

PATIENT INFORMATION

Before starting treatment with PIMJETMI,

patients of childbearing potential (male

and female) must be fully informed

about the risk of embryo-fetal toxicity.

This includes:

=Inform patients of childbearing potential
about the potential risk of embryo-fetal
toxicity and the measures necessary to
minimize this risk.

=Note that pregnancy status should
be verified in women of childbearing
potential prior to initiating treatment
with PIMJETMI.

=Inform patients that effective
contraception (both male—including



males with vasectomy—and female patients) should
be used during treatment and for 2 weeks after the last
dose of PIMJETMIL.

«Patients should be instructed to inform their treating
physician immediately if they/their female partner are
pregnant or planning to become pregnant.

-Women of childbearing potential who wish to become
pregnant while receiving PIMJETMI should be advised
to discontinue treatment and use effective
contraception for at least 2 weeks after the
last dose before attempting conception.

= Patients should be recommended to carefully read
the package insert included in each package.

PREGNANCY TESTS

Before starting treatment with PIMJETMI, ensure that
patients of childbearing potential are not pregnant to
avoid inadvertent embryo-fetal exposure. Pregnancy
testing should be considered during treatment as
clinically necessary (e.g., after an interruption of
contraception). The results of all pregnancy tests should
be discussed with the patient. Patients of childbearing
potential should be instructed to consult a physician
immediately if pregnancy occurs.

CONTRACEPTION REQUIREMENTS

Female patients of childbearing potential and male
patients, including males with vasectomy, should use
effective contraception during treatment and for

2 weeks after the last dose of PIMJETMI.

PROCEDURE IF PREGNANCY OCCURRED

If pregnancy occurs during treatment or within 2 weeks
of the last dose of PIMJETMI, the patient should
immediately inform their treating physician. In this case,
the benefits of therapy versus the potential risk to the
fetus should be assessed by the healthcare professional

and the management options should be discussed with
the patient. The patient/pregnant partner of male patient
is recommended to receive comprehensive counseling
and/or be referred to a teratogenicity specialist.

REPORTING PREGNANCY

If pregnancy occurs during treatment or within 2 weeks
of the last dose of PIMJETMI (pimicotinib), please report
the pregnancy, regardless of the outcome, to:

Email: ICSR_.CAN@emdserono.com

REPORTING OF SUSPECTED

ADVERSE REACTIONS

Reporting suspected adverse reactions after
authorization of the medicinal product is important.

It allows continued monitoring of the benefit/risk balance
of the medicinal product. Healthcare professionals are
asked to report any suspected adverse reactions to
Health Canada at MedEffect at https://www.canada.
ca/en/health-canada/services/drugs-health-products/
medeffect-canada/adverse-reaction-reporting.html.

WHERE CAN | OBTAIN

ADDITIONAL INFORMATION?

If you require any additional information regarding
PIMJETMI or would like to obtain additional copies of
this educational material, please contact EMD Serono
Medical Information by calling or emailing the Medical
Information department.

Email: MedInfo-Canada_ext@emdserono.com
Phone: 1-888-737-6668

Digital copies of educational materials can be
accessed at the links below.

For HCPs:
https://medinfo.emdserono.ca/en/medi-info.html
For patients:
https://www.emdserono.ca/ca-en/products.html
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