PART VI. SUMMARY OF THE RISK MANAGEMENT PLAN
Summary of Risk Management Plan for Atgam

This is a summary of the risk management plan for Atgam. The RMP details important risks of
Atgam, how these risks can be minimised, and how more information will be obtained about
Atgam'’s risks and uncertainties (missing information).

Atgam's SmPC and its Package Leaflet (PL) give essential information to Healthcare Professionals
(HCPs) and patients on how Atgam should be used.
I. The Medicine and What It Is Used For

Atgam is indicated for use in adults and in children aged 2 years and older for the treatment of
acquired moderate to Severe Aplastic Anaemia (SAA) of known or suspected immunologic
aetiology as part of standard immunosuppressive therapy in patients who are unsuitable for
haematopoietic stem cell transplantation (HSCT) or for whom a suitable haematopoietic stem cell
donor is not available. It contains Horse anti-human T lymphocyte immunoglobulin (eATG) as the
active substance and it is given by infusion.

I1. Risks Associated with the Medicine and Activities to Minimise or Further
Characterise the Risks

Important risks of Atgam, together with measures to minimise such risks and the proposed studies
for learning more about Atgam's risks, are outlined below.

Measures to minimise the risks identified for medicinal products can be:

» Specific Information, such as warnings, precautions, and advice on correct use, in the PL and
SmPC addressed to patients and HCPs;

* Important advice on the medicine’s packaging;

» The authorised pack size — the amount of medicine in a pack is chosen so to ensure that the
medicine is used correctly;

* The medicine’s legal status — the way a medicine is supplied to the public (eg, with or without
prescription) can help to minimise its risks.

Together, these measures constitute routine risk minimisation measures.

In addition to these measures, information about AEs is collected continuously and regularly
analysed, including assessment of Periodic Safety Update Report so that immediate action can be
taken as necessary. These measures constitute routine pharmacovigilance activities.

If important information that may affect the safe use of Atgam is not yet available, it is listed under
‘missing information’ below.
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I1LA. List of Important Risks and Missing Information

Important risks of Atgam are risks that need special risk management activities to further

investigate or minimise the risk, so that the medicinal product can be safely administered. Important

risks can be regarded as identified or potential. Identified risks are concerns for which there is
sufficient proof of a link with the use of Atgam. Potential risks are concerns for which an

association with the use of this medicine is possible based on available data, but this association has
not been established yet and needs further evaluation. 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).

List of Important Risks and Missing Information

Important identified risks

Systemic anaphylaxis
Infections

Important potential risks

Cytokine Release Syndrome
Secondary immunodeficiency adversely impacting live-virus vaccination

Missing information

Use in pregnant and lactating women

Use in paediatric patients

I1.B. Summary of Important Risks

Important Identified Risk 1: Systemic Anaphylaxis

Evidence for linking
the risk to the
medicine

Clinical trials, literature and post-marketing data.

Risk factors and risk
groups

Patients with history of known reactions to the active substance or to any of the
excipients or hypersensitivity to any other horse gamma globulin preparation are at
risk.

Studies reporting incidence of drug-induced anaphylaxis demonstrate that
anaphylaxis is higher in female patients and in the younger population. Antibiotics
and NSAID are the most commonly reported drugs that induce anaphylaxis.

Risk minimisation
measures

Routine risk minimisation measures:

SmPC Section 4.2 (Posology and method of administration)
SmPC Section 4.4 (Special warnings and precautions for use)
SmPC Section 4.8 (Undesirable effects)

Additional
pharmacovigilance
activities

Authorisation for Temporary use programme.

See Section PART VI.11.C.2 of this summary for an overview of the
postauthorisation development plan.

Important Identified Risk 2: Infections

Evidence for linking
the risk to the
medicine

Clinical trials, literature and post-marketing data.

Important Identified Risk 2: Infections
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Risk factors and risk
groups

Severe and prolonged neutropenia and treatment modalities lead to increasing the
risk of infection in patients with AA.

In addition, patients with moderate to SAA who are also being treated with additional
immunosuppressive drugs such as ciclosporin, may be at increased risk for
infections.

Risk minimisation
measures

Routine risk minimisation measures:
SmPC Section 4.4 (Special warnings and precautions for use)
SmPC Section 4.8 (Undesirable effects)

Additional
pharmacovigilance
activities

Authorisation for Temporary use programme.

See Section PART VI.11.C.2 of this summary for an overview of the postauthorisation
development plan.

Important Potential Risk 1: Cytokine Release Syndrome

Evidence for linking
the risk to the
medicine

Literature and post-marketing data.

Risk factors and risk
groups

Patients treated with polyclonal anti-thymocyte antibodies produced either in horses
(Atgam®) or in rabbits (Thymoglobulin®).

Risk minimisation

Routine risk minimisation measures:

measures SmPC Section 4.2 (Posology and method of administration)
SmPC Section 4.4 (Special warnings and precautions for use)
Additional Authorisation for Temporary use programme.

pharmacovigilance
activities

See Section PART VI.11.C.2 of this summary for an overview of the
postauthorisation development plan.

Important Potential Risk 2: Secondary immunodeficiency adversely impacting
livevirus vaccination

Evidence for linking
the risk to the
medicine

Literature and post-marketing data.
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Risk factors and risk Immunocompromised patients such as patients treated with horse anti-human T
groups lymphocyte immunoglobulin and ciclosporin or other immunosuppressant
medication are at risk of being unable to control infection with live-virus or having
a reduced immune response to live-virus vaccine. The following are live-virus
vaccines: MMR; MMRYV, OPV, LAIV, yellow fever, varicella, zoster, rotavirus,
and vaccinia (smallpox).

Risk minimisation Routine risk minimisation measures:

measures SmPC Section 4.4 (Special warnings and precautions for use)
Additional Authorisation for Temporary use programme.
pharmacovigilance

See Section PART VI.11.C.2 of this summary for an overview of the

activities .
postauthorisation development plan.

Missing information 1: Use in pregnant and lactating women

Risk minimisation Routine risk minimisation measures:

measures SmPC Section 4.6 (Fertility, pregnancy and lactation) and SmPC Section 5.3
(Pre-clinical safety data).

Additional Authorisation for Temporary use programme.

gsg\r/r:t];csowgllance See Section PART VI.11.C.2 of this summary for an overview of the

postauthorisation development plan.

Missing information 2: Use in paediatric patients

Risk minimisation Routine risk minimisation measures:

measures Section 4.2 (Posology and method of administration, SmPC Section 4.8
(Undesirable effects) and SmPC Section 5.1 (Pharmacodynamic properties).

Additional Authorisation for Temporary use programme.

pharmacovigilance

See Section PART VI.11.C.2 of this summary for an overview of the

activities L
postauthorisation development plan.

11.C. Post-Authorisation Development Plan

11.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
Atgam.

11.C.2. Other Studies in Post-Authorisation Development Plan
Authorisation for Temporary Use programme in France

This programme reflects “real world” use of eATG.

It is considered a post-approval commitment for monitoring efficacy and safety of the product in
adult, paediatric and elderly patients.
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