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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 of “POTELIGEQ” 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
authorization.

Please note that the reference document which is valid and relevant for the effective and safe use of
“POTELIGEQ” in Switzerland is the “Arzneimittelinformation/ Information sur le médicament”
approved and authorized by Swissmedic. Kyowa Kirin Sarl is fully responsible for the accuracy and
correctness of the content of the published summary RMP of “POTELIGEQ”.



SUMMARY OF RISK MANAGEMENT PLAN FOR POTELIGEO
(MOGAMULIZUMAB)

This is a summary of the Risk Management Plan (RMP) for POTELIGEO. The RMP details important
risks of POTELIGEO, how these risks can be minimised, and how more information will be obtained
about POTELIGEQ's risks and uncertainties (missing information).

POTELIGEQ’s Summary of Product Characteristics (SmPC) and its Package Leaflet (PL) give essential
information to healthcare professionals and patients on how POTELIGEO should be used.

This summary of the RMP for POTELIGEO should be read in the context of all available information
including the assessment report of the evaluation and its plain-language summary, all of which is part
of the European Public Assessment Report (EPAR).

Important new concerns or changes to the current ones will be included in updates of POTELIGEO’s
RMP.

. The Medicine and What It Is Used For

According to Swiss label / Swiss authorisation

POTELIGEO, containing mogamulizumab as the active substance, is authorised in Switzerland for the
treatment of adult patients with relapsed or refractory mycosis fungoides (MF) or Sézary syndrome
(SS) who have received at least one prior systemic therapy. POTELIGEO is given as an intravenous
infusion.

According to EU SmPC

POTELIGEOQ is indicated for the treatment of adult patients with mycosis fungoides (MF) or Sézary
syndrome (SS) who have received at least one prior systemic therapy. POTELIGEO is available as a 4
mg/mL concentrate for solution for infusion.

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

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

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

e specific information (such as warnings, precautions and advice on correct use) in the SmPC,
important advice on the medicine’s packaging, the authorised pack size, and the medicine’s
legal status. Together, these measures constitute routine risk minimisation measures.

Routine pharmacovigilance activities consist of the continuous collection and regular analysis of
information on suspected adverse reactions, including through periodic safety update reports, so that
action can be taken as necessary. In some cases, routine pharmacovigilance may also include targeted
follow-up questionnaires to obtain more detailed information on specific adverse events.

If important information that may affect the safe use of POTELIGEO is not yet available, it is listed as
‘missing information’ below.



IL.A. List of Important Risks and Missing Information

Important risks of POTELIGEO 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 POTELIGEO. 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.

Table 1. List of important risks and missing information

Important identified . )
. Infusion-related reaction

risks

Hepatitis B reactivation

Increased risk of severe graft versus host disease (GVHD) after allogeneic

hematopoietic stem cell transplant (HSCT)

Important potential
risks

Missing information |Use in patients with a history of autologous or allogeneic transplant

1l.B. Summary of Important Risks
Table 2. Summary of important risks

Important identified risk — Infusion-related reaction

Infusion-related reactions occurred in approximately one third of patients
treated with mogamulizumab in haematologic clinical studies. However,

Evidence for linking severe (Grade 23) infusion-related reaction occurred infrequently, i.e. in
the risk to the approximately 2.9% of patients treated with mogamulizumab. Nearly all
medicine infusion-related reactions occurred in the first 4 weeks of treatment. Based

on the frequency, clinical importance and potential for severe events,
infusion-related reaction is considered an important identified risk.

Infusion-related reactions have been observed in patients treated with

Risk factors and risk
mogamulizumab, with the majority occurring during or shortly after the first

roups . . . . .
grotp infusion and the incidence decreasing over time.

Routine pharmacovigilance activities beyond adverse reaction reporting and
Pharmacovigilance signal detection: Specific adverse reaction follow-up questionnaire to obtain
activities further information on infusion-related reactions.

Additional pharmacovigilance activities: None.

Routine risk minimisation measures: Information in SmPC on monitoring,
premedication, interruption or discontinuation of infusion, management of
infusion-related reactions, and availability of appropriately trained staff and
resuscitation facilities.

Additional risk minimisation measures: None.

Risk minimisation
measures




Important potential risk — Hepatitis B reactivation

Evidence for linking
the risk to the
medicine

Risk factors and risk
groups

Pharmacovigilance
activities

Risk minimisation
measures

Patients with cutaneous T-cell ymphoma (CTCL) are at increased risk of
infection, particularly with advanced disease and when using combination
therapies. Patients frequently display evidence of immunosuppression, in
particular at the later stages of the lymphoma, and the risk is also increased
by compromised skin integrity. Infections reported in CTCL include
cutaneous bacterial infections, cutaneous herpes simplex virus and herpes
zoster virus infections, bacteraemia, bacterial pneumonia and urinary tract
infections.

Viral reactivation is a known complication of chemotherapy, especially in
malignant lymphoma, and the increased risk in lymphoma patients parallels
the potency of the immunosuppressive treatments.

Review of available data for mogamulizumab revealed no evidence of an
increased risk of hepatitis B reactivation in the CTCL setting, although the
data are limited due to the exclusion of subjects with a history of acute or
chronic hepatitis, including hepatitis B and C, from most clinical
development studies. Reported cases of hepatitis B occurred in the adult T-
cell leukaemia-lymphoma (ATL) setting against a confounding
immunosuppressive background of prior or concomitant ablative cytotoxic
therapy.

Patients with CTCL are at increased risk of serious infections. No specific risk
factors for increased susceptibility to hepatitis B reactivation following
mogamulizumab administration have been identified.

Routine pharmacovigilance activities beyond adverse reaction reporting and
signal detection: None
Additional: None

Routine: Information in SmPC, including testing patients for hepatitis B
infection before initiation of treatment with mogamulizumab and
appropriate clinical management.

Additional: None

Important potential risk — Increased risk of severe GVHD after allogeneic HSCT

Evidence for linking
the risk to the
medicine

Allogeneic hematopoietic stem cell transplant (HSCT) is a recognised
treatment option for advanced refractory CTCL, although experience is
limited and not well defined. Retrospective studies of outcomes after
allogeneic HSCT in adult T-cell leukaemia-lymphoma (ATL) suggest that prior
treatment with mogamulizumab may increase the risk of moderate to
severe acute GVHD and may be associated with increased non-relapse
mortality and reduced overall survival. However, a prolonged interval
between mogamulizumab treatment and allogeneic HSCT may reduce the
risk of moderate to severe acute GVHD.



Risk factors and risk
groups

Pharmacovigilance
activities

Risk minimisation
measures

The retrospective nature of these reports, possible confounding factors, and
the inherent risks of allogeneic HSCT mean that this potential risk requires
further evaluation before a definitive assessment is possible. While the
same potential risk may apply to patients with advanced refractory CTCL
treated with mogamulizumab before allogeneic HSCT, the currently
available data in CTCL are very limited and a definitive assessment is not
possible.

A review of patients who had received mogamulizumab in Western clinical
trials for haematologic indications identified subjects who subsequently
underwent transplant, including CTCL subjects. Some subjects developed
acute GVHD after transplant; however, due to the small number of subjects,
no conclusions could be drawn regarding the effect of mogamulizumab
treatment on the eventual outcome of HSCT as a treatment for T-cell
lymphoma. Review of post-marketing data pertaining to this risk showed
findings consistent with those recorded from clinical studies.

Known determinants of acute GVHD risk after allogeneic HSCT for
haematologic malignancies include the degree of HLA match, conditioning
intensity, graft source and GVHD prophylaxis regimen. It is currently unclear
whether the same risk factors apply to CTCL because experience with this
treatment option is limited.

The risk of moderate to severe acute GVHD after allogeneic HSCT for ATL
may be increased after prior mogamulizumab administration, although
longer periods between mogamulizumab administration to allogeneic HSCT
may reduce the risk. However, this requires confirmation, particularly
regarding use of the product for the treatment of CTCL.

Routine pharmacovigilance activities beyond adverse reaction reporting and
signal detection: None

Additional: PASS of allogeneic hematopoietic cell transplantation in patients
treated with mogamulizumab.

See section II.C of this summary for an overview of the post-authorisation
development plan.

Routine: Information in SmPC including close follow-up for early evidence of
transplant-related complications and warning that a higher risk of transplant
complications has been reported if mogamulizumab is given within a short
time frame before HSCT.

Additional: None



Missing information — Use in patients with a history of autologous or allogeneic transplant

Pharmacovigilance
activities

Risk minimisation
measures

Routine pharmacovigilance activities beyond adverse reaction reporting and

signal detection: None
Additional: None

Routine: Information in SmPC stating that the safety of treatment with
mogamulizumab after autologous or allogeneic transplant has not been

studied.
Additional: None

1I.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

POTELIGEO.

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

One Category 3 post-authorisation safety study is ongoing to further investigate the potential risk of
increased risk of severe GVHD after allogeneic HSCT.

Table 3. Other studies in post-authorisation development plan

Study name

Post-authorisation
safety study of
allogeneic
hematopoietic cell
transplantation in
patients treated with
mogamulizumab.

Rationale

The study is intended to further
characterise and address the safety
concern of increased risk of severe
GVHD after allogeneic HSCT in
patients with CTCL or adult T-cell
leukaemia-lymphoma who received
mogamulizumab either within 1
year before or within 18 months
after transplantation.

Study objectives

Primary objective: Assess treatment-
related mortality and non-relapse
mortality among patients treated
with mogamulizumab (alone as a
single agent or in combination with
other therapies) within one year
before allogeneic hematopoietic cell
transplantation or within 18 months
after transplantation.

Planned final report: March 2029.
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