EPITT 20040 Draft DHPC 13 June 2024

<Date>

Abecma, Breyanzi, Carvykti, Kymriah, Tecartus and Yescarta (CD19-
or BCMA-directed CAR T-cell therapies): Risk of secondary
malignancy of T-cell origin

Dear Healthcare professional,

<Bristol-Myers Squibb Pharma EEIG, Janssen-Cilag International NV, Kite Pharma EU B.V. and Novartis
Europharm Limited>, in agreement with the European Medicines Agency and the <National Competent
Authority>, would like to inform you of the following:

Summary

e Secondary malignancies of T-cell origin, including chimeric antigen
receptor (CAR)-positive malignancies, have been reported within
weeks and up to several years following treatment of haematological
malignancies with a BCMA- or CD19-directed CAR T-cell therapy.

e Patients should be monitored life-long for secondary malignancies.

Background on the safety concern

Currently approved CD19- or BCMA-directed CAR-T cell therapies cover a range of indications spanning
from B-cell acute leukaemia, specific subtypes of B-cell ymphoma, and multiple myeloma.

Up to April 2024, approximately 42,500 patients have been treated with these medicinal products
globally.

The European Medicines Agency (EMA) has evaluated 38 cases of T-cell malignancy that have been
reported to occur after treatment with CAR T-cell therapies up to April 2024. These cases related to
different types of T-cell lymphoma and of T-cell lymphocytic leukaemia and were observed within
weeks and up to several years after administration. There have been fatal outcomes.

Among the cases included in this review, further testing regarding the presence of the CAR-construct in
the secondary malignancy had been undertaken for less than half of the reported T-cell malignancies.
In 7 cases, the CAR-construct was detectable. This suggests that the CAR T-cell therapy was involved
in disease development and insertional mutagenesis could have occurred. While other mechanisms
may also be possible, further investigation is desirable to better understand and identify underlying
mechanisms and contributing factors. Therefore, testing of T-cell malignancy tissue samples from
patients is one important step for such investigations.

Since approval, the product information has advised that patients treated with these products may
develop secondary malignancies. The product information will be updated to include the new
information concerning secondary malignancy of T-cell origin. Patients treated with CAR T-cell products
should be monitored life-long for secondary malignancies.



Call for reporting

Healthcare professionals should report any suspected adverse reactions associated with the use of CAR
T-cell products in accordance with the national spontaneous reporting system <include the details (e.g.
name, postal address, fax number, web address) on how to access the national spontaneous reporting
system>.

Please report the product name and batch details.
These medicinal products are subject to additional monitoring.
Company contact point

The companies can be contacted at <include contact point details for access to further information,
including relevant website addresses, telephone numbers and a postal address>:

Abecma:

Breyanzi:
Carvykti:
Kymriah:
Tecartus:

Yescarta:



DHPC COMMUNICATION PLAN

Medicinal Abecma (idecabtagene vicleucel)
product(s)/active Lo
Breyanzi (lisocabtagene maraleucel)
substance(s)
Carvykti (ciltacabtagene autoleucel)
Kymriah (tisagenlecleucel)
Tecartus (brexucabtagene autoleucel)
Yescarta (axicabtagene ciloleucel)
Marketing Bristol-Myers Squibb Pharma EEIG (Abecma, Breyanzi)
authorisation Janssen-Cilag International NV (Carvykti)
-Ci rnati rvykti
holder(s) : v
Novartis Europharm Limited (Kymriah)
Kite Pharma EU B.V. (Tecartus, Yescarta)
All concerned marketing authorisation holders in each Member State are
strongly encouraged to collaborate, so that a single DHPC is prepared
and circulated in each Member State. It is encouraged that one of the
marketing authorisation holders in each Member State acts as the
contact point for the national competent authority, on behalf of the
other concerned marketing authorisation holders in the same Member
State.
Safety concern and Risk of secondary malignancy of T-cell origin
purpose of the
communication
DHPC recipients Oncologists and haematologists

The target group should be further defined at national level, in
agreement with the respective national competent authority.

Member States where All EU/EEA Member states
the DHPC will be
distributed

Timetable Date

DHPC and communication plan (in English) agreed by PRAC 13/06/2024
DHPC and communication plan (in English) agreed by CHMP  27/06/2024

Submission of translated DHPCs to the national competent 04/07/2024
authorities for review

Agreement of translations by national competent authorities 11/07/2024

Dissemination of DHPC 18/07/2024



