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Clinical case
Diagnosed with congenital Becker's
muscular dystrophy (aged 3)

Family history of Becker's MD:
Mother was a healthy carrier, brother
had a less severe form of the disease

Background >
,Q Dilated cardiomyopathy
Age 2 - Placed on the heart transplant list
33 years f
8 Heart fransplant
Sex 5 W Immuncsuppressed with
Male () cyclosporine and gzathiopring.
E Paraplegia

Restrictive dysventilatory lung deficit
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Mild dysphagia to liquids due to a
m_. reduction in tongue strength
Mild cegnitive problems

Non-infectious complications

Before heart Post EBV+ PTLD First line Second line
fransplant transplant diagnosis tfreatment tfreatment
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Clinical case

___________________________________________________________________________________________________________________________________________

Presenting symptoms: Blood tests:

*abdominal pain, no B sympioms *Normal blood counts
Performance status: - Normal renal and hepatic tests
ECOG 4 . LDH: normal

Abdominal CT scan: . EBV: 30.891 U.l./m

-+ overdistention of jejunal and first ileal loops e

* invagination of ileal loops Laparotomy:

20 cm ileal resection + lymph nodes biops
* many enlarged lvmph nodes up to 4 cm FeQ [eaRGiion + el NOTes DIR2Y.

MAAAARAAAAAS e

Before Post EBV+ PTLD First line Second line
transplant transplant diagnosis freatment treatment
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Clinical case

ceClscan ['8F]FDG PET/CT scan

* persistance of mesentheric lymph nodes up to 4 cm » marked accumulation of the tracer mainly anterior
* Kidneys of normal size with some focal bilateral to the kidneyv (SUV max 36.7) where CT showed
hypodense alterations, suspected to be neoplastic. adenopaties

B
Before
tfransplant

Post EBV+ PTLD First line Second line
fransplant diagnosis tfreatment freatment
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First line treatment

['®F]FDG PET/CT

PRE
Treatment details

Rituximab monotherapy

Treatment duration

4 times once a week

no hematological/extra-hematological toxicities

Before Post EBV+ PTLD First line Second line
transplant transplant diagnosis freatment treatment
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Tabelecleucel is an allogeneic T-cell mmunotherapy
licensed for the treatment of relapsed/refractory EBV+ PTLD!

Tabelecleucel is indicated:!

As monotherapy for the freatment of adult and paediatric patients 2 years of age
and older with relapsed or refractory EBV+ PTLD who have received at least one
prior therapy

For SOT patients, prior therapy includes chemotherapy unless chemotherapy is

inappropriate

. /

Tabelecleucel is licensed in Europe, including the UK and Switzerland in the outlined indication*= and is not currently
marketed in Italy.

An observational, real world Post-Authorisation Safety Study (PASS) called EBVOLVE is underway, data will be
submitted to the EMA’s Pharmacovigilance Risk Assessment Committee (PRAC) upon completion.

~BV@LVE

EBV+, Epstein Barr virus pasitive; EU, European Union; PTLD, post-transplant lymphoproliferative disorder; SOT, solid organ transplantation.

1. tabelecleucel EU SmPC; 2. tgbeleciaucel UK SmPC; 3. 1abelecleucel CH SmPC
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Manufacturing of tabelecleucel

Tabelecleucel is manufactured from healthy EBV+ donors with diverse HLA profiles to produce

expanded CIL lots that are characterised by EBV-specific cylotoxicity and HLA restriction'

oy Co-culture
collected P Expansion .
from EBV+ Donor i:ffeEcli\é;i of g:ljﬁ-EBV c:mprleh'ensflive
i characterization
donor T-cells APCe Clls
b and T-cells
€oet®

@
P

! ~ &% TN\ ¥
| e o5 o%c W Q
> @ A4

& W Including EBV
EBV-infected cytotoxicity, HLA
-infecie - .
donor B-cells restrlchor) gnd
allogenicity,

functioning as APCs

No genetic modification of T-cells

CD4/3, cluster of aifferentiation 4/8; DNA, deoxynucleic acid; EBV, Epstein-Barr virus; EBV+, Epstein Barr virus positive; FasL, f?i igand; HLA, human leukocyte antfigen;
PTLD, post-transplant lymphoproliferative disease; TCR, T-cell receptor.
1. Prockop §, et al. Biol Blood Marrow Transplant. 2018:24(3_suppl|:541-842; 2. Prockop §, et al. J Clin Oncol. 2014:34(15_suppl|:Abstract 3012;

3. iabelecieucel EU SUmmary of froduct Characteristics.
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How to establish the suspected origin of EBV+ PTLD disease

The suspected origin of the disease is required to ensure an appropriate tabelecleucel lot is selected from the
biobank. This is based on HLA restriction matched to the patient’s disease and overall HLA allele profile

BEST OPTION = obtain high resolution HLA typing of the disease biopsy

If high resolution HLA fyping is not available, the origin of the disease must be defined:

If the patient and donor If the patient and donor
gender are matched: gender are mis-matched:

Use clinical assumptions:
Patient/donor EBV serostatus before transplant
Timing of PTLD diagnosis from transplant

Disease location (eq. organ involvement
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Tabelecleucel mechanism of action

1. Tabelecleucel infusion'-2

2. Trafficking and homing
to PTLD tumor, and
recognition of EBV antigens'-2

3. Induce lysis of
EBV+ cancer cells'2

Patient
with PTLD

Tabelecleucel enters
the blood stream and
traffics to the EBV+
tumor

Patient Y X
with PTLD :

L))
O [
EBV-specific T-

cell

Malignant EBV-
infected B-cell

it
TCR s

Pepfide / Granzyme
HLA class |

g SIS TSI ISITIRITINY
EBV-infecred .
B-cell optotic

CD4/8, cluster of differentigtion 4/8; DNA, deoxynucleic acid; EBV, Epstein-Barr virus; EBV+, Epstein Barr virus positive; Fasl, fas ligand: HLA, human leukocyte antigen; PTLD, post-transplant

lympﬁoproliferative‘d‘r‘;'éa:E:?CR.‘T’-cel[ receptor.
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Tabelecleucel administration schedule!

One cycle = 35 days Next cycle
Tabelecleucel Response Assessment
injection: 2.0 x 10¢
cells/kg °-°-@—@_@ °-®-@-
Responder

Same Lot

1 cycle = 3 injections = 3 boxes | ¢ . ¢ \ ¢
Non
| | -
[eSponders @Q e @

Tabelecleucel is administered in the hospital via
a 5-10 minute intravenous injection

Switch Lot
* Number of cycles and lot used for subsequent
cycles are determined by the response to G In case of best response or switch not possible:
treatment stop treatment®

*3e31 responsa: two consecutive CRs or three consecutive PRs.!

CR, compiate response; HLA, human leukocyte antigen; PR, partial response.

1. tabelecleucel EU SmPC
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Tabelecleucel freatment algorithm
The Switch and Stop Criteria are determined by the response to
treatment’

CR Administer another cycle with the same HLA restriction. If the patient achieves 2 consecutive
CRs (maximal response), no further freatment with tabelecleucel is recommended

Administer another cycle with the same HLA restriction. If the patient achieves 3 consecutive
PRs (maximal response), no further treatment with tabelecleucel is recommended

Administer another cycle with the same HLA restriction. If the subsequent cycle resulis in a
second SD, administer tabelecleucel with a different HLA restriction

Administer another cycle with a different HLA restriction

Administer another cycle with the same HLA restriction. If the subsequent cycle results in a
second IR, administer tabelecleucel with a different HLA restriction

*CR ot the end of a cycle, followad Dy PR or other response ot any subsaquent cycle, is consideraa PD.
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Second line freatment: Tabelecleucel

@ PR SD @ @ /—\

ABDOMEN ABDOMEN
|‘ T [ [ o o IIfLTmomiII o III N / III \ l
Rituximab . )
Tafityaces sicycle,  Secondcycle Third cycle Fourth cycle
13/11/2023
16/01/2024 21/02/2024 10/04/2024
i%ﬁﬁgg 2350152024 28/02/2024 17/04/2024 g;;g‘;ﬁggj
- - 30/01/2024 06/03/2024 06/03/2024
Mini R C(O)MP 09/05/2024
22 /122023

Stop Immunosuppression Restart Immunosuppression

Before Post EBV+ PTLD First line Second line
transplant transplant diagnosis treatment freatment

No Toxicities

~~~~~~~~~~~~~~~~~
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TC-PET response
After the third cycle of
Tabelecleucel

TC-PET after Rituximab




