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Anti—-B-Cell Monoclonal Antibody Treatment of Severe Posttransplant
B-Lymphoproliferative Disorder: Prognostic Factors and Long-Term Outcome

By Malika Benkerrou, Jean-Philippe Jais, Veronique Leblond, Anne Durandy, Laurent Sutton, Pierre Bordigoni, BIOOd 1998
Jane Luce Garnier, Jerome Le Bidois, Frangoise Le Deist, Stephane Blanche, and Alain Fischer
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Multicenter Study > J Clin Oncol. 2001 Feb 1;19(3):772-8. doi: 10.1200/JC0.2001.19.3.772.

Identification of prognostic factors in 61 patients
with posttransplantation lymphoproliferative
disorders

V Leblond 1, N Dhedin, M F Mamzer Bruneel, S Choquet, O Hermine, R Porcher, S Nguyen Quoc,
F Davi, F Charlotte, R Dorent, B Barrou, J P Vernant, M Raphael, V Levy
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CLIMICAL TRIALS AND OBSERVATIOMNS

Efficacy and safety of rituximab in B-cell post-transplantation lymphoproliferative
disorders: results of a prospective multicenter phase 2 study

Syhain Choquet, Vieronigue Leblond, Haoul Herbrecht, Gérard Socié, Anne-Marie Sioppa, Peter Vandenberghe, Alain Fischer,

Franck Morschhauser, Gilles Salles, Walter Feremana, Etienne Vilmer, Marnie-Moslle Peraldi, Philippe Lang, Ywon Lebranchu,

Enc Cksenhendler, Jeanne Luce Gamier, Thiemy Lamy, Amauwd Jaccard, Auwgusiin Ferrant, Fritz Ofiner, Olvier Hermine, Anne Maoreau, Blood 2006
Samira Fafi-Kremer, Patrice Morand, Lucienne Chatenowd, Mathalie Bermiod-Varoqueaux, Loic Bergougnoux, and Moel Milpied
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Sequential treatment with rituximab followed by CHOP
chemotherapy in adult B-cell post-transplant
lymphoproliferative disorder (PTLD): the prospective
international multicentre phase 2 PTLD-1 trial

Ralf Trappe. Stephan Oertel, Veronique Leblond, Peter Mollee, Monica Sender, Petra Reinke, Ruth Neuhaus, Hans Lehmkuhli, Heinz August Horst,
Gilles Salles, Franck Morschhauser, Arnaud Jaccard, Thierry Lamy, Malte Leithduser, Heiner Zimmermann, loannis Anagnostopoulo

Martine Raphael, Hanno Riess, Sylvain Choquet, for the German PTLD Study Group and the European PTLD Network Lancet Oncol 2012:-13: 196-206
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> J Clin Oncol. 2013 Apr 1;31(10):1302-9. doi: 10.1200/JC0.2012.43.2344. Epub 2013 Feb 19.

Post-transplantation lymphoproliferative disorder
after kidney transplantation: report of a nationwide
French registry and the development of a new

American Journal of Transplantation 2013; XX: 1=11 @ Copyright 2003 The American Sociery of Translantation

pIDgIlO StiC SCO I'e Wiley Penodicals Inc.

Sophie Caillard 1, Raphael Porcher, Frangois Provot, Jacques Dantal, Sylvain Choquet,
Antoine Durrbach, Emmanuel Maorelon, Valérie Moal, Benedicte Janbon, Eric Alamartine,
Claire Pouteil Noble, Delphine Morel, Nassim Kamar, Matthias Buchler, Marie France Mamzer,

and the American Society of Transplant Surgeons

dot: 10.1002/2jt.12211

Primary CNS Posttransplant Lymphoproliferative

Marie Noelle Peraldi, Christian Hiesse, Edith Renoult, Olivier Toupance, Jean Philippe Rerolle, Disease (PTLD): An International Report of
Sylvie Delmas, Philippe Lang, Yvon Lebranchu, Anne Elisabeth Heng, Jean Michel Rebibou, 84 Cases in the Modern Era

Christiane Mousson, Denis Glotz, Joseph Rivalan, Antoine Thierry, Isabelle Etienne,
Marie Christine Moal, Laetitia Albano, Jean Francois Subra, Nacera Ouali, Pierre Francois Westeel,
Michel Delahousse, Robert Genin, Bruno Hurault de Ligny, Bruno Moulin

Comment > Transplantation. 2013 Aug 15;96(3):218-9. doi: 10.1097/TP.0b013e31829b0868.

Early and late posttransplant lymphoproliferative
disorder after lung transplantation--34 cases from
the European PTLD Network

Heiner Zimmermann, Sylvain Choquet, Daan Dierickx, Martin H Dreyling, John Moore,
Angelika Valentin, Jana K Striefler, Hanno Riess, Veronique Leblond, Ralf Ulrich Trappe

PMID: 23917690 DOI: 10.1097/TP.0b013e31829b0868
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VOLUME 35 - MUMBER 5 - FEBERUARY 10, 2017

JOURNAL OF CLINICAL ONCOLOGY ORIGINAL REPORT

Response to Rituximab Induction Is a Predictive Marker in
B-Cell Post-Transplant Lymphoproliferative Disorder and
Allows Successful Stratification Into Rituximab or R-CHOP

Consolidation in an International, Prospective, Multicenter
Phase II Trial

Ralf U. Trappe, Daan Dierickx, Heiner Zummermann, Frande Morschhauser, Peter Mollee, Jan M. Zaucha,
Martin H. Dreling, Ulrich Diihrsen, Petra Reinke, Gregor Verhoef, Marion Subklewe, Andreas Hiittmann,
Thomas Tousseyn, Gilles Salles, Volker Kliem, Ingeborg A Hauser, Corrado Tarella, Eric Van Den Neste,
Ohrvier Gheysens, Toannis Anagnostopoulos, Veronique Leblond, Hanno Riess, and Sylvain Chogquet



Traitement avant 2025 des LPT CD20+

Rituximab | (day 1)
Rituximab Il (day 8)
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CT staging:
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Trappe RU et al. JCO 2017
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Tabelecleucel for allogeneic haematopoietic stem-cell or
solid organ transplant recipients with Epstein-Barr virus-
positive post-transplant lymphoproliferative disease after
failure of rituximab or rituximab and chemotherapy
(ALLELE): a phase 3, multicentre, open-label trial

Kris Michael Mahadeo, Robert Baiocchi, Amer Beitinjaneh, Sridhar Chaganti, Sylvain Choquet, Daan Dierickx, Rajani Dinavahi, Xinyuan Duan,
Laurence Gamelin, Armin Ghobadi, Norma Guzman-Becerra, Manher Joshi, Aditi Mehta, Willis H Navarro, Sarah Nikiforow, Richard | O'Reilly,

Ran Reshef, Fiona Ruiz, Tassja Spindler, Susan Prockop Lancet Oncol 2024: 25: 376-87
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Epstein-Barr virus and immune status imprint the

immunogenomics of non-Hodgkin lymphomas occurring

in immune-suppressed environments

Marine Baron}** Karim Labreche,® Marianne Veyri,** Nathalie Désiré,* Amira Bouzidi,®* Fatou
Seck-Thiam,* Frédéric Charlotte.® Alice Rousseau, Véronigque Morin, Cécilia Nakid-Cordero]
Baptiste Abbar Alberto Picca, Marie Le Cann,” Noureddine Balegroune,? Nicolas Gauthier,?
loannis Theodorou,? Mehdi Touat,® Véronigque Morel,? Franck Bielle® Assia Samri] Agusti
Alentorn,? Marc Sanson,? Damien Roos-Weil,2 Corinne Haioun," Elsa Poullot,” Anne Langlois
de Septenville® Frédéric Davi® Amélie Guihot! Pierre-Yves Boelle,? Véronique Leblond,?
Florence Coulet Jean-Philippe Spano,* Sylvain Choquet,? and Brigitte Autran™ on behalf
the IDeATlon study group. |1DeATlon study group: Baptiste Abbar,* Isabelle Brocheriou,®
Jacques Cadranel® Jérébme Denis,® Erell Guillerm,;® Ahmed Ibdaih,? Stéphanie Jouannet,®
Jean-Marec Lacorte,? Anne-Geneviéve Marcelin® Alberto Picca,? Kahina Belkhir® and Cécilia
Nakid-Cordero?

Haematologica 2024



Paysage mutationnel selon le statut EBV
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Spécificité mutationnelle : EBV+ vs EBV-
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Répartition des anatomopathologies
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Registre K-virogref : facteurs pronostiques
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Registre K-virogref : facteurs pronostiques

100% A
75% A
=t W

| 50% A

| CNS-PTLD
25% A

0S-5 years p<0.001
0% A
(') 365 7§O 10l95 14'60 18l25

100%

75%

50% ~

25% -

0%

Chemotherapy
0S - 5 years p=0.044
365 730 1095 1460 1825




Interprétation des réponses IRM des LPT SNC

Shulz N et al. J Neurooncol 2024



Facteurs prédictifs de la réponse au rituximab +/- chimio

Univariate Analysis Multivariate Analysis

F Odd Ratio P Odd Ratio
Clinical data
Ape 0.954
Sex 0.535
PS5 ECOG =2 0123
B symphons 0.036" 2.95 0.08 260
(1.06-8.21) (0,897 56)
Lymphoma characteristics
Histology 0.508
EBER 0.539
Stage 0.976
Extranodal organs 0.088 2.58
invalved =2 (0.85-7.78)
Biological results
LOH =M 0.834
B2m 0.693
Albumin 0142
Prognostic scores
IPl =3 0.278
MCCN-IP 24 0.2
[ransplantation related data
Time between 0.298
transplantation and
PTLD
Ape at 0.287
tramsplantation
Multiple 0497
transplantation
Graft involvement 0.670
Reduction of 1.000
immundsuppression
PET measurements
TMTV 0.031" 1.00
{1.00-1.00)
TMTV =135 mi 0.00g" 413 D.022* 3.1
(1.3912.27) (1.21-11.38)
TTLG 0.070 1.00
{1.00-1.00

Morland D et al. Hemasphere 2023



Brentuximab-Vedotin : vraie vie
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PRIMER I

Post-transplant lymphoproliferative
disorders

Vikas R. Dharnidharka’, Angela C. Webster®, Qlivia M. Martinez®, Jutta K. Preiksaitis®,
Veronique Leblond* and Syivain Choguets

Abstract | Post-transplant lymphoproliferative disorders (FTLDs) are a group of conditions that involve
uncontrolled proliferation of lymphoid cells as a consequence of extrinzic immunosuppression after
organ or haematopoistic stem cell transplant. FTLDs show somie similarities to classic ymphomasin
the non-immunosuppressed general population. The oncogenic Epstein—Barr virus (EBVY) is a key

pathogenic driver in many earty-onset cases,. through multiple mechanisms. The incidence of FTLD
varies with the type of transplant; a clear distinction should therefors be made betwesn the
conditions after solid organ transplant and after haematopoistic stem cell transplant. Recipient EBEY
sergnegativity and the intensity of immunosuppression are among key risk factors. Symptoms and
zsigns depend on the localization of the lymphoid masses. Diagnosis requires histopatholegy, although
imaging technigues can provide additional supportive evidence. Pre-emptive intervention based on
mznitoring EBY levels in blood has emerged as the preferred strategy for FTLD prewvention. Treatment
of established dizeass includes reduction of immunozuppression and/or sdministration of rituximab
{a B cell-zpecific antibody against CD20). chemotherapy and EBV-specific cytotoxic T cells. Despite
these strategies, the mortality and morbidity remains considerable. Patient outcome is influenced by
the severity of pressntation, treatment-related complications and risk of allograft loss. New innovative

treatment options hold promiss for changing the cutlook in the future.

MATURE REVIEWS | DISEASE PRIMERS VOLUME 2| 201862



PRIMEVIEW
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Nouvelles propositions de recommandations

LYMPHOID NEQOPLASIA

Comment on Chaganti et al, page 392

Treatment of PTLD: a slow
and difficult path

Sylvain Choquet | Pitié-Salpétriére Hospital, Assistance Publiqgue—Hopitaux de
Paris, and Sorbonne Université

In this issue of Blood," Chaganti et al present the results of a phase 2 study
(TIDaL) combining ibrutinib with rek-stratified therapy as first-line treatment
of CD20™ posttransplant lymphoproliferations (PTLDs). The goal of the study
was to increase the complete remission (CR) rate after initial therapy to at
least 40% using a 7-week cycle of continuous once-daily oral ibrutinib, 560 mg,
with 4 doses of weekly rituximab (IR).

CD20+ Lymphoma and polymorphic PTLD

Decrease of IS

Ritux QW = 4
CR or
Yes PR and Mo
l IPl <3 l
Ritux Q3W = 4 RCHOP Q3W = 4
N ¥
CR No —»
v
IC treatments
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v’ Revue de la littérature

v’ Recommandations publiées

v’ Commentaire et propositions des experts

v' Recommandations

Levels of evidence

Evidence from at least one large mndomized, controlled trial of good
methodological quaity (low potential for bias) or meta-analyses of
well-conducted randomized trials without heterogeneity

Small mndomized trials or large randomized trials with a suspidon of bias
lower methodological quality] or meta-analyses of such trials or of
trials with demonstrated heterogeneity

Prospedive cohort studies
Retrospedive cohort studies or case-control studies

Studies without control group, case reports, and experts’ opinions

Grodes of recommendation

A

B

C

Strong evidence for efficacy with a substantial dinical benefit, strongly
recommended

Strong or modemte evidence forefficacy but with a limited clinical benefit,
generally recommended

Insuffident evidence for efficacy or benefit does not outweigh the risk or
the disadvantages (adverse events, costs, etc), optional

Moderate evidence against effiacy or for adverse outcome, generally not
recommended

Strong evidence against efficacy or for adverse outcome, never
recommended

Recommendations

EBV viral load measurement should be performed on whole blood (I, A).
Viral load monitoring for a given patient should be conducted in the same
laboratory using the same technique (lll, B).

EBV viral load may be expressed either in copies/mL or in lU/mL (lll, B).
When viral load comparisons between different laboratories are required,
results should preferably be expressed in IU/mL (I, B).

EBV viral load monitoring is necessary in patients at high risk for PTLD (e.g.,
EBV D+R-, high-risk post-HSCT according to Storek 2023, and intestinal
transplant recipients) (Ill, A).

In high-risk patients, EBV viral load monitoring should be performed weekly
during the first 3-4 months, every two weeks until month 6, and then monthly
until the end of the first post-transplant year (V, B).

In patients at moderate or low risk, if EBV viral load monitoring is performed,
it should be carried out monthly until month 6 and then every three months
until the end of the first post-transplant year (\V, C).

In children under one year of age, monitoring should follow the same
schedule as for moderate- or low-risk patients (V, C).

No consensus exists regarding the threshold for initiating preemptive
therapy; however, a level 2100,000 copies/mL for SOT recipients or an
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