LETTER TO THE EDITOR

CAR T-cell therapy for central nervous system
lymphomas: blood and cerebrospinal fluid biology, and

outcomes

Claire Lacan,"** Jonathan Caron,* Nadine Tarantino,' Baptiste Fouquet,* Mustapha Cherai,* Christophe Parizot,* Véronique Morel,? Laetitia
Souchet,? Madalina Uzunov,? Guy Gorochov,* Stéphanie Nguyen-Quoc,"? Elise Sourdeau,® Vincent Vieillard, Makoto Miyara,* Angélique Vinit,®
Silvia Solorzano,? Carole Soussain,” Caroline Houillier,® Carole Metz,® Brigitte Autran, Elena Litvinova,* Magali Le Garff-Tavernier,®® Frangoise
Norol,2 Damien Roos-Weil,2 Sylvain Choquet,? Amélie Guihot' and Marine Baron™?

'Sorbonne Université, INSERM U1135, CNRS EMR 8255, CIMI-Paris; 2Sorbonne Université, Department of Clinical Hematology, AP-HP, Pitié-
Salpétriére Hospital; *Centre de Recherche des Cordeliers, INSERM, Cell Death and Drug Resistance in Lymphoproliferative Disorders Team,
Sorbonne Université, Université Sorbonne Paris Cité, Université Paris Descartes, Université Paris Diderot; *Sorbonne Université, Department
of Immunology, AP-HP, Pitié- Salpétriere Hospital; Sorbonne Université, Department of Biological Hematology, AP-HP, Pitié- Salpétriere
Hospital; ®*Sorbonne Université, UMS37-PASS, Plateforme de Cytométrie CyPS, Pitié-Salpétriere Hospital; "Hematology Unit, Institut Curie,
Site de Saint-Cloud et Center for Cancer Immunotherapy, Institut Curie, PSL Research University, INSERM U932; 8Sorbonne Université,
INSERM, CNRS, UMR S 1127, Institut du Cerveau, ICM, Department of Neurology 2-Mazarin, AP-HP, Pitié Salpétriere Hospital and °Sorbonne
Université, Unité REQPHARM, Pharmacie a Usage Intérieur, AP-HP, Pitié- Salpétriere Hospital, Paris France

“CL and JC contributed equally as first authors.

Correspondence:
M. BARON - marine.baron@aphp.fr

https://doi.org/10.3324/haematol.2023.282875



Supplementary Table

SUPPLEMENTARY MATERIAL

Table 1. Clinical characteristics, responses and outcomes.
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Abbreviations: Mo: month; M; month; CSF: cerebrospinal fluid; ASCT: autologous stem cell
transplantation; CRS: cytokine release syndrome; ICAN: immune effector cell-associated
neurotoxicity syndrome; M: month; PCNSL; primary central nervous system lymphoma;
SCNSL.: secondary central nervous system lymphoma; CR: complete response; PR: partial

response; PD: progressive disease.
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Supplementary Figure 1. Peripheral CAR-T cell expansion. A. Individual profiles of CAR-

T cells expansion (logio copies/10"® PBMC) for each patient, B. Infused CAR-T cells copies

number in R and NR patients, C. CAR-T cells expansion peak (copies/10¢ PBMC) in R and

NR patients, D. Area under the curve (AUC) of CAR-T cells (copies/10¢ PBMC) during the

first 3 months in R and NR patients. Mann-Whitney test. Red color denotes R patients, circle

plots denote the patients with PCNSL and triangle plots the patients with SCNSL. R, responder

patients; NR; non responder patients; AUC, area under the curve. The responder patients were

defined with CR or PR at M3 without new treatment.
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Supplementary Figure 2. CAR-T cell functionality and homing markers expression. The
thawed PBMC of 16 patients on the day of the expansion peak were stimulated with Raji cell
line during 5 hours and were then stained with anti: CD107a APC-R700, biotin-PE, CD3-
APC780, CD8-BV605, CCR5-BV650, CCR6-BV700 and CD69-PE-CF594. The intracellular
cytokine staining and the expression of CD107a were evaluated on CD8+ (gated on
CD3+CD8+ cells) and CD4+ (gated on CD3+CD8- cells) T cells after subtraction of the
negative control. .A. Production of IFN-y and expression of CD107a by CD4" (left panel) and
CD8" (right panel) CAR-T cells. B. Expression of CCR5 (left panel) or CCR6 (right panel) on
CD8* CAR-T cells after stimulation with Raji cells (circle plots), on non-CAR-T cells after
stimulation with Raji cells (square plots) or on CAR-T cells without any stimulation (triangle

plots). For the stimulation with Raji cells, thawed PBMC were stimulated during 5 hours.
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Mann-Whitney test. C. Expression of CCR5 (left panel) and CCR6 (right panel) on CD8* CAR-
T cells depending on response status. Red color denotes responder patients, black color denotes

non responder patients. R: responder patients, NR: non responder patients



