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LINFOMA MARGINALE

Ø III sottotipo di B-LNH più comune, II più frequente tra i B-LNH indolenti

Ø WHO identifica 3 sottotipi in base alla sede primaria di coinvolgimento
61% LNH marginale (MZ) extranodale (EMZL)
30% LNH marginale nodale (NMZL)
9%   LNH marginale splenico (SMZL)

Ø Eterogeneità clinica

Ø Incidenza aumenta con età



Efficacia di nuove potenziali linee di trattamento si basa prevalentemente su dati derivati
da trial clinici randomizzati costruiti per LNH B indolenti e quindi comprendenti per gran
parte pazienti affetti da linfoma follicolare e in minima parte da linfoma marginale
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BTK inhibitors: Past, Present and Future. Cool A. R. et al Trend Pharmacol Sci 2025



Bruton Tyrosine Kinase inhibitors in B-Cell Malignancies: Their Use and Differantial Features Shirley M. et al Target Oncology 2022



Targeting Bruton tyrosine kinase with ibrutinib in relapsed/refractory marginal zone lymphoma. Noy A. et al Blood 2017



Targeting Bruton tyrosine kinase with ibrutinib in relapsed/refractory marginal zone lymphoma. Noy A. et al Blood 2017



PFS mediana:
ü 13.8 mesi EMZL
ü 19.4 mesi SMZL
ü 8.3 mesi NMZL

Targeting Bruton tyrosine kinase with ibrutinib in relapsed/refractory marginal zone lymphoma. Noy A. et al Blood 2017



The Magnolia Trial: Zanubrutinib, a Next-Generation Bruton Tyrosine Kinase Inibithor, Demostrates Safety and Efficacy in Relapsed/Refractory
Marginal Zone Lymphoma. Opat S. et Clin Cancer Res 2021
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EFFICACIA
ORR 68.2% 

vs
48% Ibrutinib
49% Umbrasilib
54% Parsaclisib
65% R-Lenalidomide
76% Copanlisib

SICUREZZA
Incidenza sospensione per AE 5.9%    No riduzione dose

vs                                                                     vs
17% Ibrutinib 10% Ibrutinib
15.4% Umbrasilib 9.6% Umbrasilib
14.6% R-Lenalidomide 26% R-Lenalidomide

The Magnolia Trial: Zanubrutinib, a Next-Generation Bruton Tyrosine Kinase Inibithor, Demostrates Safety and Efficacy in Relapsed/Refractory
Marginal Zone Lymphoma. Opat S. et Clin Cancer Res 2021



BIOMARKER SUBSTUDY

Mutazione di geni associati a NF-kB pathway (MYD88 e NTFAIP3) 
sembrano migliorare PFS

Mutazioni acquisite di BTK e PLC2 precedono progressione di malattia

The Magnolia Trial: Zanubrutinib, a Next-Generation Bruton Tyrosine Kinase Inibithor, Demostrates Safety and Efficacy in Relapsed/Refractory
Marginal Zone Lymphoma. Opat S. et Clin Cancer Res 2021



BTK inhibitors: Past, Present and Future. Cool A. R. et al Trend Pharmacol Sci 2025
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Preclinical characterization of pirtobrutinib, a highly selective, noncovalent (reversible) BTK inhibitor. Gomez E. B. et al Blood 2023



BTK inhibitors: Past, Present and Future. Cool A. R. et al Trend Pharmacol Sci 2025





BTK Is the Target That Keeps on Giving: A Review of BTK-Degrader Drug Development, Clinical Data, anf Future Direction in CLL. 
Salvaris R. T. et al Cancer 2025



BTK degrader
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AUGMENT: A Phase III Study of Lenalidomide Plus Rituximab Versus Placebo Plus Rituximab in Relapsed or Refractory Indolent
Lymphoma. Leonard J. P. et al JCO 2019
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A Phase 2 study of the PI3K𝛿 inhinitor parsaclisib in relapsed and refractory marginal zone lymphoma (CITADEL-204). Philips T. J. et al 
Blood 2024



Three-year follow-up analysis of axicabtagene ciloleucel in relapsed/refractory indolent non-Hodgkin lymphoma (ZUMA-5). Neelapu S. S.et
al Blood 2024



Five-year Follow-up Analysis of ZUMA-5: Axicabtagene Ciloleucel in Relapsed/Refractory Indolent Non-Hodgkin Lymphoma. Neelapu S. S.et
al JCO 2025



Venetoclax

Sonrotoclax

Advances in the treatment of relapsed/refractory marginal zone lymphoma. Wang H. S.et al Frontiers 2024



Grazie per l’attenzione!


