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Mantle Cell Lymphoma – Case Presentation
•Patient: 58-year-old male
•History: Hypertension, hyperlipidemia

•Symptoms:
•Fatigue
•Weight loss (8 kg / 6 months)
•Night sweats
•Painless lymphadenopathy

•Exam:
•Cervical, axillary, inguinal lymphadenopathy
•Splenomegaly

•Labs:
•Mild anemia (Hb 11.2 g/dL)
•Elevated LDH
•Normal renal/liver function

Imaging:
•Generalized lymphadenopathy
•Splenomegaly

BM Biopsy:
Histology: diffuse lymphoid proliferation
Immunophenotype: CD20+, CD5+, 
Cyclin D1+
Ki-67: 40%
TP53: wild-type

Diagnosis: 
Mantle Cell Lymphoma (Stage IVB, MIPI high-risk)

Nov 2020 
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1st relapse: MCL IVA BM, colon (TP53 wt)



Romancik, Jason, Cohen, Jonathon, Sequencing of Novel
Therapies for Mantle Cell Lymphoma- 10.1007/s11864-021-
00907-3. Current Treatment Options in Oncology
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What are the treatment options 
after BTK inhibitor failure?

What to do after BTK inhibitor 
failure?

What are the available 
treatment options after BTK 

inhibitor failure?
What alternative therapies 

are available?

What can I do now?



Poor outcome after BTKi failure



NON C’E’ NOTTE TANTO LUNGA E 
BUIA DA NON PERMETTERE AL 

SOLE DI RISORGERE  

Jim Morrison



Wang et al. JCO,2022 Jun 4;JCO2102370.

Associations with long-term benefits of KTE-X19:

ü high-peak CAR T-cell expansion in responders 

ü predictive value of minimal residual disease for relapse

Median DOR 28.2 months

Median PFS 25.8 months

Median OS 46.6 months

CAR-T cells therapy: KTE-X19 – ZUMA 2 trial



CAR-T cells therapy: 
Real World data

Dreger, P., Ahmed, S., Bazarbachi, A. et 
al. How we treat mantle cell lymphoma 

with cellular therapy in 2025: the European 
and American perspectives. Bone Marrow 

Transplant 60, 759–768 (2025).





Qual è un criterio clinico che può 
influenzare la scelta tra CAR-T e 

trattamenti farmacologici alternativi?
A) Età del paziente

B) Stato mutazionale
C) Comorbidità

D) Tutti i precedenti



FUTURE PERSPECTIVES

ØNovel BTK Inhibitor Platforms
ØBispecific : GLOFITAMAB

ØNovel CAR-T product : LISO-CEL
ØClinical trials



Novel CAR-T product : LISO-CEL





GLOBRYTE: A Phase III, Open-Label, 
Multicenter, Randomized Trial Evaluating
Glofitamab Monotherapy in Patients with 

Relapsed or Refractory Mantle Cell Lymphoma



Novel BTK Inhibitor 
Platforms: Is 

Rechallenge a Viable 
Option?

Michael Wang, et al. Ibrutinib Combined with
Venetoclax in Patients with Relapsed/Refractory
Mantle Cell Lymphoma: Primary Analysis Results
from the Randomized Phase 3 Sympatico Study.
Blood, Volume 142, Supplement 2, 2023, Page
LBA-2
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Quale combinazione terapeutica è stata 
studiata molto recentemente nei pazienti con 
MCL RR?
A) Lenalidomide + Dexametasone
B) Rituximab + CHOP
C) Ibrutinib + Venetoclax
D) Obinutuzumab + Idelalisib







ØThe therapeutic algorithm of MCL is rapidly evolving.

ØAs BTKi are moving to first line, R/R patient’s management will be a critical issue.

ØBTKi rechallenge shows promising activity, even after prior BTKi exposure.

ØCAR-T cell therapy represents a powerful option after BTKi failure, especially in
younger or fit patients, with durable responses.

ØGlofitamb is emerging as a promising off-the-shelf immunotherapy, showing high
response rates even in heavily pretreated patients post-BTKi.




