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Break the mold in young MCL patients

• ASCT: dead or alive? (its long-term efficacy was demonstrated in 

the pre-rituximab and pre-cytarabine era)

• Is risk-adapted treatment in MCL feasible?

• Is tailored monitoring in MCL feasible?

Martin Dreyling, Blood 2005
Anna-Katharina Zoellner, The Lancet Haematology
2021



Blood exams: WBC 4000 
Hb 14.2 PLTs 155.000 
LDH increased

Nodal biopsy: classic mantle cell lymphoma
CCND1- CD5+ SOX11+ Ki67 30% TP53 WT
AM: 30% MCL infiltration,  t(11:14)+ MCL Stage IV, 

MIPI IR MIPIc HR

•Previous smoker - Fit
•Familiarity for colo-rectal cancer
•Lawyer
• January 2024: weight loss, onset of palpable
adenopathies

Male, 46 y.o.

PET scan: FDG uptake in supra and sub-diaphragmatic
adenopathies (SUV Max 9) and spleen (SUV 6)



Best treatment option ?

• 6 R-CHOP/R-DHAP + ASCT + RITUXIMAB MAINTENANCE

• 6 R-CHOP+IBRUTINIB/R-DHAP (ARM I TRIANGLE) + IR MAINTENANCE

• 6 R-CHOP+IBRUTINIB/R-DHAP + ASCT (ARM A+I TRIANGLE) + IR 

MAINTENANCE

• 6 R-BAC

https://www.slido.com Codice: 3546 320

https://www.slido.com/


Blood exams: WBC 
7000 Hb 14 PLTs 
200.000 cr 0.92 LDH 
2000

Nodal biopsy: pleomorphic
mantle cell lymphoma
CCND1+ CD5+ SOX11+ 
Ki67 50% p53 IHC 50% 
TP53 mut.

MCL Stage IV, 
MIPIc HR

•Fit
•Engineer
•March 2024: onset of palpable adenopathies

Male, 50 y.o.

PET scan: multiple supra and sub-diaphragmatic adenopathies 
(SUV Max 9)



Best treatment option ? (clinical trial not available)

• 6 R-CHOP/R-DHAP + ASCT + RITUXIMAB MAINTENANCE

• 6 R-CHOP+IBRUTINIB/R-DHAP (ARM I TRIANGLE) + IR MAINTENANCE

• 6 R-CHOP+IBRUTINIB/R-DHAP + ASCT (ARM A+I TRIANGLE) + IR 

MAINTENANCE

• 6 R-BAC

https://www.slido.com Codice: 3546 320

https://www.slido.com/


• TRM up to 6%

• Major adverse events are 

infectious (neutropenic 

fever, pneumonia) and 

gastrointestinal (10%–15% 

of patients)
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• Retrospective data from 4,216 
patients with mantle cell lymphoma in 
the Flatiron Health electronic record-
derived deidentified database 
diagnosed between 2011 and 2021, 
mostly in US

• Validation in an independent cohort of 
1,168 patients from 12 academic 
centers.  

• rwTTNT and OS in the ASCT-eligible 
cohort by ASCT status (yes v no) in the 
Flatiron cohort; 

June 28, 2022
Flatiron cohort

P=0,10 P=0,4

Validation cohort

P=0,32 P=0,039
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What is the optimal age cut-off 
for the new intensive induction 

therapy that omits ASCT in 
MCL?
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• After adjusting p53 for MIPI, Ki67 
and cytology, the discrimination 
remained significant in arm I (> 50% 
vs. ≤ 50% I: HR: 2.18, p = 0.026), but 
not in A+I (HR: 1.64, p = 0.2). 

• The prognostic value of established 
biological factors (high Ki-67, p53 
alterations) seems to be partly 
overcome by ASCT and ibrutinib, 
suggesting a synergistic potential of 
this combination in high-risk 
patients.

Poster @ICML 2025 –
First published: 16 June 2025



Landmark analysis during maintenance therapy

MRD at EOI
June 2025

• MRD at EOI also significantly 
correlated with time to 
progression (TTP) in arms A 
and A+I, but not in arm I 

• Landmark analysis confirmed 
the prognostic value of MRD 
during maintenance, peaking 
at 12–18 months.



• Median age was 68 (29-82) years
• 2-year progression-free 72%
• 2-year overall survival 76%

• Common Aes low grade and included diarrhea (64%), neutropenia 
(32%), and infusion-related reactions (24%). 

Median follow-up of 28.2 months
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3 RTX ODHA alternating 3 RTX CHOP à PMR
(March 2022)

Ibrutinib à CMR
(Aug 2022)

MCL relapse with palpable
abdominal mass (Jan 2024) 

Radiotherapy + CAR-T (PMR)

R-BAC (PMR)

Glofitamab (SD)

Pirtobrutinib (SD) 
Venetoclax (SD) 

Allo-HSCT 

How is going our young MCL patient ?



Take-home messages
• In standard-risk younger patients with MCL, frontline treatment 

should follow arm I of the TRIANGLE trial (optimal age cut-off for 
intensive chemotherapy?)

• High-risk MCL younger patients might still benefit from ASCT, but 
ongoing trials of chemo-free regimens (potentially including CAR-T cell 
therapy) are likely to define the most effective options in the near 
future.

• Rituximab maintenance remains effective even after ibrutinib has 
been used in the frontline setting.

• Although currently not yet applied routinely, MRD assessment 
remains a valuable predictor of MCL progression, and MRD+ patients 
may benefit from additional therapeutic interventions.
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