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Clinical scores

Minimal Residual 
Disease (MRD)

CONVENTIONAL SCORES INNOVATIVE SCORES

POD24
Biological predictors

NOW.. CAN I PREDICT HIGH RISK DISEASE?



Kumar et al. American Society of Clinical Oncology 
Educational Book 42 (May 13, 2022) 614-628.



Ferrero S, et al. KMT2D mutations and TP53 disruptions are poor prognostic
biomarkers in mantle cell lymphoma receiving high-dose therapy: a FIL study. 
Haematologica. 2020 Jun;105(6):1604-1612.
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IS THE PROGNOSTIC VALUE OF MRD DETECTION IN MCL 
STILL AN ISSUE? 
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MRD IMPACT ON TTP, MEASURED BY RQ-PCR 
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TAVARO ZZI R ET AL, HEMASPHERE, 2025



BM PB

TTP HR 95%CI p HR 95%CI p

Positive (ref) 1 - - 1 - -

1 cumulative negativity 1.13 0.51,2.50 0.766 0.74 0.31,1.76 0.493

2 cumulative 

negativities

0.47 0.17,1.25 0.129 0.96 0.45,2.02 0.909

3 or more negativities 0.35 0.16,0.73 0.005 0.42 0.19,0.90 0.025

OS ANALYSIS ACCORDING TO CUMULATIVE NEGATIVITY RESULTS

BM, PB 

RQ-PCR

TAVARO ZZI R ET AL, HEMASPHERE, 2025



➢ HIGH-RISK MCL PATIENT

➢ HOW I TREAT MCL PATIENTS (1L)? – WHERE 
ARE WE NOW?

➢ HOW I TREAT MCL PATIENTS (R/R)?



Romancik, Jason, Cohen, Jonathon, Sequencing of Novel
Therapies for Mantle Cell Lymphoma- 10.1007/s11864-021-

00907-3. Current Treatment Options in Oncology

PRE-TRIANGLE 

ERA



TRIANGLE: Trial Design

MCL patients

▪ previously untreated

▪ stage II-IV

▪ younger than 66 years

▪ suitable for HD-AraC

and ASCT

▪ECOG 0-2

▪Primary outcome: FFS

▪Secondary

outcomes:

▪ Response rates

▪ PFS, RD

▪OS

▪ Safety

R maintenance was added following national guidelines in all 3 trial arms

Dreyling M, et al. Lancet. 2024 May 25;403(10441):2293-2306.



RANDOMIZED POPULATION 

FFS FROM RANDOMIZATION (ITT ANALYSIS) 

FFS Superiority of A+I vs. A FFS Superiority of A vs. I FFS Superiority of A+I vs. I

Dreyling M, et al. ASH 2024



TRIANGLE: No FFS Superiority of A+I vs. I

▪ trend towards superiority 

of A+I over I in patients 

in high risk patients:

- Ki-67 >30%

- blastoid cytology or

- high p53 expression

Dreyling M, et al. ASH 2024



▪4-year OS:

▪A: 81%

(MCL Younger exp.: 80%)

▪A+I: 88%

▪ I: 90%

▪ two-sided test, ( = 5%):

▪A vs. I: p=0.0019, HR: 0.565

▪A vs. A+I: p=0.0036, HR I: 0.587

▪A+I vs. I: ongoing

TRIANGLE: Overall survival

Dreyling M, et al. ASH 2024



Arm A: PFS Arm A+I: PFS Arm I: PFS

➢ Rm does not significantly extend OS

Blood (2024) 144 (Supplement 1): 237.

WHAT DO WE KNOW ABOUT RITUXIMAB 
MAINTENANCE (Rm) IMPACT ON SURVIVAL?



MCL Treatment: The Horizon for MCL

❖ SHINE trial: BR + ibrutinib until PD
❖ ECHO: BR + acalabrutinib until PD

❖ ENRICH: Ibrutinib-R vs. BR/R-CHOP
❖ VR-BAC: venetoclax consolidation after

R-BAC

Trials of relevance for an elderly population 

❖ MANGROVE: Zanubrutinib-R vs. BR

❖ VIRAL: VR+ibrutinib vs V+R-benda+ibrutinib

PUBLISHED RESULTS

PENDING RESULTS

ONGOING TRIAL



N Engl J Med 2022





PRESENTE.PASSATO,FUTURO
di Ruxi Dalmazio

HIGH-RISK PERSPECTIVES



Carlo Visco, et al. Rituximab, Bendamustine and Cytarabine Followed By Venetoclax
(V-RBAC) in High-Risk Older Patients with Mantle Cell Lymphoma: A Phase 2 Study
By the Fondazione Italiana Linfomi (FIL). Blood (2023) 142 (Supplement 1): 737.

V-RBAC



• 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



Clinical Protocol 

CARMAN

Early treatment intensification in patients with high-risk Mantle Cell Lymphoma 

using CAR-T-cell treatment after an abbreviated induction therapy with Rituximab 

and Ibrutinib and 6 months Ibrutinib maintenance (Arm A) as compared to standard 

of care induction and maintenance (Arm B)



➢ HIGH-RISK MCL PATIENT

➢ HOW I TREAT MCL PATIENTS (1L)? – WHERE ARE WE NOW?

➢ HOW I TREAT MCL PATIENTS (R/R)?



Romancik, Jason, Cohen, Jonathon, Sequencing of Novel
Therapies for Mantle Cell Lymphoma- 10.1007/s11864-021-

00907-3. Current Treatment Options in Oncology

PRE-TRIANGLE 

ERA



Poor outcome after BTKi failure





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

Associations with long-term benefits of KTE-X19:

✓ high-peak CAR T-cell expansion in responders 

✓ 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).



PRESENTE.PASSATO,FUTURO
di Ruxi Dalmazio

FUTURE PERSPECTIVES



Novel BTK Inhibitor Platforms: Is 
Rechallenge a Viable Option?







GLOBRYTE: A Phase III, Open-Label, Multicenter, 
Randomized Trial Evaluating Glofitamab

Monotherapy in Patients with Relapsed or 
Refractory Mantle Cell Lymphoma



Sonrotoclax (BGB-11417) and Zanubrutinib

Tam, et al. EHA 2024

Ongoing

Phase 3



STUDY COORDINATORS Marco Ladetto

Carlo Visco

ACTIVE 

RECRUITING





➢MCL is a B-cell lymphomas harboring unique pathological characteristics.

➢From optimizing traditional therapies to the advent of novel approaches, including the advance of CAR-T cell

therapy, the field of MCL therapy has expanded into a wide variety of novel therapeutics.

➢Relapse/Refractory (R/R) MCL is still an unmet clinical need, particularly if already exposed to BTK inhibitors.

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

➢CAR-T cells are the most effective approach, after BTKi failure.

➢These new therapies show promising efficacy, even among high-risk patients, and will likely translate to

improvements in survival outcomes.




	Slide 1
	Slide 2
	Slide 3
	Slide 4
	Slide 5
	Slide 6
	Slide 7
	Slide 8
	Slide 9
	Slide 10
	Slide 11: MRD impact on TTP, measured by RQ-PCR 
	Slide 12: OS analysis according to cumulative negativity results 
	Slide 13
	Slide 14
	Slide 15
	Slide 16
	Slide 17: TRIANGLE: No FFS Superiority of A+I vs. I
	Slide 18: TRIANGLE: Overall survival
	Slide 19: WHAT DO WE KNOW ABOUT RITUXIMAB MAINTENANCE (Rm) IMPACT ON SURVIVAL?
	Slide 20
	Slide 21
	Slide 22
	Slide 23
	Slide 24
	Slide 25
	Slide 26
	Slide 27
	Slide 28
	Slide 29
	Slide 30
	Slide 31
	Slide 32
	Slide 33
	Slide 34
	Slide 35
	Slide 36
	Slide 37
	Slide 38
	Slide 39
	Slide 40
	Slide 41
	Slide 42

