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BIOLOGIC-RISK MCL

PATIENT’S 

AGE/FITNESS

OPTIMAL 

SEQUENCING

Age vs Transplant eligibility vs Cytarabine-based induction eligibility

1° vs 2° gen cBTKi

Tailored therapeutic strategies according

to biologic risk in MCL?

Is there an optimal sequencing strategy?

Drivers of therapeutic decision-making in MCL



MCL: past, current & future treatment scenario
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Patient’s Age/Fitness
And Eligibility To Treatment

EHA-EU MCL GUIDELINES

Jerkeman M et al, Hemasphere 2025



High-Risk MCL



HIGH RISK AND ULTRA-HIGH RISK MANTLE CELL LYMPHOMA

Jain and Wang, Blood 2025

Concept of ultra-high risk MCL:

Clusters of 

High-risk factors
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High-Risk MCL



TRIANGLE ECHO

MIPI int-high 41-43%

Ki67 ≥30% 31-33%

Blastoid 11-13%

sMIPI int-high 66-67%

Ki67 ≥30% 46-49% 

Blastoid/pleomorphic 13-14%

Dreyling M, et Al. Lancet. 2024 May 25;403(10441):2293-2306. doi: 10.1016/S0140-6736(24)00184-3. Epub 2024 May 2. PMID: 38705160. 
Michael Wang et al.. J Clin Oncol 43, 2276-2284(2025).DOI:10.1200/JCO-25-00690

cBTKi based 1L regimens



Dreyling et al ASH 2022; Dreyling at al Lancet 2024

TRIANGLE ECHO

Michael Wang et al.. J Clin Oncol 43, 2276-2284(2025).DOI:10.1200/JCO-25-00690

cBTKi based 1L regimens



- 4-year FFS A: 70%

- 4-year FFS A+I: 82%

- 4-year FFS I: 81%

TRIANGLE: Greater benefit of A+ I over A in high-risk patient as defined 

by high p53 expressors and high-risk biology (p53 > 50% or Ki67 ≥30%)

TRIANGLE

Dreyling et al ASH 2022; Dreyling at al Lancet 2024

cBTKi based 1L regimens
in young, fit, high-risk MCL



TRIANGLE

cBTKi based 1L regimens
in young, fit MCL

Dreyling et al ASH 2022; Dreyling at al Lancet 2024

Induction Maintenance phase



ECHO Study
EFFICACY

Probability of mantaining MRD-negative 
status after induction by treatment arm

An additional 13% of patients 
achieved CR with acalabrutinib + BR

Wang et al JCO 2025

cBTKi based 1L regimens
in elderly, unfit MCL



ECHO Study: High-risk Subset

Dreyling et al. EHA 2025:Abstract LB3439; Wang et al JCO 2025

HIGH-RISK



Adverse Events of Interest

aGrouping of preferred terms; defined as a hemorrhagic event that is serious, or grade ≥3 in severity, 
or that is a CNS hemorrhage (any severity grade). bGrouping of preferred terms.
BR, bendamustine + rituximab; CNS, central nervous system.

Acalabrutinib + BR
(n=297)

Placebo + BR
(n=297)

Any grade Grade ≥3 Any grade Grade ≥3

Event, n (%)

Atrial fibrillation 18 (6.1) 11 (3.7) 13 (4.4) 5 (1.7)

Hypertension 36 (12.1) 16 (5.4) 47 (15.8) 25 (8.4)

Major bleedinga 7 (2.4) 6 (2.0) 16 (5.4) 10 (3.4)

Infectionsb 232 (78.1) 122 (41.1) 211 (71.0) 101 (34.0)

Second primary 
malignancies (excluding 
non-melanoma skin)b

29 (9.8) 16 (5.4) 32 (10.8) 20 (6.7)

Median treatment 
exposure (range), months

29 (0.1, 80.1) 25 (0.03, 76.4)

Wang M, JCO 2025

ECHO Study: Safety
AEs of INTEREST



Methods:
• Median follow-up was 60.8 months (range 0-88.5) per reverse K-M for PFS

• Median time on study was 51.9 months (range 0.03-93.04) for all other outcomes

• TTNT2 was assessed in a post hoc analysis

• TTNT2 was defined as the time from randomization to either the start of 3L antilymphoma treatment after 
discontinuation of randomized treatment or death

Wang M, ASH 2025

ECHO Study: Long Term FUP
LONG-TERM FUP & TTN2



At 60.8 months of Follow-up PFS further 
improved with ABR vs PBR

Wang M, ASH 2025

ECHO Study: Long Term FUP
LONG-TERM FUP & TTN2

ABR lowered the risk of needing 3L therapy 
(TTNT2) by 24% compared with PBR



Wang M, ASH 2025

ECHO Study: Long Term Safety
Safety & Long Term FUP



R + Ibrutinib                                             R+ Acalabrutinib

Jain at al. JCO 2021

Median PFS NR
3-year 87%

Median OS NR
3-year 94%

Median PFS NR
2-year 92%

Median OS NR
2-year 96%

Jain at al. ASH 2023

50 pts
22% AF
21 out for tox
71% CR

50 pts
2 % AF
5 out for tox
90% CR

Ki-67% > 50% and blastoid excluded. 
Ki67 30-50% in 24% pts. s-MIPI high in 16%

Ki-67% > 50% in 31% pts, 3 blastoid, 
s-MIPI high in 22% pts

I+R 24m, then I until PD A+R 24m

cBTKi + Anti CD20
Chemofree 1L: Phase 2Towards a chemofree 1L therapy in MCL



PFS median (95% CI)
IR: 65.3 mo (52.7 to not evaluable)
R-chemo: 42.4 mo (32.7 to 55.3)

5-year OS (95% CI)
IR: 57.7% (50.6% to 65.7%)
R-Chemo: 54.5% (47.3% to 62.8%)

Lewis et al ASH 2024, Lancet 2025

IR > R-CHOP and = BR

I+R x 6 cycles, I+R m 2y, I →PD

IR: CR 54%
R-chemo: CR 53%

ENRICH Study
Chemofree 1L: Phase 3Towards a chemofree 1L therapy in MCL



TrAVeRse Study
Chemofree 1L Triplets

Hawkes et al. ASH 2025



ECHO 
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TRIANGLE
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Eyre TA, et AL. Lymphomas: ESMO Clinical Practice Guideline for diagnosis, treatment and follow-up. Ann Oncol. 2025 Nov;36(11):1263-1284. 
doi: 10.1016/j.annonc.2025.07.014. Epub 2025 Aug 5. PMID: 40774601.

MCL: past, current & future treatment scenario

R/R MCL



Conclusions

cBTKi containing regimens have reshaped the treatment of algorithm of mantle

cell lymphoma, with a profound impact on the natural history of MCL

In elderly/unfit patients, the combination of cBTKi (Acalabrutinib) and BR (ECHO 

regimen) increases the quality of initial response, with significant impact on long-term

outcomes (TTN2)

With longer follow-up, there are no safety signals with ECHO regimen

(Acalabrutinib-BR)

In light of the data of chemofree trials of Anti CD20 mAbs+BTKi, 

consider de-escalating bendamustine in selected patients populations

(Frail or TP53 mutated) treated with the ECHO regimen. Triplets will replace

immunochemotherapy in the future 
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