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• Indolent Presentation
• Typically leukemic non-nodal
• No disadvantage with observation

• Typical “Classic” Presentation
• Aggressive/High-Risk

• Pathologic Features
• Molecular Features
• Clinical Features
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MCL Presentation is 
Heterogeneous
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MCL Presentation is 
Heterogeneous

There is no substitute for how a patient looks in clinic
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Historic Approaches to MCL
New Diagnosis

• Confirm diagnosis
• Complete staging
• Prognostic work-up

Candidate for transplant?

Yes No

“Intensive”
induction therapy

“Less Intensive”
induction therapy

Autologous transplant Maintenance
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1) Does everyone need treatment?
2) Is there any role for stem cell transplant?
3) Is there still a role for chemotherapy?
4) What about higher risk disease?
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Key Questions
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Observation – Cautionary Tale

Analysis of MCL Cases from LEO Study:

• 55 Leukemic non-nodal cases
• 11/55 patients died from lymphoma during observation
• Traditional high-risk features associated with early death
• 5 year Lymphoma-specific survival ~ 80%

Zhuang et al, ICML 2025
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Role of ASCT questioned by real-
world data
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TRIANGLE Study
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Use of ibrutinib maintenance 
eliminates need for ASCT
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EA4151 Evaluated role of ASCT 
in Patients achieving MRD(-) CR

ASCT, autologous stem cell transplantation; MIPI-c, combined Mantle Cell Lymphoma International Prognostic Index.

Fenske TS, et al. Blood. 2024;144 (Suppl_2):LBA-

Stratification by MIPI-c (high/high 
intermediate) and low/low-
intermediate) and induction regimen 
(intensive vs non-intensive).

Patient population
• Patient aged ≥18 and 

≤70 years
• MCL in first remission
• Candidate for ASCT
• Any rituximab-

containing induction 
regimen allowed, 
including BTKi

• Induction therapy 
must be delivered 
within 120 days prior 
to preregistration and 
up to 300 days 
between first day of 
treatment and 
preregistration

N=650 Clinical 
marker 

present?

Post 
induction 
restaging, 

MRD 
assessment

Yes

No

MRD-
CR

MRD+ CR 
or MRD+/-

PR

Arm D: ASCT plus 
Rituximab x 3 yr  
(n=85)

Arm C: ASCT plus 
Rituximab x 3 yr  
(n=49) 

Arm B: 
Rituximab x 3 yr 
(n=259)

Arm A : ASCT 
plus Rituximab x 
3 yr  (n=257)

MRD indeterminate

R
1:1

Primary Endpoint

• OS (Arm A vs Arm B)

Key Secondary Endpoints

• PFS (Arm A vs Arm B)
• 2- and 5- y OS and PFS for :patients 

classified as:
• MRD+ CR
• MRD- PR
• MRD+ PR

• 2- and 5-y OS for patients classified as 
MRD indeterminate

• Safety
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ASH 2024: No evidence of benefit of 
ASCT in patients with MRD(-) CR
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ASH 2024: No evidence of benefit of 
ASCT in patients with MRD(-) CR

Several patients moved from PR to CR
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BR +/- BTK Inhibitors: SHINE and 
ECHO

Untreated MCL
-Non-transplant eligible

BR x 6
BTKi

BR x 6
Placebo

BTKi maintenance
Rituximab maintenance

Placebo maintenance
Rituximab maintenance

SHINE: Ibrutinib
ECHO: Acalabrutinib
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Significantly Longer PFS With ABR in Patients With
High-risk MCL

PFS in High-risk Population PFS in Full Analysis Population1

BR, bendamustine-rituximab; BTKi, Bruton tyrosine kinase inhibitor; CI, confidence interval; HR, hazard ratio; 
MCL, mantle cell lymphoma; NE, not estimable; PD, progressive disease; PFS, progression-free survival.
1. Wang M, et al. J Clin Oncol. 2025:101200JCO2500690. doi: 10.1200/JCO-25-00690. Online ahead of print.

• After PD, 38 (53.5%) of 71 patients with high-risk disease who 
progressed on placebo crossed over to acalabrutinib

• Of the 99 patients who progressed on placebo, 75 (75.8%) 
received at least 1 subsequent anticancer therapy, and 
among these 75, 68 (90.7%) received BTKis, including 51 
patients who crossed over to acalabrutinib within the trial1

ECHO High Risk Analysis
16

Two Studies Suggest PFS Benefit 
for BTKi with B-R

Dreyling et al, ICML 2025

Note: Very few patients in ECHO study had TP53 mutation status assessed
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Is combination better than 
sequencing?

Median EFS2: 61.0 (95% CI 53.0-72.7) months
5-year EFS2: 50.1% (95% CI 45.5%-55.2%)

This study,
Age ≥65

Ibrutinib Arm in 
SHINE

Acalabrutinib Arm in 
ECHO

Patient number 580 261 299

Age, median (range) 73 (65-91) 71 (65-86) 71 (65-85)

Age ≥65 581 (100%) 261 (100%) 299 (100%)

ORR to 1L BR 88.0% 89.7% 91.0%

CR rate to 1L BR 72.1% 65.5% 66.6%

Rituximab maintenance 266 (45.9%) 206 (78.9%)
Not reported 

(required by design)

BTKi use

At 2L: 210 (78.7%) of 
267 who had 2L

(36.2% of all 581)

1L: 100% by design 1L: 100% by design

Median EFS/PFS (months)

EFS: 33.5 (95% CI 
29.3-36.3)

ITT EFS2: 61.0 (95% CI 
53.0-72.7)

PFS: 80.6 (95% CI 
61.9-NE)

PFS: 66.4 (95% CI 
55.1-NE)

OS 
55.4% at 5 years, 
47.5% at 7 years

55.0% at 7 years ~65% at 5 years

EFS 2: BR followed by BTKi
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Identification of High Risk MCL

Clinical 
• Age
• LDH
• Tumor bulk 
• Comorbidities
• MCL International Prognostic Index (MIPI)

Biologic
• Nodal vs Non-nodal
• Histology (blastoid, pleomorphic)
• Rate of proliferation by ki-67 

• MIPI-C 
• Gene Expression Profiling
• MCL-35 gene signature

Genetic Aberrations
• Genomic Complexity

• Karyotype (≥3) alterations
• Individual Genes and Mutational Profile 

• TP53 Aberrations: mutations, deletion, p53 
IHC overexpression 

• Others include: CCND1 mutations, NOTCH1 
and 2, SMARCA4, KMT2D, CDKN2A/B 
deletions, ATM

• MYC alterations: gains and rearrangements

TP53 aberrations main driver of treatment decisions
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Chemo + ASCT Less Effective 
with TP53 Aberrations

Eskelund et al, Blood 2017

MCL Younger Study
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BR + Ibrutinib for TP53 mutated
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Ibrutinib + BR
Placebo + BR

Ibrutinib + BR 
(N = 26)

Placebo + BR 
(N = 24)

Median PFS, months
HR (95% CI)

28.8 11.0

0.95 (0.50-1.80)

1134445679111314152126Ibrutinib + BR

1444444577789111624Placebo + BR

SHINE Study:
BR +/- Ibrutinib

Wang et al NEJM 2023, Dreyling et al ASH 2024
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BTKi-containing chemo-immunothearpy 
for TP53-mutated MCL

Dreyling et al, Lancet 2024

ASCT alone

ASCT + Ibrutinib

**Increased expression of TP53 by IHC**
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ENRICH Trial: R-Chemo vs R-Ibrutinib
• High Risk (Ki67 > 30%, TP53 mutation, Blastoid)

22

R-BTKi for High Risk MCL

High Risk

Not High Risk
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ENRICH Trial: R-Chemo vs R-Ibrutinib
• High Risk (Ki67 > 30%, TP53 mutation, Blastoid)
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R-BTKi for High Risk MCL

High Risk

Not High Risk

R+Ibrutinib not sufficient
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Combination of BTKi with 
Venetoclax may be Successful

After 24 cycles, MRD-driven approach to limit 
treatment duration in selected patients:

<CR and/or dMRD

Stop treatment CR and uMRD

Continue ZANU and VEN

Minimum of
24 cycles

BOVen Study: Zanubrutinib, Obinutuzumab + Venetoclax

Kumar et al, Blood 2025
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Combination of BTKi with 
Venetoclax may be Successful

BOVen Study: Zanubrutinib, Obinutuzumab + Venetoclax

Kumar et al, Blood 2025

Median follow up: 23.3 months Median follow up: 23.3 months

2-year PFS: 72% [95% CI: 56, 92] 
Median PFS: not reached

2-year OS: 75% [95% CI: 58, 93]
Median OS: not reached
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• ViPOR Regimen
• Venetoclax
• Ibrutinib
• Prednisone
• Obinutuzumab
• Lenalidomide 
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TP53 Aberration
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Median (range) follow-up = 27.6 (3.1-57.5) mo.

2-year 91%

2-year 100%

Combination of BTKi with 
Venetoclax may be Successful

Melani et al, ASH 2024
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• Promising results in high-risk (TP53-mutated) patients
• R-BTKi alone unlikely to result in long-term remission

• No randomized data (BOVen and ViPOR)
• High cost and not toxicity-free
• Clinical trials remain important

• I am not transitioning away from chemo in my own practice…yet 
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Chemo-Free Combinations
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• Outcomes with MCL continue to improve
• Likely very limited role for ASCT

• Consider in a patient who cannot receive BTKi
• BTKi now standard in frontline treatment, at least using 

TRIANGLE approach.
• BR vs BR + BTKi still somewhat unclear.
• High risk patients still unmet need.
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Conclusions & Other Thoughts
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