








Ibrutinib Combined With Venetoclax in Relapsed Mantle Cell Lymphoma (SYMPATICO)  
Wang ML et al, Lancet Oncol 2025; 
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Ibrutinib, obinutuzumab, and venetoclax in relapsed and untreated patients with MCL: 
a phase 1/2 trial (OAsIs Trial).  LeGouill, et al.  Blood 2021; 137:877-87

PFS and OS according to cohort: 

PFS (A) and OS (B) in cohort A (ibrutinib plus 
obinutuzumab), relapsed patients;  7/9 achieved CR 

PFS (C) and OS (D) in cohort B (ibrutinib, obinutuzumab, and 
venetoclax), relapsed patients; 16/24 achieved CR

PFS (E) and OS (F) in cohort C (ibrutinib, obinutuzumab plus 
venetoclax), untreated patients; 14/15 achieved CR

Toxicities: grade 3-4 neutropenia and thrombocytopenia; 
Afib (1 pt), TLS (2 pts); no DLT



Study Design for BOVen Kumar A, et al, Blood 2025; 145: 497–507

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

Key Eligibility Criteria:
• Previously untreated MCL (except localized RT prior) 
• TP53 mutation (of any variant allele frequency) 
• ECOG ≤2, adequate organ and hematologic function (ANC >1, PLT >75, HGB ≥9 (unless due to MCL))

Primary Endpoint:
• 2-year progression-free survival. 
• A promising 2-yr PFS rate ≥55% and an unacceptable rate ≤30%
• If ≥11 patients were progression-free at 2 years, the treatment regimen would be declared effective



Response Rates By Timepoint  Kumar A, et al.  Blood 2025; 145: 497–507
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BOVen: PFA and OS Outcomes  Kumar et al, Blood 2025; 145: 497–507

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

Primary PFS Endpoint is Met: 
11 patients progression-free at 2 years
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Also see:  Kim et al, ASH 2025 (Blood 146: pp. 664-5)
Phase I/II study of Acala/Veneto/Obinu (AVO) in R/R and Treatment-Naïve (TN) MCL

n = 56
• Early results show high efficacy and tolerability
• High rates of MRD-negative CR in TN patients allowed time-limited therapy
• Expanding study to include additional 16 TP53-mutated cases



MRD-Driven Time-Limited Therapy of Acalabrutinib and Lenalidomide Plus Rituximab (ALR) 
or Obinutuzumab (ALO) in Patients with Treatment-Naive MCL: 

Phase 2 Trial Outcomes with MRD and cfDNA Analyses

• Len/Ritux is highly active as frontline therapy (Ruan et al, Blood 2018)

• Regimens: 
– Acala 100 mg bid continuously
– Len 15-20 mg d 1-21 x 12 (induction), then 15 mg during maintenance

–ALR à Rituximab weekly x 4 in cycle 1, then q 2 mo including maintenance

–ALO à Obinutuzumab weekly x3 cycle 1, monthly cycles 2-6, then q 2 mo

• Primary endpoint: MRD negative @ 10-6 post-induction (PB, by ClonoSeq)

Ruan J, et al.  ASH 2024, abstract #746



Ruan Jia, et al. Blood 2024; ASH abstract 

Copyright © 2026 American Society of Hematology 

• ALR: end of induction ORR 100%, CR 83%
• MRD negative = 67% after 12 cycles, 83% 

after 24 cycles
• 3-year PFS 88%, OS 95%
• MIPI score, Ki67 >30% and TP53 mutation 

had no impact on Rx response
• ALO:
• 1-year OS and PFS = 100%

Conclusions:
• High rates of CR and MRD-negative, including 

high-risk pts
• Well-tolerated
• Allows treatment de-escalation and time-

limited therapy



Continuous Versus Intermittent Zanubrutinib for Older Patients With Previously Untreated MCL
Opened to accrual September 2023, U.S. Intergroup Trial (NCT05976763)

Intergroup Study Chair, Alliance: Anne Beaven (Univ. of North Carolina) 
ECOG Study Champion: Jonathon Cohen (Emory Univ.) 
SWOG Study Champion: Tycel Phillips (City of Hope)

• Patients with PR/SD go off study
• Age >/= 60 y; not transplant eligible
• PD defined by clinical (Lugano) criteria, not 

by MRD
• Primary endpoint: compare time to PD or 

death (PFS1) in Arm A to time to second PD 
or death (PFS2) in Arm B

• Accrual as of September 2025: 147/421



Proposal
Can we improve patient outcomes with a chemotherapy free induction/maintenance 
compared to current chemotherapy + BTKi approaches?  Dr. Nirav Shah, Study PI

Primary Outcome=3-year PFS

Key Secondary Endpoints
- 6-month ORR/CR rates
- OS
- DOR
- Occurrence of Grade 3-4 

AEs, infection, secondary 
malignancies



High-risk MCL: 
Proposed Study Schema

Dr. Nirav Shah, PI

71

TO BE ELIGIBLE

Received two cycles of appropriate systemic induction
therapy, which includes a CD20 antibody +/- cytotoxic
therapy +/- oral targeted therapy (e.g., BTKi, IMIDs).

a. CD20 antibody alone is not adequate

b. Induction cycles do not have to be identical

c. For BTK inhibitors and/or lenalidomide a cycle is
defined as 14-28 days and will be based on
institutional treatment regimens.

d. Intrathecal chemotherapy will not count towards a
cycle of treatment

e. Radiation therapy will not count towards a cycle of
treatment



Phase 3 Trials: Preferred primary endpoints??

• Stratify for “high-risk” MCL
– Blastoid/Pleomorphic, Ki67 >50%,TP53 abnormal, High MIPI score 

• PFS
• OS  
– As outcomes improve, is this feasible?

• MRD  
– Which assays?
– Risk-adapted therapy àRx escalation vs de-escalation?



Future……2024 - 20262020 - 2023

2006 - 20112012 - 2019

1974 1990 - 1992 1992-2005

Karl Lennert, Kiel 
Classification

CAR-T, Bispecific mAb; 
MRD/Risk-adapted Rx

No ASCT; Chemo-free 
regimens Cure!

Bortezomib, Lenalidomide, 
Temsirolimus

R-chemo, ASCT 
Consolidation

t(11;14), Cyclin D1
Centrocytic à MCL

BTKi, BCL2i, Maint R

Therapeutic Evolution in Mantle Cell Lymphoma



The evolving therapeutic landscape for R/R MCL in 2026….
• New realities of front-line therapy 

…. De-escalated induction therapy: No high-dose cytarabine, no ASCT
…. BTKi incorporation into induction and maintenance regimens
…. Chemo-free regimens: BOVen, AVO, ALR

• Younger, medically fit at relapse
…. Re-induction à CAR-T consolidation? Maintenance?
…. Allo transplant? (remains the only established curative therapy)

• Older or less fit at relapse
…. CAR-T or Bispecific mAb in selected patients  
…. BTKi +/- anti-CD20 mAb, BCL2i; Lenalidomide/anti-CD20 mAb

• Focus on high-risk MCL à Risk-adapted therapy
…. TP53-mutated, Blastoid variant, MRD status, POD24 vs later relapse



“The thing to be known grows with the knowing”

The Cairngorm Mountains, Scotland



Thanks!!
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