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» MCL patients with R/R disease are high-risk patients
» Therapeutic shift ongoing….evolving field
» CarT the mainstay of the R/R algorithm
» Chemo-free options already available, some in development
» CIT (VR-CAP, BR, RBAC) left for debulking purposes

Background and Perspective in R/R MCL
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Ibrutinib expected activity at the time of first relapse: survival and tumor
response in late- versus early-POD, and management of the referral to CAR-
T

Visco C, modified from Leukemia 2020,
and ICML-2023, Abstr 348 [https://doi.org/10.1002/hon.3164_348]

POD: progression of disease; PFS: progression-free survival; CR: complete response; PD: progressive disease
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Venetoclax + Ibrutinib: SYMPATICO

No previous cBTKi

Wang M et al, Lancet Oncol 2025



Venetoclax + Ibrutinib: SYMPATICO
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PF
S,

 %

Time Since Randomization, Months
Ven+Ibr 134 107 91 80 69 63 56 53 34 15 1 0
Pbo+Ibr 133 96 79 70 54 46 37 36 18 8 1 0

Primary Endpoint: Investigator-Assessed PFS*

Patients at risk

31.9 MONTHS

22.1 MONTHS

HR (95% CI): 0.65 (0.47-0.88)
Log-rank P value†: 0.0052

AE, n (%) Ven+Ibr
(n=134)

Pbo+Ibr
(n=132)

Most frequent any-grade AEs‡
Diarrhea 87 (65) 45 (34)
Neutropenia 46 (34) 19 (14)
Nausea 42 (31) 22 (17)
Fatigue 39 (29) 36 (27)
Anemia 30 (22) 16 (12)
Pyrexia 28 (21) 26 (20)
Cough 27 (20) 36 (28)
Asthenia 26 (20) 18 (14)
Thrombocytopenia 26 (20) 21 (15)

Most frequent grade ≥3 AEs§
Neutropenia 42 (31) 14 (10)
Pneumonia 17 (13) 14 (11)
Thrombocytopenia 17 (13) 10 (7)
Anemia 13 (9) 4 (3)
Diarrhea 11 (8) 3 (2)
Leukopenia 10 (7) 0 
MCL¶ 9 (7) 16 (13)
Atrial fibrillation 7 (5) 7 (5)
Hypertension 6 (4) 12 (9)

Most Frequent Adverse Events

Wang M et al, Lancet Oncol 2025

No previous cBTKi



Pirtobrutinib in MCL previously treated with a cBTKi (n=152)
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(95% CI: 41.1, 57.6)
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PR

(n=51)

Cohen et al.; ASH 2023

Median PFS:
95% CI:             

Median Follow-
up:

Events/Total:

5.6 months
5.3-9.2
15.9 months
88/152

PFS

DOR

Yes previous cBTKi



Sonrotoclax Venetoclax Differences in Design

Potency (IC50) 0.014 nM1 0.20 nM1 14-fold more potent, which may potentially 
lead to deeper target inhibition

Selectivity 
(vs BCL-xL) 2000×1 325×1 Improved (6-fold) selectivity

Half-life in 
humans ≈5 hours2 26 hours3

Short half-life and no accumulation may 
potentially result in simplified TLS monitoring 
during sonrotoclax ramp-up

Wang M et al, ASH 2025

Sonrotoclax in R/R MCL previously treated with a cBTKi

Early results from a Phase 1-2 study

Yes previous cBTKi



ncBTKi-Sonrotoclax

ncBTKi-Sonrotoclax



quite



Wang Y et al, JCO 2023

Brexu-cel for R/R MCL in Standard-of-Care Practice



Enhances in vivo CAR T-cell phenotype (++central memory cells and 
CD8/CD4 ratio) that correlates with improved disease response

Ibrutinib and CAR-T cell fitness

NJ Haradhvala et al. Nat Med 2022; JA Dubovsky et al, Blood 2013; J Gauthier et al, Blood 2020; JA Fraietta et al, Blood 2015  

Associated with robust CAR-T expansion and less exhausted 
baseline T-cell phenotype (minor senescence)

Linked to a more proliferative CAR T-cell compartment, poised to 
differentiate into effector cells after infusion



CAR T cells and time-limited ibrutinib as treatment for R/R MCL: the 
phase 2 TARMAC study

Minson A et al, Blood 2024



Ibrutinib exposure correlates with improved efficacy of CAR T cells in 
MCL

Darnell EP et al, Blood Adv 2026



Ibrutinib exposure correlates with improved efficacy of CAR T cells in 
MCL

Darnell EP et al, Blood Adv 2026



News in the Car-T cell field (from ASH 2025)

- Fresh, early memory-enriched phenotype CD19 CarT product with robust expansion
and long-term persistence

- 7-day vein-to-vein time, 4% drop-out rate, no need for bridging (!)

GLPG5101

ZAMTO-CEL (LV20.19)
- Lentiviral Anti-CD20/Anti-CD19 CarT product with robust expansion

and long-term persistence
- 8-12 days vein-to-vein time, enriched for higher percentages of T-SCM/T-naïve cells

Shah J et al, JCO 2025

Kersten MJ et al, ASH 2025
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OS by Time from CAR T Infusion 
to POD Post-CAR T

2.5 MONTHS
Median PFS

PFS in Patients with POD Post-CAR T
Median follow-up: 16 months

Outcomes post-CAR T failure

Epstein-Peterson ZD, et al. Blood Adv 2025

Clinical trials
Allo-transplant in selected HR



NRM 100 days 10%
NRM 1 year 24%

PFS OS

1-YR 51% 62%
4-5 YR 31% 40%

Robinson SP et al, BMT 2018



Arcari A et al, Leuk Lymph 2021; Marangon M et al, Cancers 2021

Cumulative incidence of death for PD or other causes

8% vs 23%

NRM 7% at 1 year, 
worse if aGVHD, >2 
prior lines, Age>60



GOLD by FIL

A phase II, multicenter trial investigating Glofitamab
treatment in pOst CAR-T failure Mantle Cell 
Lymphoma (MCL) Disease 



» Patients not previously treated with cBTKi still in clinical practice
[cBTKi, Sympatico]

» Patients previously treated with cBTKi undergoing a therapeutic
shift in second line [ncBTKi, CarT, Sonrotoclax]

» Ibrutinib beneficial when before/after CarT
» After CarT, outcome still unsatisfactory [++ bispecifics or clinical 

trials]
» Allo-SCT still an option for selected HR patients after CarT

Conclusions
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