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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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LeGouille S et al, Haematologica 2024



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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Refer to CAR-T centre at start of therapy

Close clinical monitoring

Restage 8-12 weeks

Standard approach during BTKi

Refer to CAR-T centre if suboptimal response

or high-risk features (i.e. TP53 mutation)



Venetoclax + Ibrutinib: SYMPATICO

No previous cBTKi

Wang M et al, Lancet Oncol 2025



Venetoclax + Ibrutinib: SYMPATICO
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P
FS

, %

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
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Ven + Ibr
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P
FS

, %

Time Since Randomization (months)

Progression-Free Survival:
Patients With TP53 Mutations

Patients 
at risk

19.8 MONTHS

(95% CI, 8.9-33.1)
Median PFS

10.9 MONTHS

(95% CI, 4.5-17.9)
Median PFS

Progression-Free Survival:
Patients Without TP53 Mutations

44.9 MONTHS

(95% CI, 29.5-NE)
Median PFS

22.2 MONTHS

(95% CI, 12.0-34.9)
Median PFS

Patients 
at risk

Time Since Randomization (months)

P
FS

, %

Ven+Ibr 40 27 23 19 15 13 11 11 7 2 0

Pbo+Ibr 37 21 12 11 7 7 5 5 3 2 1 0

Ven+I 66 58 52 47 42 38 34 32 20 9 0

Pbo+I 57 41 36 30 23 20 17 16 7 3 0

Venetoclax + Ibrutinib: SYMPATICO



Pirtobrutinib in MCL previously treated with a cBTKi (n=152)

49%

ORR
(95% CI: 41.1, 57.6)

(n=152)

16%

CR
(n=24)

34%

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



Part 2: 

Sonrotoclax 

320 mg

(n=103)

ORR, n (%) 54 (52.4)

95% CI, % 42.4-62.4

CR rate, n (%) 16 (15.5)

95% CI, % 9.1-24.0

TTR, median (range), months 1.9 (1.6-6.2)
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No. at risk:

320 mg QD total

320 mg QD total

Events,
n (%)

Median DoR,
mo (95% CI)

320 mg QD total 23 (42.6) 15.8 (7.4-NE)

Wang M et al, ASH 2025

Efficacy for Sonrotoclax at RP2D 320 mg QD

Yes previous cBTKi
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quite



Wang M et al. Three-Year Follow-Up of KTE-X19 in Patients With Relapsed/Refractory Mantle Cell Lymphoma, Including High-Risk Subgroups, in the ZUMA-2 Study. JCO 41, 555-567(2023).
Wang M et al. Lisocabtagene Maraleucel in Relapsed/Refractory Mantle Cell Lymphoma: Primary Analysis of the Mantle Cell Lymphoma Cohort From TRANSCEND NHL 001, a Phase I Study. J Clin Oncol. 2024 Apr 1;42(10):1146-1157. 

Median PFS

25.8 

months for 

Brexu-cel,

15.3 

months for 

Liso-cel

CAR T in R/R MCL: Efficacy with the two compounds



Glofitamab Monotherapy in R/R MCL

AE=Adverse Event. BTKi=BTK inhibitor. CAR T=Chimeric Antigen Receptor T-cell Therapy. CI=Confidence Intervals. DOCR=Duration of Complete Response. DOR=Duration of Response. 

INV=Investigator. 

MCL=Mantle Cell Lymphoma. NE=Not Estimable. No.=Number. PFS=Progression-Free Suvival. R/R=Relapsed/Refractory. SAE=Serious AE.

Adverse Events (AE)
All patients (n = 60)

n (%)

Any AE 60 (100.0)

Grade 3/4 AE 39 (65.0)

SAE 47 (78.3)

AE leading to glofitamab 
withdrawal

4 (6.7)

AE leading to glofitamab dose 
interruption

36 (60.0)

Grade 5 AE 9 (15.0)

Grade 5 AE related to 
glofitamab

0

Adverse EventsA Phase 1/2, open-label study of glofitamab in R/R MCL
3.3% were treated with prior CAR T therapy

Glofitamab 60
ORR= 85%

CR=78%

NArm Primary Endpoint

Phillips TJ, et al. J Clin Oncol. 2025



Phillips TJ et al, JCO 2025

DoCR DoR

16.2 MONTHS (95% CI, 12.6-NE)

Glofitamab Monotherapy in R/R MCL
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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
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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
Newer drugs/CarT



GOLD by FIL

A phase II, multicenter trial investigating Glofitamab

treatment in pOst CAR-T failure Mantle Cell 

Lymphoma (MCL) Disease 



Cheah CY, et al. Poster Presentation at ASH 2025 (n 1839)

CaDAnCe-104, an ongoing, open-label, phase 1b/2 master protocol study of 
BTK degrader BGB-16673 in combination with other agents in patients with 
R/R B-cell malignancies: Trial in Progress

First-in-class dual BTK-MALT1 fusion inhibitors for treating 
resistant Mantle Cell Lymphoma 

Vivian J, et al. Oral Presentation at ASH 2025 (n 802) 



Efficacy and tolerability of mesutoclax monotherapy in R/R MCL: High remission 
rates even in prior BTKi-refractory patients Keshu Z, et al. Oral Presentation at ASH 2025 (n 887) 

- Novel selective BCL2 inhibitor
- Single arm, multicenter, phase 2, across 27 centers from China 
- 43 MCL enrolled, 74% refractory to previous cBTKi; ORR 87%, CRR 47%

Efficacy and safety of rocbrutinib, the fourth generation BTKi,
in patients with BTK inhibitor pre-treated relapsed or refractory MCL: Results from a
Phase II rock-1 trial Yuqin S, et al. Oral Presentation at ASH 2025 (n 886) 

- Highly selective, covalent and non-covalent inhibitor
- Single arm, multicenter, phase 2, across 27 centers from China
- Median number of prior cBTKi=1 (1-4); ORR 64%, CRR 23%;  



GLP-5101



• 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]

• After CarT, outcome still unsatisfactory [++ bispecifics or 
clinical trials]

• Several new drugs and combinations in development

Conclusions on chemo-free approaches in R/R MCL



Thanks for your

attention
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