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• For older MCL patients, frontline treatments are rapidly evolving with 
incorporation of targeted therapies. 

• Results of the BOVen triplet (Zanubrutinib, Obinutuzumab, and Venetoclax) for 
TP53-mutant MCL reported on a small series at ASH2024

• The results of 2 phase II, multi-center trials, with triplets in the frontline setting 
(BOVEN, TRAVERSE) were reported at ASH2025

Kumar Blood 2025
Zelenetz J Natl Compr Canc Netw 2025

Background



Study Design for BOVen

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

<CR and/or dMRD6 

Stop treatment CR and uMRD6 

Continue ZANU and VEN

Minimum of
24 cycles

Key Eligibility Criteria:
• Previously untreated MCL
• ≥ 65 years of age or with comorbidities precluding autologous stem cell transplantation 
• ECOG ≤2, adequate organ and hematologic function (ANC >1, PLT >75, HGB ≥9 (unless due to MCL))

Primary Endpoint:
• 3-year progression-free survival 
• A promising 3-yr PFS rate ≥70% and an unacceptable rate ≤50% (historical comparison to Bendamustine-Rituximab)

9 10 11...



Baseline Patient Characteristics (n=50)
Characteristic N(%)

Ki-67 Proliferation Rate
<30% 24 (49%)
≥30% and <50% 11 (22%)
≥50% 14 (29%)
Unknown 1

TP53 mutation by NGS
Yes 13 (28%)
No 33 (72%)
Unknown 4

17p deletion by FISH / SNP Array
Yes 10 (20%)
No 40 (80%)
Unknown

TP53 Mutation and 17p deletion
Yes 7 (14%)
No 39 (78%)
Unknown 4

Characteristic N(%)
Enrollment Site

Memorial Sloan Kettering 20 (40%)
Massachusetts General Hospital 27 (54%)
Northwestern University 3 (6%)

Age in years
Median (range) 72 (47-89)

≥75 years of age 17 (34%)

Sex
Male 32 (64%)

MCL Histology
Classical 35 (73%)
Blastoid/Pleomorphic 7 (15%)
Non-nodal leukemic 6 (13%)
Unknown 2

MIPI Classification
Low 4 (8%)
Intermediate 11 (22%)
High 35 (70%)

Kumar A et al, ASH 2025



Metabolic Response Rate, n=50

High Overall Metabolic 
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PFS by Baseline Factors
Morphology Ki-67

TP53 Mut

Leukemic
Classical
Blastoid

< 30%
≥30 - 49%
≥ 50%

TP53mut+
TP53 WT

p=0.35 p=0.085

p=0.56

MIPI

Low
Intermediate

High

p=0.35
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Sonrotoclax monotherapy in R/R MCL previously treated 
with a BTK inhibitor: Early results from a phase 1/2 study

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 target doses were achieved after a ~4 week ramp-up that did not require hospitalization or 
12- or 24-hour post-dose laboratory monitoring

BGB-11417-201 (NCT05471843) study design
Study design

Part 2 efficacy expansion

• Age ≥18 years
• Histologically-

confirmed MCL 
per WHO 2016 
classification

• ≥1 line of 
anti-CD20-based 
therapy and 
≥1 BTK inhibitor

• ECOG PS of 0-2
• No prior BCL2 

inhibitor treatment

Eligibility criteria

Parts 1A + 1B dose escalation and safety expansion

Safety expansion: up to 
2 cohorts at select sonrotoclax 

target dose levels n≤12 per 
cohort (including part 1A)

Sonrotoclax at RP2Da until PD
n=103

Target dose 2:
320 mg QD (n=12)

Target dose 1:
160 mg QD (n=10)

Part 1 endpoints
• Primary: DLTs (part 1A), TEAEs, SAEs, 

AEs leading to discontinuation, TLS events
• Secondary: preliminary antitumor activity

Part 2 endpoints
• Primary: ORR by IRC (Lugano 2014)
• Secondary: ORR by INV, DOR by IRC and 

INV, PFS by IRC and INV, TTR by IRC and 
INV, HR-QOL, OS, safety

Wang M et al, ASH 2025



Baseline patient demographics and disease characteristics

Parameters

Sonrotoclax 
320 mg
(n=115)

Age, median (range), years 68 (39-85)
≥65 years, n (%) 74 (64.3)

Male, n (%) 87 (75.7)
Race, n (%)

Asian 45 (39.1)
Black or African American 3 (2.6)
White 61 (53.0)
Other/not reported 6 (5.2)

Ethnicity, n (%)
Not Hispanic or Latino 87 (75.7)
Hispanic or Latino 25 (21.7)

ECOG performance status, n (%)
0 34 (29.6)
1 74 (64.3)
2 7 (6.1)

Disease stage at study entry, n (%)
III 11 (9.6)
IV 90 (78.3)

Disease status to last prior therapy, n (%)
Refractorya 100 (87.0)
Relapsedb 14 (12.2)

MIPI, n (%)
High 39 (33.9)
Intermediate 41 (35.7)

Parameters

Sonrotoclax 
320 mg
(n=115)

Bulky disease status, n (%)
LDi ≥5 cm 46 (40.0)
LDi ≥10 cm 12 (10.4)

Bone marrow involvement at baseline, n (%) 58 (50.4)
Ki67 status, n/N with known status (%)

Positive 92/98 (93.9)
≥30% 41/98 (41.8)

TP53 mutation, n/N with known status (%) 27/78 (34.6)
Prior lines of therapy, median (range) 3 (1-8)

≥3 prior lines, n (%) 68 (59.1)
Prior BTK inhibitor treatment, n (%) 115 (100)

≥2 prior BTK inhibitors 22 (19.1)
Prior ASCT, n (%) 17 (14.8)
Prior CAR-T therapy, n (%) 3 (2.6)
Reason for ending last line of anticancer therapy, n (%)

Progressive disease 79 (68.7)
Treatment completed 17 (14.8)
Toxicity 12 (10.4)
Other 7 (6.1)

Wang M et al, ASH 2025



• Most common grade ≥3 TEAEs: 
hematologic toxicities, infections 

• TLS events were reported in 8 
patients: 
2 had clinical TLS and 6 had 
laboratory TLS
– All events resolved without 

sequelae
– No events resulted in death or 

treatment discontinuation

All Grade TEAEs (≥10%) and Grade ≥3 TEAEs

Patients, n (%)

Sonrotoclax 320 mg 
(n=115)

Any grade Grade ≥3
Neutropeniaa 41 (35.7) 22 (19.1)
Thrombocytopeniab 28 (24.3) 11 (9.6)
Anemiac 28 (24.3) 9 (7.8)
White blood cell count decreased 25 (21.7) 3 (2.6)
Hyperuricemia 22 (19.1) 0
Hypokalemia 20 (17.4) 0
Pneumonia 18 (15.7) 12 (10.4)
Diarrhea 16 (13.9) 5 (4.3)
AST increased 14 (12.2) 1 (0.9)
ALT increased 12 (10.4) 0
Constipation 12 (10.4) 0
Lymphopeniad 12 (10.4) 7 (6.1)

Select TEAEs by category/AE/SOC
Infections (SOC) 45 (39.1) 19 (16.5)
Febrile neutropenia 2 (1.7) 2 (1.7)
TLS (AE) 8 (7.0) 8 (7.0)



Efficacy for Sonrotoclax at RP2D 320 mg QD

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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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



News in the Car-T cell field

Long-term RW study found comparable effectiveness and safety outcomes similar 
to the ZUMA-2 trial. Outcomes were generally consistent irrespective of hepatic, 
CV, and pulmonary comorbidities, suggesting that age and comorbidity alone 
should not preclude brexu-cel use in R/R MCL.

BREXU-CEL

Epstein-Peterson et al, ASH 2025

Beitinjaneh A et al, ASH 2025

International multicenter study in older pts with R/R MCL. No significant 
differences in ORR, PFS, or OS were observed between pts aged ≥70 and <70 yrs. 
Rates of CRS and ICANS were comparable between groups. 



News in the Car-T cell field

- 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 (!)
- No grade ≥3 CRS; 100% ORR and 96% CRR despite HR features in 25 patients 
     enrolled in the ATALANTA-1 trial

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
- No grade ≥3 CRS; ICANS 12%; 100% ORR and 88% CRR despite HR features in 17 patients 

Shah J et al, JCO 2025

Kersten MJ et al, ASH 2025



Take home messages
• BR+Acalabrutinib soon available and standard option for patients not eligible 

to ASCT (≥65?)

• Chemo-free triplets (ZVO and AVR) demonstrated early and sustained 
response consistently >90%, no additive toxicity observed, limited time Tx?

• Comparable benefit was seen in TP53 mutated patients, 
but numbers still small, and longer follow-up is needed

• In patients R/R after BTKi failure, sonrotoclax new valid option, 
while waiting for combinations 



Thanks for your 
attention


