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BACKBONE: Induction strategies in the elderly population

1.Rummel MJ et al, Lancet 2013; 2.Flinn et al, Blood 2014; 3.Rummel MJ et al, JCO 2016; 4.Ruan J et al, Blood 2016; 5.Smith M 

et al, Blood 2024; 6.Visco C, et al, Lancet Haematology 2017

Bendamustine improves survival1,2

StiL NHL and BRIGHT study

R-CHOP platform R-Benda platform

Add on with:

- Rituximab Maintenance3

- Lenalidomide4

- Bortezomib/Lenalidomide5

- BTKi

- Cytarabine6



FIL_RBAC500Results - LONG TERM FOLLOW-UP – 7Y

Visco C et al, Lancet Haematololgy, 2017; Tisi MC et al, Blood Advances, 2023

Univariate analysis for PFS
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SHINE: Ibrutinib + BR in untreated, elderly MCL patients

Wang et al, NEJM, 2022

523 pts, median f-up 84.7 mo

Median age 71 (65-87) – 10% tp53 mut, 7% blastoid, 35% 

MIPI HR (I group)

Pts in CR: 65.5% I vs 57.6% P (p=0.01)

No clear advantage in high risk subgroups

Incidence of G3-4 AE: 81.5% I vs 77.3% P

“One hypothesis for further exploration could be the time-

limited use of ibrutinib to retain efficacy but avoid ongoing 

toxic effects”

mPFS : 6.7 vs 4.4y

mOS 7y: 55% vs 
56.8%

SHINE: Ibrutinib + BR in untreated, elderly MCL patients



ECHO Study Design

Wang M et al, JCO, 2025



Demographic and baseline characteristics

Wang M et al, JCO, 2025



Best Overall Response and Complete Response Rates

Wang M et al, JCO, 2025



PFS further improved with ABR vs PBR

Wang M et al, ASH 2025

Median f-up 

60.8 mo



OS Analysis  - Censoring for COVID-19 deaths

Wang M et al, ASH 2025
Similar Trend as the Primary Analysis

Median f-up 

60.8 mo



ECHO – Response in patients with High-risk MCL

Wang M et al, JCO, 2025



ECHO – Survival in patients with High-risk MCL

Censorizzando le morti per  COVID - OS raggiunge un trend si superiorità (p=0.07)CROSS-

OVER
Wang M et al, JCO, 2025



ECHO – Longer PFS in patients with High-risk MCL

Dreyling M et al, EHA 2025



Factors impacting on POD24 Status

Cheah C et al, ASH 2025

Il trattamento con ABR vs PBR riduce significativamente il rischio di POD24, dopo 

aggiustamento per i fattori correlati col rischio di progressione precoce



Cumulative Event Rate of Grade >3 Events

Wang M et al, JCO, 2025
Comparable between arms
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TrAVeRse Study Design: Multicenter, Open-label, Phase 2 Trial

Hawkes EA, ASH 2025

AVR: Acalabrutinib, Venetoclax, Rituximab

Median Age 69 (40-89); < 65y: 38.9% 



TrAVeRse: Response and Survival

Hawkes EA, ASH 2025

Median f-up 14.8 mo

12mo PFS: 95.2% (tp53 mut 88.2%)

12mo DOR: 97% (tp53 mut 93,3%)



25 tp53 mut pts

Median age 68 y (29-82)

Best ORR 94% (24/25) – CR 

88%

Tailored 

treatment

BOVen Study Design: Multicenter, Open-label, Phase 2 Trial

Kumar A et al, Blood 2025

Common Aes low grade (included diarrhea – 64%, 

neutropenia – 32%, ingusion-related reactions - 24%

2y PFS 72%

2y OS 76%
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Ongoing Trials

Recruiting: 123/150 pts STARTING



Conclusions – Take home messages

• BR+Acalabrutinib soon available and standard option for patients not eligible to ASCT 

(≥65?), with interesting results in high risk MCL

• Chemo-free triplets (ZVO and AVR) are highly active, with early and sustained benefit, 

overall metabolic response rate consistently  >90%, no additive toxicity observed, 

discontinuation possible?

• Comparable benefit was seen in TP53 mutated patients, though numbers still small, and 

longer follow-up is needed

• Open questions for BTK RR
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