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Introduction: The R-BAC regimen is considered among standard first-line treatments for elderly fit patients with mantle cell
lymphoma (MCL). We previously reported (RBACS500 trial) a significantly inferior progression-free survival (PFS) for patients
with high risk (HR) features, namely blastoid morphology and/or elevated Ki67 proliferative index, as compared to other
patients, that were defined as low risk (LR). Indeed, when treated with R-BAC, LR patients had excellent outcome, albeit no
maintenance therapy was delivered.

Methods: We designed a phase 2 prospective multicenter study, which enrolled patients aged >65 years and fit according to
the geriatric CGA assessment, or age <64 years if not eligible to high-dose chemotherapy plus transplantation. Asymptomatic
patients with non-nodal disease were excluded. At presentation patients were allocated by central review as LR or HR, de-
pending on tumor morphology (blastoid versus others), Ki6é7 expression (>30% versus others), or presence of TP53 mutation
and/or deletion. Patients with any of the three risk factors were classified as HR. Patients with LR disease were treated with 6
cycles of R-BAC (rituximab 375 mg/m2 d 1; bendamustine 70 mg/m2 d 1,2; cytarabine 500 mg/m2 d 1,2,3), while HR patients
received abbreviated induction with 4 R-BAC followed by consolidation (4 months, 800 mg/d), and maintenance (20 months,
400 mg/d) with venetoclax. The primary endpoint was 2-years PFS for the HR patients. The sample size was calculated with
the one arm non parametric survival analysis (alpha-error 0.05, power 90%), assuming that the addition of venetoclax would
improve 2-years PFS from 40% (null hypothesis) to 60%. Tumor response was assessed with Lugano criteria. All patients were
analyzed by real-time quantitative PCR at baseline on peripheral blood and bone marrow samples for minimal residual disease
(MRD) evaluation, and HR patients were followed up at different time points. Results of this specific analysis will be subject of
future reports. This trial was registered at ClinicalTrials.gov Identifier: NCT03567876.

Results: Overall, 140 patients from 35 centers of the Fondazione Italiana Linfomi (FIL) were prospectively enrolled between
2018 and 2021. Of them, 54 were HR (39%). Median age was 72 (range 57-79), and 44% had elevated MIPI. LR and HR patients
had similar clinical characteristics, but differed for LDH, and MIPI, both being significantly higher in the HR group. Overall,
28 (20%) patients had TP53 mutations, 19 (14%) had TP53 deletions, Kié7 was >30% in 34 (24%), and blastoid variant was
diagnosed in 13 patients (9%, Figure 1A). Toxicity during R-BAC was in line with previous reports, while most frequent grade
>=3 adverse events during venetoclax treatment consisted of neutropenia (21%), followed by skin reactions (10%). Of note,
there were 5 deaths due to COVID-19 infection in patients in CR (4 LR, 1 HR). Overall response at the end of R-BAC differed
between HR and LR patients (85% vs 99%, p=0.001), as was for complete response (61% vs 91%, p=0.0001). Of the 54 HR
patients, 43 (80%) started venetoclax consolidation, 37 (69%) started the maintenance phase, with 26 patients (48%) complet-
ing the whole treatment per protocol. Of 10 patients that started Venetoclax in partial remission (PR) or stable disease after
R-BAC, 3 converted to CR, 1 maintained PR, while é patients progressed during maintenance. After a median follow-up of 34
months, the 2-years PFS for the whole population was 74.9% (95% Cl 66-82), and OS was 80% (95% Cl 72-85). Patients with HR
MCL had 2-years PFS and OS of 58% (95% Cl 43-70) and 66% (95% CI| 50-77), respectively, which were significantly lower than
LR patients (85% and 88%, respectively, p=0.0001 for both, see Figure 1B). Predictors of PFS using Cox regression models
adjusted for MIPI were blastoid morphology (Hazard Ratio 3.51), and TP53 mutation (Hazard Ratio 4.17), with Kié7, and TP53
deletions that lost their power in multivariate analysis.

Conclusions: The VR-BAC trial represents the first prospective study that stratified upfront patients with MCL to different
treatments according to the risk profile. In this trial the null hypothesis (2-years PFS 40%) was rejected in HR patients, sug-
gesting that the addition of venetoclax to R-BAC improves the performance of the induction strategy. These results point to
the importance of identifying HR patients since initial diagnosis.
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OffLabel Disclosure: Venetoclax monotherapy following response to chemo-immmunotherapy
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Figure 1.

A. Distribution of risk factors among the 54 patients with high-risk mantle cell ymphoma at
presentation. Blast=blastoid, P53d=TP53 deletions, P53m=TP53 mutations, Ki-67= Ki67230%;
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B. Progression-free survival curves of low-risk versus high-risk patients treated within the trial.
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