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Introduction:
High dose therapy and Autologous Stem Cell Transplantation (ASCT) has remained the treatment of choice for transplant-
eligible patients with relapsed/refractory (R/R) large B cell lymphoma (LBCL) and chemosensitive disease. Recently, CART
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therapy has been approved in second line for patients with primary refractory disease or early relapse (<1 year of first-line
therapy) and the current role of ASCT has been guestioned. However, several studies have shown that despite early failure
of first line, patients with chemosensitive disease after salvage therapy can be cured with ASCT consolidation. Our objective
was to analyze the efficacy of ASCT in patients with R/R LBCL after a long-term follow up and try to define the optimal role of
ASCT.

Patients and methods:

We performed a retrospective multicenter study based on GETH-TC database of ASCT. We included patients from centers of
GETH-TC/GELTAMO with R/R LBCL who underwent ASCT from January 2010 to December 2021. All the patients received rit-
uximab and anthracycline-based frontline therapy. Diffuse LBCL NOS, high-grade B-cell ymphoma double/triple hitand NOS,
primary mediastinal, transformed follicular lymphoma (tFL) and other less frequent LBCL subtypes were included. Plasmablas-
tic and primary central nervous system lymphoma were excluded. Patients who underwent ASCT in first CR were also excluded
except patients with tFL who had received previous anthracycline-based frontline therapy for the indolent lymphoma. The
primary endpoints were progression-free survival (PFS) and overall survival (OS) in the overall series and according to different
prognostic factors, including disease status at ASCT. Disease status was defined as complete remission (CR), partial response
(PR) and refractory disease (stable disease or progression) assessed by PET/CT.

Results:

Seven-hundred and ninety-one patients fulfilled the inclusion criteria. Patients characteristics are summarized in Table 1. After
a median follow-up of 74 months (95%Cl 68-81), 65% of the patients were alive and 84% of them free of disease. Six-year-PFS
and OS were 51% (95%Cl 47-54) and 63% (?5%Cl 60-67), respectively. Non-relapse mortality at 1 year was 9% (95%Cl 7-11). The
main causes of death were progression in 161 (58%), ASCT-related toxicity in 18 (6%) and other causes in 98 (35%). PFS was
significantly influenced by age at ASCT, treatment lines prior to ASCT and disease status at ASCT (p<0.01). OS was influenced
by age at diagnosis, R-IPI at diagnosis, age at ASCT, treatment lines prior to ASCT and disease status at ASCT (p<0.01). In
the multivariate analysis, age >60 years at ASCT [HR 1.31 (95%IC: 1.06-1.62), p=0.011], ASCT as >3 " line [HR 1.81 (95%IC:
1.42-2.31), p<0.001] and PR versus CR at ASCT [HR 1.46 (95%IC: 1.18-1.81), p<0.001] were the only independent variables
influencing PFS, Figure 1. Age >60 years at ASCT [HR 1.62 (95%IC: 1.24-2.12), p<0.001], ASCT as >3 " line [HR 1.77 (95%IC:
1.32-2.37), p<0.001] and PR versus CR at ASCT [HR 1.58 (95%IC: 1.22-2.05), p<0.001] were the only independent variables for
OS. From 307 (39%) patients who relapsed after ASCT, 59 received CART therapy (median PFS 8.9 months) and 69 allo-SCT
(median PFS 10.8 months).

Refractory disease or early relapse did not significantly influenced survival. Analyzing this population separately (n=477),
disease status at ASCT (PR versus CR) and ASCT as >3 ™ line were the only independent variables for both PFS [HR 1.46
(95%IC: 1.11-1.92), p=0.007; HR 1.79 (95%IC: 1.32-2.43), p<0.001, respectively] and OS [HR 1.92 (95%IC: 1.38-2.67), p<0.001;
HR 1.91 (95%IC: 1.35-2.69), p<0.001, respectively].

Conclusions:

To our knowledge, this is the largest series analyzing the efficacy of ASCT in patients with R/R LBCL after rituximab-containing
frontline therapy. Our results indicate that ASCT is a curative option for patients with chemosensitive disease (especially in CR
after salvage), regardless of the timing of relapse after frontline treatment. These data support that ASCT could be considered
in patients with primary refractory or early relapse, provided the disease is sensitive to salvage therapy.
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