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Aim: Patients with R/R LBCL after �rst-line treatment have poor prognosis. Multiple novel therapies have been approved
for R/R LBCL in recent years, but CIT regimens are still commonly used. This study evaluated the effectiveness of CIT and
novel therapies in 2L+ in patients with R/R LBCL and the association between patient clinical characteristics and real-world
outcomes.
Methods: This was a multi-site retrospective observational study of patients aged ≥18 years with R/R LBCL in the Lymphoma
Epidemiology of Outcomes (LEO) Consortium of Real-World Evidence (CReWE) cohort (patients followed from 1/1/2015
to 2/15/2023) who were treated with CIT or novel therapy in 2L+. CIT regimens included salvage/palliative chemotherapy,
lenalidomide, rituximab, or obinutuzumab, used alone or in combination. Novel therapies included polatuzumab vedotin
plus bendamustine and rituximab or variations thereof (i.e., pola-based regimen), tafasitamab plus lenalidomide or variations
thereof (tafa-based regimen), and loncastuximab tesirine (lonca). Patients’ demographic and clinical characteristics were as-
sessed from the �rst con�rmed R/R disease diagnosis and initiation of 2L+ therapy. When multiple lines of therapy (LOTs)
were eligible for inclusion in the analysis, one was randomly selected as the index LOT. Real-world outcomes, determined by
investigators at each clinical site, including overall response rate (ORR), complete response (CR) rate, duration of response
(DOR), duration of complete response (DOCR), progression-free survival (PFS), and overall survival (OS) were described for all
patients in each treatment group and for the subgroup of patients with prior chimeric antigen receptor (CAR) T-cell therapy.
Multivariable Cox Proportional Hazardsmodels were used to assess associations between select patient clinical characteristics
and real-world outcomes.
Results: The study population included patients treated with CIT (N=653), pola-based regimen (N=116), tafa-based regimen
(N=55), and lonca (N=42) ( Figure 1A). The median (m) age at date of index treatment initiation across groups ranged from
63 to 74 years. Across groups, most patients had primary refractory disease-i.e., were refractory to the �rst LOT (69.5% CIT
vs. 73.3% pola vs. 58.2% tafa vs. 71.4% lonca), whereas variable proportions had one prior LOT (65.5% vs. 17.2% vs. 43.6% vs.
7.1%) and prior CAR T-cell therapy (5.1% vs. 43.1% vs. 32.7% vs. 47.6%).
In the CIT group, ORR was 33.8%, 15.5% of patients achieved CR, mPFS (95% CI) was 1.9 (1.7, 2.1) months, and mOS was 9.1
(8.1, 10.5) months. In the pola group, ORR was 42.2%, 24.1% of patients achieved CR, mPFS was 2.5 (2, 3.2) months and mOS
was 7.8 (6.4, 11.8) months. In the tafa group, ORR was 25.5%, 14.5% of patients achieved CR, mPFS was 2.7 (2.1, 4.2) months,
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and mOS was 8 (5.3, 12.7) months. In the lonca group, ORR was 40.5%, 21.4% of patients achieved CR, mPFS was 3 (2.1, 5.1)
months, and mOS was 4.7 (3.7, 10.8) months. Demographics and outcomes for all patients and those who received prior CAR
T-cell therapy are summarized in Figure 1A.
In the multivariable Cox regression analysis, International Prognostic Index (IPI) risk score ≥3, CIT as the index treatment type,
and primary refractory status were signi�cantly associated with time from response to progression/death (P<0.05; Figure 1B).
IPI risk score ≥3, CIT as the index treatment type, and primary refractory status were signi�cantly associated with worse PFS.
IPI risk ≥3, ≥3 prior LOTs, and primary refractory status were signi�cantly associated with OS.
Conclusion: In this large clinical cohort of patients with R/R LBCL with high proportions having primary refractory disease, all
common treatments were associated with modest ORR/CR and poor OS. Receiving CIT treatments, higher IPI score, primary
refractory status, and higher number of prior LOTs were signi�cantly associated with poor clinical outcomes. A study with
larger sample size and longer follow-upmay be warranted to further understand the clinical effectiveness of novel treatments.
Thus, despite the availability of novel treatments during the study period, these �ndings highlight the need for more effective
treatment alternatives beyond currently available options to improve outcomes.
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