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Hans status, IPl, CtDNA and TMTV, only an elevated IPI (P = 0.02)
and high CtDNA load (P = 0.04) remained significant.

Conclusion: Despite a limited follow-up, this institutional study
conducted in a large cohort of patients with aggressive B-cell lym-
phoma treated in real life, emphasizes that high CtDNA load and high
TMTV are strong predictors of poor outcome. These characteristics
at baseline could help tailoring therapy in these patients.
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Background: Circulating tumor DNA (ctDNA) quantification has been
shown to predict therapeutic benefit in patients (pts) with DLBCL. We
recently investigated the prognostic impact of total metabolic tumor
volume (TMTV) in DLBCL pts responder to R-CHOP in the REMARC
study. In the present ancillary study, we wish to analyze the potential
correlation of ctDNA with the outcome and relate these results to
functional imaging by PET/CT (TMTV). We also aim to correlate the
circulating tumor DNA load with the new score TMTV plus ECOG PS.
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Patients and Methods: 794 pts were included in the study either at
diagnosis (n = 446) or at the end of R-CHOP (n = 347). At the end of
R-CHOP, 650 pts achieved a complete response and were random-
ized to receive 2 years of lenalidomide or placebo. Tumoral cfDNA
measurements were performed using a dedicated 36 genes panel
with the QiaSeq® technology. CtDNA concentrations were
expressed in haploid genome equivalents per mL of plasma (hGE/mL)
and calculated by multiplying the mean variant allele frequency (VAF)
by the concentration of total cfDNA (Bohers et al. Blood Cancer J
2018).The optimal ctDNA cut-offs for PFS and OS were determined
by X-tile analyses and confirmed by a training validation method.
Results: A total of 240 pts were analyzed, including 62 non-responder
and non-randomized pts (NR-NRP) and 173 responder and random-
ized pts (REMARC pts). 5 pts had no interpretable ctDNA analysis and
were excluded.

Among the 235 NR-NRP/REMARC cohort, a ctDNA > 3.74 was
present in 14% of pts and was predictive for PFS (HR = 1.68, 95%ClI
1.02-2.76, p = 0.0397) and OS (HR = 2.15, 95%Cl 1.28-3.61,
p = 0.0031). The 3y-PFS for pts with a ctDNA > 3.74 was 47.3% (95%
Cl: 30%-63%) vs 71.5% (95% Cl: 65%-77%) for pts with a ctDNA <
3.74. The 3y-0S for pts with a ctDNA > 3.74 was 56.4% (95%Cl:
38%-71%) vs 81.8% (95% Cl. 76%-87%) for pts with a ctDNA < 3.74.

Among the 173 R-CHOP responder patients (REMARC cohort),
the 12 months-relapse free survival since last cycle of R-CHOP for pts
with a ctDNA > 3.74 at diagnosis was 61.1% (95%Cl: 35%-79%) vs
88.7% (95%Cl: 82%-93%) for pts with a ctDNA < 3.74 (p = 0.009).
However, a ctDNA > 3.74 was not predictive either for PFS (HR = 1.64,
95%Cl:0.84-3.21, p=0.14) nor for OS (HR = 1.91 95%Cl: 0.93-3.89, p
= 0.07). Among the 100 pts with ctDNA and TMTV available, median
log ctDNA was found significantly higher in TMTV > 220 (n = 58) vs
TMTV < 220 (p = 0.002). However, no significant impact of ctDNA
(threshold 3.4) and TMTV(threshold 220) was observed on PFS and OS.
Conclusion: Using a routinely targeted sequencing panel for ctDNA
measurement, we confirmed the prognostic value of ctDNA con-
centration to predict outcome in DLBCL patients. For patients
responding to R-CHOP, high ctDNA level was significantly associated
with high TMTV and early relapse.
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