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Background
 Circulating tumor DNA (ctDNA) is a clinically valid tool for detection of measurable residual - A previous study showed that achieving undetectable ctDNA-MRD after the first 3 cycles of
disease (MRD) in patients with diffuse large B-cell ymphoma (DLBCL)." frontline therapy was highly prognostic for progression-free survival,® indicating that some

» Phased variant enrichment and detection sequencing (PhasED-seq), which uses multiple patients may be currently over-treated and de-escalation could be warranted.

somatic mutations on individual DNA fragments, improves upon first-generation single  This feasibility study has 2 co-primary objectives:

nucleotide variant-based MRD tests with improved sensitivity. - (1) to evaluate the feasibility of ctDNA sequencing for real-time guidance of clinical

* Therapy de-escalation after 4 cycles of standard R-CHOP was non-inferior and less toxic decision making during frontline therapy for DLBCL; and
than 6 cycles for patients with DLBCL with no baseline international prognostic index (IPI) risk

factors 3 - (2) to determine the outcomes of patients with newly diagnosed DLBCL who become

undetectable for ctDNA and demonstrate a radiographic complete response (CR) during
« ctDNA-MRD has a higher sensitivity than PET/CT and could potentially be used to guide standard frontline therapy and discontinue chemotherapy early.
dose de-escalation in patients with DLBCL based on interim treatment response.?4>
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complete response on iPET4 by Lugano criteria; EOT: end of therapy; F/U: follow-up; PET/CT: positron emission tomography/computed
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escalate therapy and receive rituximab alone for C5-6.

ClinicalTrials.gov
: Funding: References: .
Conclusions CON QU ER 1. Roschewski et al., Blood Cancer Discov. 2022
o 2. Kurtz et al., Nat Biotechnol 2021
» Enroliment began in December 2024, with 5 patients being enrolled and 2 of those CANCER 3. Poeschel et al., Lancet 2019
patients completing C4D1 ctDNA-MRD testing so far. THE ASCO FOUNDATION 4. Le Gouill & Casanovas, Blood 2017
h " tod b 5. Klimova et al., Oncotarget 2019 (accepted)
- Based on projected enrollment, the study is expected to complete enrolling in early 'S WOTK 1S SUpported by 6. Roschewski et al., presented at ICML 2023 .
2027 a Conquer Cancer Career Digital Poster
' Development Award and an NIH/ A
| | | o _ o - _ NCI RO3 Small Grants Program Contact: Hua-Jay “Jeff” Cherng
 This study will provide critical information on the feasibility of utilizing real-time (RO3CA286676). ©) hjc2157@cumc.columbia.edu
ctDNA-MRD testing in clinical treatment of patients with DLBCL, specifically to inform %¢ Bluesky @hjcherng.bsky.social
treatment de-escalation strategies. m) EQL'SSRA"
INSTITUTE Copies of this poster obtained through Quick Response (QR) Code are for personal use only and
may not be reproduced without permission from ASCO® or the author of this poster.




