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head and neck treated with a PD-1 inhibitor
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Figure 1: Schematic view of the prospective cohort

perfect due to significant overlap between responders and non-responders.

ctDNA kinetics are currently being investigated as a biomarker to predict immunotherapy
efficacy with the hypothesis that changes in ctDNA gquantity could allow early identification of
patients likely to progress rapidly or derive long-term benefits.
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We developed a ctDNA tumor-agnostic assay with the aim of predicting the efficacy of PD1 000} : - . - - - . .
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Forty-four patients were included, and clinical characteristics are depicted in Table 1. ]_Lll, o T S ; ; 1 . ! ! .
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to Kraken2. Otherwise, the patient was Figure 2: Bio-informatic work-flow

considered HPV16-negative.
The primary endpoint was the concordance between ctDNA kinetics (ActDNA) and best

Table 2. CR: complete response, PR: partial response, SD: stable disease, PD: progressive disease, RECISTv1.1:

FrasmanEe [EvElvaton et n Selid urmers versien i Figure 4: Kaplan-Meier estimate of overall survival (A) and progression-

. . L . ActDNA correctly predicted the BOR according to RECISTv1.1 in 26 (74%) out of 35 patients, whereas 9 (26%) | | | | | | 3 | N free survival (B) fo.r negative A_Cl‘DNA & CR, PR and SD patients, posit?ve
overall response (BOR) according to Response Evaluation Criteria In Solid Tumors patients had imaging and ActDNA discordant results (X2 = 4.51; p=0.033). Figure 3: Kaplan-Meier estimate of progression-free survival (Panels A), overall survival (Panels B), and cancer specific survival (Panels C) for positive ActDNA & PD patients, and discordant patients. Blue curves = negative
versionl.1 (RECISTv1.1). ActDNA was defined as the difference in mean variant allele and negative ActDNA patients in the whole population. Kaplan-Meier estimate of progression-free survival (Panels D), overall survival (Panels E), and ActDNA negative & CR, PR and SD; red curves = positive ActDNA

cancer specific survival (Panels F) for positive and negative ActDNA patients in PD-L1 CPS > 1 population. Blue curves = negative ActDNA patients; patients & PD; pink curves = discordant patients.

frequency (VAF) between the on-treatment sample harvested 6-10 weeks (FU1) after PD-1
iInhibitor Initiation and the pre-treatment plasma sample (ActDNA = mean FU1 VAF - mean
pre-treatment VAF).

red curves = positive ActDNA patients.

Results

ActDNA to predict PFS, OS, and CSS
Median PFS was 8.6 [95% CI: 2.73-18.1] months in the negative ActDNA group and 2.5 [95%
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Table 1: Clinical characteristics



