Complementary value of digital pathology to ctDNA In risk stratification of stage lll colon cancer patients receiving adjuvant chemotherapy
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Adjuvant treatment requires stratification

Digital pathology marker CAPAI complements post-surgery ctDNA In risk stratification of stage Il CC:

Stage lll colon cancer (CC) is routinely treated by resection,

which alone cures already ~50% of patients. Within the ctDNA negative group, addition of CAPAI can distinguish patients with low and high RR.
Of the ctDNA negative group, 65% is CAPAI-low/intermediate and they are considered low-risk.

Adjuvant chemotherapy (ACT) is recommended to all patients, Their recurrence risk after ACT is 9%, compared to 18% in the overall ctDNA negative group.

causing overtreatment and highlighting need for stratification.
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Patient selection and biomarker analysis Risk stratification by ctDNA status Substratification of ctDNA- group by CAPAI

Patient selection ctDNA+ (12%) had a 3-year RR of 60% [95% CI| 32-77], In ctDNA-, CAPAI high (35%) had a 3-year RR of 35% [20-48],
163 patients were included from PROVENC3!, a substudy of ctDNA- had a 3-year RR of 18% [11-25]; HR 0.2 [0.1-0.4], CAPAI low/intermediate (combined) 9% [3-15]; HR 0.3 [0.1-0.7],
the prospective Dutch Colorectal Cancer (PLCRC) cohort: indicating ctDNA is prognostic but encounters false-negatives.  suggesting CAPAI may help mitigate false-negative ctDNA tests.
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Risk groups were defined based on ctDNA and CAPAI, CIDNA -= 143 133 107 99  low/int ™ 93 89 76 70
time to recurrence (TTR) was compared using log-rank test, ctDNA+ 20 14 3 3 high == 30 44 31 25
reporting 3-year recurrence risk (RR) and hazard ratios (HR).
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