Association of a DNA Damage Response Deficiency (DDRD) Assay with Prognosis in Resected Esophageal and Gastric Adenocarcinoma
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BACKGROUND DDRD IN EAC- NEO-ADJUVANT CHEMOTHERAPY DDRD IN EAC- PATHOLOGICAL RESPONSE DDRD IN GASTRIC ADENOCARCINOMA- ADJUVANT CHEMOTHERAPY
* Esophageal cancer is the eighth most common cancer worldwide * 66 sarT\pIes (24%) were characterised as DDRD positive with 207 samples (76%) DDRD * Matched resection specimens were scored for pathological response according to the » 270 resected gastric cancers treated at the Samsung Medical Centre, Seoul, Korea
* The UK has the highest incidence of the Esophageal Adenocarcinoma (EAC) in the world. negative. Mandard Score (<2 pathological response). + Treated with adjuvant platinum-based chemotherapy, chemo-radiotherapy or surgery alone
° . . . o . _ . . M H ° oy . . . . . .. . . . . _ . . . ’
The five year survival rate is 13% and even in early stage loco-regional confined disease this DDRD assay positivity demonstrated a statistically significant association with disease-free 24 cases (8.8%) were pathological responders with 203 non-responders (74.3%) and resection ¢ 132 samples (49%) were DDRD positive with the remaining 138 (51%) DDRD negative
figure rarely exceeds 40%. survival (HR 0.59; 95% Cl 0.40-0.85; p=0.014) (Figure 1) ; ; 0 '
) i b ) . specimens were unable to be evaluated in 46 cases (16.8%). N . oy . aco L
* Thereis regional variation in neo-adjuvant treatment of resectable EAC and the optimal « Median DFS was not reached for DDRD+ve patients vs 23.2 months for DDRD-ve patients. o _ _ _ * DDRD positivity was associated with improved DFS (HR 0.48; 95% Cl 0.25-0.96; p=0.037)
approach for individual patients remains unclear . Median OS was significantly higher in DDRD +ve compared to DDRD —ve patients (61.8 * DDRD score was significantly higher in responders compared to non-responders (Figure 3). following D2 gastrectomy and adjuvant chemotherapy/chemo-radiotherapy (Figure 4A).
* Thereis a pressing need to identify biomarkers capable of predicting response to enable 5 ¥ G P . P ' * The DDRD score was predictive of pathological response to neo-adjuvant cisplatin-based » DDRD was not associated with DFS in the surgery alone cohort (HR 0.87; 95% Cl 0.55-1.38;
L ) i . ; months vs 31.6 months; HR 0.63; 95% Cl 0.43-0.91; p=0.028) (Figure 2). h th in EAC ) ! !
clinicians to stratify patients to the most beneficial neo-adjuvant therapy. chemotherapy in . p=0.56) (Figure 4B).

* These results indicate that the DDRD assay is a strong prognostic marker in the setting of neo-
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