High throughput analysis in locally advanced triple negative breast cancer (TNBC): pathological complete response (pCR) and mutational status. SAN ANTONIO
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Background Results
Pathologic complete response (pCR) after neoadjuvant In total we analyzed samples from 48 patients. The median age was 46 ys. 22 of 48 (46%) were HER2 low, 42 (87%) with G3, 27 (56%) with stage Il and 16 (33%) with stage Ill. 28 out of 48 patients (58.3%) not obtained pCR. Main clinical
treatmegnt (NAD)pis . stronp o nopstic biomarker assoJciated characteristics of patients and genomic alterations detected are reported in Table 1. In the table we show statistically significant correlations between PIK3CA mutations and not pCR. Specifically, the PI3K pathway mutations demonstrate
with imoroved survival in breisfcaicer Jtients. especiallv those a significant association with not pCR, with a p-value of 0.024. The PIK3CA mutations correlate significantly with not pCR, with p-values of 0.013. The table indicates no statistically significant correlation between BMI, histotype or loco-
with TNpBC and HER2 positive subt e: Des i’Ee hF: h rez onse regional disease extent and the absence of pCR in TNBC patients. These results suggest that PIK3CA mutations and related pathways may impact the effectiveness of NAD in achieving pCR. As shown in Figure 1 genomic analysis of the
rates to NAD. TNBC haspbeen linked Zg hi. her In?ates oi recurF;ence entire cohort revealed the most frequently altered genes to be TP53 (94%), PIK3CA (21%), BRCA1 (15%), along with amplifications of MYC (23%) and GATA3 (17%) and MCL1 (15%). Of note, the most aberrant pathways in not pCR
and poorer c;Iisease-free survival (DFS) aid overall survival (OS) population are PI3K and RTK-RAS signaling. Alterations in PIK3CA was observed in 39% of no pCR and absent in pCR patients (p-value < 0.05) as reported in Table 1, reflecting its key role in PI3K-AKT-mTOR signaling pathway. The lollipop
ConquuentIy there is a continued need to identify prognostic- plots in Figure 2 show how missense (H1047R, E542K, R88Q, V344G) and inframe deletion (G106 _E109del, E110del) mutations are presents in no pCR patients after NAD. Interestingly, median TMB in not responder’s cohort is 5.5 while
L ) : . in chemo sensitive patients is 4.8 (p-value 0.93).
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