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Background

e HER2-positive (HER2+) breast cancer is a heterogeneous disease, with variability in tumor
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exhaustion, was negatively associated with pCR (OR =0.23, 95% CI: 0.04-0.82, p = 0.042).

* Wilcoxon correlations between mean, CVs of each protein and pCR are shown in Figure 4. Notably,
it is the CV, rather than the mean expression, that shows a statistically significant positive
correlation with pCR status. These associations remained statistically significant in univariate
analysis but did not retain significance in multivariate models (Figure 2). The presenting author declares no conflicts of interest. Email: Carla.gullotta24@gmail.com

In HER2+ EBC, spatial heterogeneity of immune-related proteins, mainly the presence of T-cell markers, was associated with a higher pCR rate, while expression levels were not, suggesting a role for immune
variability within the TME in modulating treatment efficacy. These results also highlight the ability to predict pCR of total HER2 abundance over regional heterogeneity. The HER2DX pCR score remained a
robust predictor of response in all statistical analyses and spatial metrics did not outperform or override its predictive value in this cohort.




