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Worse overall survival in breast carcinoma expressing p16 
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Genetic alterations affecting p16 protein is well described in human malignancies suggesting that inactivation of this pathway 
may be necessary for carcinogenesis. We aimed to study p16 in BC by immunohistochemical (IHC) methods in a large series of 

hormone receptor (HR) positive and triple negative tumors (TNT) in relation with demographic, pathologic features, biomarkers and 
clinical outcome. Invasive mammary carcinomas (IMC) diagnosed during a 7-year period were reviewed. The IMC markers ER, PR, 
and Her-2 scored by the new CAP standards were included. The tumors were studied as HER-2 positive, TNT, and hormone receptor 
(HR) positive. Tissue microarrays (TMAs) were stained with p16. P16 positivity was correlated with demographic and pathologic data 
and clinical outcome. Of the 157 IMC studied 37.6% where HR+ and 57.3% TNT. The age at diagnosis varied from 24-90 years. P16 
was overall positive in 52.2%. Of the 75 p16 positive in AA, 12 were HR+ and 87%TNT vs. Caucasians who were 20% HR+ and 80% 
TNT. 85% of TNT showed statically significant p16 expression (p<.001) and they were correlated with basal-like BC, large tumor and 
high grade (all<.001). On univariate analysis, p16 positivity had a statically significant positive correlation with African-American 
(AA) race, TNT, large tumor size, high histologic grade and CK14 and it was inversely correlated with p53. Overall survival (OS) was 
statistically significant worse in p16 BC (p=0.0027), in the non-TNT (p=0.05) and in AA patients (p=0.001). In conclusion, p16 may 
constitute a prognostic marker and patients with p16 positive tumors may benefit from a more aggressive therapy. p16 expression may 
differentiate breast carcinoma subtypes and explain the more aggressive nature of TNT. High frequency of p16 positivity in breast 
cancers of African-American women may indicate different tumor biology.
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