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Diagnostic utility of immunohistochemical staining for basal keratins, K5 and K14, and p63 in the
differential diagnosis of malignant glandular lesions
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In previous studies, we demonstrated that K5/K14-positive basal cells of the stratified glandular epithelia co-expressing p63
give rise to both glandular and/or myoepithelial cell lineages. Assuming that the cells of this immunophenotype may be
regarded as putative adult progenitor cells (basal/somatic stem cells), we analyzed the co-expression of p63 with cytokeratins
K5 and K14 in tumor cells and in their physiological p63/K5/14+ counterparts in the breast and salivary gland. As the main
instrument in this study, we used the in situ multiple immunfluorescence lineage-tracing for keratin subgroups, p63 and SMA
as a myoepithelial marker. The epithelium of the breast and salivary gland and tumors arising from these glands showed striking
similarities in their cellular composition, as they contain p63/K5/14-positive progenitor cells which differentiate to glandular
cell lineages via intermediary cells, with a sequential expression of basal and lineage specific proteins. This study provides
evidence that cells undergoing malignant transformation tend to be fairly advanced in the glandular lineage of differentiation.
We generated corresponding stem-cell models describing the role of the immunophenotypically identical progenitor p63/
K5/14+ cells in both the glandular benign proliferative and neoplastic lesions. This concept may serve as a valuable tool in the
differential diagnosis of benign versus malignant glandular lesions of the human breast and salivary glands.
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