
















Urothelial carcinoma subtypes have distinct patterns
of genomic alterations although no single gene is
pathognomonic. The clinicopathological impor-
tance of each subtype has not been fully elucidated
yet, but it is generally accepted that sarcomatoid,
micropapillary, plasmacytoid and neuroendocrine
morphologies are associated with highly aggressive
clinical behavior. Data on neoadjuvant treatment,
bladder preservation, adjuvant treatment and the
impact of new therapies are limited for these tumors.
Somatic alterations which may be targetable by
novel agents have been shown primarily in the
PIK3CA, PTEN, TSC1, KRAS, FGFR3 and ERBB2 genes,
with varying frequencies in different subtypes. That
could be the basis to design prospective clinical trials
of investigational as well as standard therapies with
the incorporation of personalized biomarkers for
individual histologic subtypes. For these reasons,
recognition and uniform reporting of subtype his-
tology/divergent differentiation in urothelial carci-
noma is essential for developing treatment strategies
and improving patient outcomes.
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