2019 2022

Gene expression profile and therapeutic targets in high-grade spindle cell
sarcomas focusing on the gene regulation system.
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Pleomorphic leiomyosarcoma (PLMS) is a high-grade sarcoma composed of
typical LMS with a dedifferentiated high-grade area. The mechanisms of myogenic differentiation in
high-grade sarcomas are unknown. We employed Cap Analysis of Gene Expression (CAGE) analysis to
elucidate the possible gene expression networks that could discriminate PLMS from other high-grade
sarcomas. MSTN promoters, encoding myostatin were more activated in high-grade sarcomas that did not

show morphological and immunohistochemical smooth muscle differentiation compared to PLMS.
Immunohistochemistry showed reduction or loss of myostatin expression encoded by MSTN in PLMS but
not in other high-grade sarcomas. Furthermore, immunohistochemical double staining revealed that the
expression patterns of myostatin and myogenic markers were almost mutually exclusive in these
tumors. These findings suggest that myostatin acts as a regulator of myogenic differentiation in
high-grade sarcomas.
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