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Analysis of hematogenous metastasis mechanism using a mouse model for alveolar
soft tissue sarcoma
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Alveolar soft part sarcoma (ASPS) occurs mostly in young adults with
frequent hematogenous metastasis even at the initial diagnosis. Our ASPS model showed prominent
angiogenesis and vascular involvement, resulting in frequent lung metastasis. The lining of
hemangiopericytes were characteristic in ASPS vasculature and on the surface of tumor emboli,
suggesting that the protection by hemangiopericytes is important for the survival of ASPS' s
circulating-tumor-cell. In addition, we identified Gpnmb that plays an important role in
intravasation of ASPS tumor cells as a direct target of the ASPL-TFE3 fusion transcription factor.
Enhanced localization of GPNMB at the front of tumor invasion and intravasation in both mouse and
human ASPS were observed. To examine the oncogenic activity of ASPL fusion genes, artificial
chimeric genes were generated consisting of the 5 ASPL and 3° MIT/TFE sequences. The ASPL-TFE3
and ASPL-TFEB but not ASPL-TFEC and ASPL-MITF induced sarcoma.
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