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We investigated whether reovirus has antitumor activity against GIST cells

in the setting of imatinib sensitivity. Cell proliferation and apoptosis assays were performed using
a human GIST cell line, GIST-T1, and imatinib-resistant GIST (GIST-IR) cells that we established.
The molecular pathways responsible for cell damage by reovirus were explored using PCR-arrays and
Western blots. Reovirus significantly induced apoptotic cell death in GIST-T1 and GIST-IR cells in
vitro, despite differences in the activation of receptor tyrosine kinase pathways between GIST-T1
and GIST-IR. Molecular assays indicated the possibility that reovirus induces apoptotic cell death
via Fas signaling. Furthermore, in vivo mouse tumor xenograft models demonstrated a significant
anti-tumor effect of reovirus on both GIST-T1 and GIST-IR cells. Our results demonstrate the
therapeutic potential of reovirus against GIST.
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