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The functional analysis of Wilms® tumor 1 (WT1) variants in ovarian cancer
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The Wilms’ tumor 1 gene WT1 encodes a zinc transcription factor involved in
cancer-related processes. WT1 is spliced alternatively at two sites: exon 5 with 17AA and the KTS
site, which exists between exons 9 and 10. Splicing at these sites yields four variants (-17AA/-KTS,

+17AA/-KTS, -17AA/+KTS, and +17AA/+KTS). Forced expression of WT1 -17AA/-KTS in SKOV3ipl cells
resulted in an increase in cell proliferation compared with the control. Overexpression of
-17AA/-KTS resulted in a significant increase in the disseminated tumor weight, as compared with
that in tumors expressing the control vector. However, there is no correlation between WT1 variants
and drug sensitivity. In response to stress such as chemotherapy, cancer cell often activate the
endoplasmic reticulum (ER) stress sensor, the unfolded protein response (UPR). The drug inducing UPR

inhibited cell proliferation in ovarian cancer cells. Further studies are needed to clarify the
relation between UPR and drug sensitivity.
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