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Abstract

WT1 gene encodes a transcription factor involve in normal cellular development
and cell survival. This gene expresses in wide variety of cancers including leukemia,
breast and colon cancer. Alternative splicing of WT1 transcript generates four major
protein isoforms and thirty six minor protein isoforms. WT1 gene has been considered as
a tumor suppressor gene and anti-apoptotic protein. However, the mechanism of WT1 in
breast cancer remains unclear. Since, WT1 has many iscforms and different isoform has
different functional properties, truncated WT1 (KTS+ and KTS-), WT1 exon6-10 (KTS+
and KTS-) and full length WT1 (WT1(17AA+}KTS+) and WT1(17AA+)(KTS-)) were
constructed into pcDNAB/VS vector and transfected into MCF-7 cell. Truncated WT1
transcript encodes a protein that retains intact DNA-binding zinc finger domain but lacks
the transcription repression (exoni-5), whereas full length WT1 transcript encodes the
whole WT1 protein {exon1-10). Transfected cells were clonally selected using 5 pg/ml
blasticidine. WT1 protein level was characterized by Western blot analysis. MCF-7
overexpressing celis that stably expressed WT1s were exposed to 1 yM doxorubicin. The
mortality of cells was determined by trypan blue assay. The results showed that
overexpression of truncated, exon6-10 and full length WT1s protected cells from
doxorubicin induced cell death. Therefore, we further studied apoptotic molecule which
related in apoptosis pathway. The expression of apoptotic caspase-7 was decreased by
the expression of all types of WT1. These resuits indicated that truncated WT1 (KTS+ and
KTS-), WT1 exon6-10 (KTS+ and KTS-) and full length WT1 (WT1(17AA+H}KTS+) and
WT1(17AA+)(KTS-)) could function as anti-apoptotic protein.
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