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The viral protein Tax utilizes interactions with many tran-
scriptional regulatory proteins to modulate cellular gene
expression and to activate transcription of the Human T-
cell Leukemia Virus type 1(HTLV-1) provirus. In some
cases it is possible that effects of Tax on cellular genes
involve direct association of the viral protein with the pro-
moter of the gene. Using a chromatin immunoprecipita-
tion assay in conjunction with microarray and subsequent
real-time PCR analysis, we identified and confirmed the
association of Tax with promoters for the CDK6 and
RNASET2 genes. These genes are of interest because they
play roles in cellular proliferation and cell survival, respec-
tively, which are processes affected by Tax. Cdk6 is a
cyclin-dependent kinase most recently implicated in sus-
taining cells in an undifferentiated state. RNaseT2 is a
ribonuclease that likely functions as a tumor suppressor in
human cells. Interestingly, ectopic cellular expression of
Tax led to increased Cdk6 mRNA and protein levels,
while reducing those levels for RNase T2, suggesting that
Tax utilizes distinct mechanisms to regulate expression of
each gene. We have mapped the Tax binding sites to
DNA regions centered at -468 and 618 relative to the
RNA start site in the CDK6 and RNASET2 promoters,
respectively. Studies are ongoing to understand how Tax
regulates the expression of each gene.
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