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Dynamics of TIP60 complex in the network of DNA damage response signaling

IKURA, TSUYOSHI

4,300,000 1,290,000
TIP6O
BRDX DNA
TIP60 BRDX DNA
TIP60 TIP60 DNA
NBS1 TIP60-BRDX

We and other group have shown that TIP60 histone acetyltransferase complex regulat
es hyperacetylation of histone H2AX and H4 at DNA damage sites, which is crucial for the higherorder chrom
atin alteration. However, it remains unclear how assembly of TIP60 is regulated at DNA damage sites. We ha
ve previosuly identified the bromodomain protein, BRDX, in the purified TIP60 complex. We found that the d
epletion of BRDX in cells impairs the assembly of TIP60 at DNA damage sites. This finding suggest that BRD
X is required for the assembly of TIP60 at DNA damage sites. Moreover, we showed that the acetylation of h
istone H2AX by TIP60 is required for the retention of NBS1 at DNA damage sites. Since it has been reported

that TIP60 functions as anti-cancer signaling molecule, we are now investigating whether chromatin reorga
nization via TIP60-BRDX complex is involved in the anti-cancer signaling pathway or not.
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