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Functional analysis of TREX2 complex in the development and malignant
progression of sporadic breast cancers
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We found that the deficiency of GANP, a member of TREX2 complex, resulted in
the spontaneous development of mammary gland tumors in mice. To examine if GANP insufficiency is
associated with human breast cancer development, we identified several SNPs of ganp and demonstrated
one of the SNPs at the ganp locus was significantly associated with reduced breast cancer risk and
longer disease-free survival in breast cancer patients. These results suggest that GANP is critical
for the occurrence and progression of sporadic breast cancer. In addition, spliced variants in ganp
mRNA lacking HAT enzymatic activity was observed in human breast cancer cases, suggesting that the
development of sporadic breast cancers is involved in HAT activity of GANP.
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