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The role of BIG3 in onset/development mechanism of triple-negative breast cancer
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We investigated the role of brefeldin A-inhibited guanine nucleotide-exchange
protein 3 (BIG3) in onset/development mechanism of estrogen receptor (ER)-negative breast cancers,
including triple-negative breast cancer (TNBC). BIG3 was highly expressed in ER-negative breast cancer,
as well as ER-positive cancer. Notably, BIG3 was strongly expressed in HER2-enriched breast cancer. A
mechanism for BIG3 expression in ER-negative breast cancer was different from it in ER-positive breast
cancer. High expression of BIG3 was associated with significantly shorter overall survival in both
ER-positive and -negative cancer on public cohort. Knockdown of BIG3 expression with small-interfering
RNA reduced cellular growths of human TNBC cell lines. Furthermore, we identified novel BIG3-interacting
factors in breast cancer cells. These results demonstrate that BIG3 directly regulates cellular survival
and growth of TNBC.
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