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Abstract

The transcription factor KLF5 is highly expressed in basal triple-negative breast cancer (TNBC)
and promotes breast cancer cell proliferation, survival and tumor growth. However, the
mechanism by which KLF5 functions and is regulated in breast cancer remains unclear. In this
study, we demonstrate that TNFAIP2, a TNFa-induced gene, is a direct KLF5 target gene.
Functionally, KLF5 promotes cancer cell proliferation, migration and invasion in part through
TNFAIP2. Furthermore, we performed a genome-wide SiRNA library screening against
deubiquitinases (DUBs) and identified BAP1 as a bona fide KLF5 DUB. BAP1 knockdown
inhibits tumorigenicity and lung metastasis, which can be partially rescued by ectopic KLF5
expression. Finally, we demonstrated that Mifepristone (MIF) reduced the TNBC cancer stem
cell (CSC) population through down-regulating KLF5 expression.
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