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Cancer

Breast cancer TANK-binding kinase 1 
(TBK1); estrogen receptor

In vitro, mouse and patient sample studies 
suggest inhibiting TBK1 could help treat 
tamoxifen-resistant breast cancer and that 
measuring TBK1 expression could help predict 
response to tamoxifen. In breast cancer cell 
lines, overexpression of TBK1 increased 
estrogen receptor transcriptional activation and 
decreased response to the estrogen receptor 
antagonist tamoxifen compared with normal 
TBK1 expression, and siRNA against TBK1 
increased sensitivity to tamoxifen compared with 
scrambled siRNA. In mouse xenograft models 
of breast cancer, pharmacological inhibition of 
TBK1 plus tamoxifen synergistically inhibited 
tumor growth. In samples from patients with 
breast cancer, high TBK1 expression correlated 
with poor response to tamoxifen and high relapse 
potential. Next steps could include validating the 
association in additional samples and developing 
TBK1 inhibitors. 
Tamoxifen is a generic estrogen receptor 
antagonist marketed to treat breast cancer.
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