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Targeting YB-1 activation pathway overcomes progressive breast cancer

Shibata, Tomohiro
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Nuclear expression of Y-box binding protein-1 (YB—1% is closely correlated
with clinical poor outcomes and drug resistance in breast cancer. Phosphorylated YB-1 (pYB-1)
promotes expression of genes related to drug resistance and cell growth. A forthcoming problem to be

addressed is whether targeting the phosphorylation of YB-1 overcomes antiestrogen resistance by
progressive breast cancer. Here we found that increased expression of pYB-1 was accompanied by
acquired resistance to antiestrogens, fulvestrant and tamoxifen. Forced expression of YB-1/S102E, a
constitutive phosphorylated form, resulted in acquired resistance to fulvestrant. IHC analysis
revealed that expression of pYB-1 and YB-1 was augmented in patients who experienced recurrence
during treatment with adjuvant endocrine therapies. Taken together our findings suggest that pYB-1
represents a potential therapeutic target for treatment of antiestrogen resistant and progressive
breast cancer.
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