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IL-26 mediates epidermal growth factor receptor-tyrosine kinase inhibitor
resistance in triple-negative breast cancer cells

Itoh, Takumi
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Triﬁle—negative breast cancer (TNBC) has a poor prognosis compared to other
breast cancer subtypes. Although epidermal growth factor receptor (EGFR) is overexpressed in TNBC,
clinical trials with EGFR inhibitors including tyrosine kinase inhibitors (EGFR-TKI) in TNBC have
heretofore been unsuccessful. In this study, to understand the molecular mechanisms involved in the
differences in EGFR-TKI efficacy on TNBC between human and mouse, we focused on the effect of IL-26,
which is absent in mice. We investigated the mechanisms involved in IL-26-mediated EGFR-TKI
resistance in TNBC. IL-26 induced activation of AKT and JNK signaling against EGFR-TKI-induced
endoplasmic reticulum (ER) stress, leading to tumor growth. Meanwhile, the blockade of IL-26
overcame EGFR-TKI resistance in TNBC. Our work provides novel insights into the mechanisms of
EGFR-TKI resistance in TNBC, while also suggesting IL-26 as a possible therapeutic target in TNBC.
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