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Development of Notch4-targeted therapy for patients with HR-negative and
HER2-negative breast cancer
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This study shows that NOTCH4 receptor is a potential new therapeutic target for
TNBC. First, NOTCH4 inhibition reduced proliferation and invasiveness in TNBC cells and reduced tumour
volume and tumourigenicity, in vivo. Second, CD24 siRNA-transfected breast cancer cells (BCCs)
demonstrated higher expression of Hedgehog signaling molecule, increased anchorage-independent
proliferation, and enhanced invasiveness and superior tumorigenicity. DNA microarray analysis identified
STAT1 as a relationship between CD24 and SHH. CD24 siRNA-transfected BCCs with concurrent STAT1
inhibition exhibited decreased SHH expression. Finally, we focused on instability of TNBC. Of the 71
TNBCs, 59 tumors (83%) were the basal-like phenotype. The results of the MLPA assays showed that 37
(62.7%) tumors had a BRCAness. Our study proved that TNBCs involve the stemness which activates Notch
signaling and the BRCAness which increases gene instability.
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