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We recently reported that increased production of C-C motif chemokine 2 (CCL2) due to
downregulation of F-box and WD repeat domain containing 7 (FBAW7) in bone marrow (BM)-derived
stromal cells promoted the formation of premetastatic niches through recruitment of
myelo—monocytic cell-derived suppressor cells and TAMs, thereby promoting metastatic tumor growth.
Furthermore, we clarified that anti-hepatitis drug SK-818, suppressed systemic metastases by
inhibiting CCL2/CCL12-CCR2 axis in tumor—bearing mouse models (Yumimoto et al. JCI 2015). Based
on the findings of this preclinical study, Phase 1 study for the clinical application

“Investigator—Initiated Clinical Trials to assess the safety of SK-818 in patients with operable
breast cancer patients” has being conducted from 2016 (UMIN ID: UMIN000022494). There is no DLT

at Level 1 and 2 doses. Now a final cohort is treated at a Level 3 dose.
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