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Development of anticancer therapy targeting ADAM9 and NK cells in HCC
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Background/Aim:The association between MICA and HCC development was
identified in our previous genome-wide association study. Decreasing soluble MICA (sMICA) through
MICA sheddases suppression facilitates natural killer (NK) cell-mediated cytotoxicity. The
expression of ADAM9 in HCC has been correlated with poor prognosis, and our recent study showed that

its suppression contributes to cancer elimination by decreasing sMICA. Materials and Methods: Human
HCC cell line PLC/PRF/5 and HepG2 cells were used. sMICA levels were measured by ELISA. Expression
of RXRs and RARs was knocked down by siRNA. Results: In our screening of FDA-approved drugs in
vitro, two leukotriene receptor antagonists (LTRAs), and retinoids were found to be efficient ADAM9
inhibitors. Treatment with LTRAs and retinoids reduced MICA shedding in human HCC cells.
Conclusion: LTRAs and retinoids can be potential novel agents for HCC treatment.
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