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Construction of theraﬁeutic methods targeting ADAM9 expressed in cancer-related
fibroblasts and search for new target molecules
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Cancer-associated fibroblasts at the unfavorable desmoplastic stroma

promote colorectal cancer aggressiveness Int J Cancer 15: 1706-1721, 2022
2022

Desmoplastic reaction (DR), which is morphologically classified to Mature,
Intermediate and Immature types, is correlated with patient prognosis. Conditioned media of CAFs
from tumor with Immature type DR (CAFsImmature) significantly increased proliferation and migration
of CRC cells compared to those of CAFs from Mature-type DR (CAFsMature). Subcutaneous implantation
of CRC cells together with CAFsImmature in mice significantly promoted tumor growth and peritoneal
dissemination compared to those with CAFsMature. Systematic examination indicated that ADAM9s
expression is significantly higher in CAFsIimmature than in CAFsMature. Knockdown of ADAM9s in
CAFsImmature suppressed the promoting effects on CRC cell proliferation and migration. ADAM9s
overproduced by CAFslmmature has been su%gested to promote CRC cell proliferation and migration,
suggesting an impact on poor prognosis of patients with Immature-type DR.
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