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Surfactant protein D inhibits activation of non-small cell lung
cancer-associated mutant EGFR
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We have previously demonstrated that SP-D suppressed wild-type EGFR
signaling by blocking ligand binding to EGFR. Analysis of patients with lung adenocarcinoma to
examine associations between serum SP-D levels and clinical outcome indicated that in TKI-treated
patients with lung cancer harboring EGFR mutations, high serum SP-D levels correlated with prolonged

overall survival. We herein demonstrate that SP-D downregulates ligand-independent signaling in
cells harboring EGFR mutations. SP-D inhibits ligand-independent dimerization of EGFR mutants and
dimerization-independent activation of EGFR mutants. SP-D augmented the viability-suppressing
effects of EGFR-TKIs. It is possible that the suppressive effects of SP-D on EGF signaling might be
ggpéi?ate? in improved clinical outcomes in patients with EGFR mutant lung cancer and high serum

-D levels.
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