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Elucidation of molecular mechamism of ?rowth factor receptors downregulation by
Ephedra Herb and application to molecular target drug-resistance non-small cell
lung cancer
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We have found that Ephedra Herb extract (EHE) induces downregulation of
overexpressed c-Met and wild type EGFR in non-small-cell lung cancer (NSCLC) cells. Clinically,
NSCLC patients who are eligible for EGFR-tyrosine kinase inhibitor (TKI) treatment are those with
detected EGFR with activating mutations. Therefore, in this study, the effect of EHE on EGFR with
activating mutations was investigated. EHE induced downregulation of overexpressed EGFR with
activating mutations. Moreover, we examined the combined effects of EGFR-TKI, osimertinib, and EHE,
because the advanced NSCLC patients are widely treated with osimertinib which binds covalently to
the kinase domain of EGFR. EHE downregulated the expression of EGFR bound by osimertinib, and the
combination suppressed the proliferation of NSCLC cells more effectively than did osimertinib alone.

These results suggested that this combination may be effective in treating patients with advanced
NSCLC with EGFR mutation.
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