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[ Abstract ] The development and progression of non-small cell lung cancer (NSCLC) are
closely associated with core driving alterations, such as epidermal growth factor receptor (EGFR)
mutations. With advances in targeted therapy, EGFR-tyrosine kinase inhibitors (EGFR-TKIs) have
become the preferred treatment for patients with advanced NSCLC harboring EGFR mutations.
However, the efficacy of EGFR-TKIs in patients with rare or compound mutations remains poorly
understood. Here, we report a case of a patient with an EGFR L858R and R776C compound
mutation who achieved a progression-free survival (PFS) of approximately twenty months after
receiving the third-generation EGFR-TKIs osimertinib as first-line therapy. After this period, the

disease progressed, and the patient is currently continuing targeted therapy (osimertinib plus
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amivantamab). These findings indicate that osimertinib provided substantial clinical benefit for this patient with

the EGFR L858R and R776C compound mutation, suggesting that this strategy may represent a potential

treatment option for NSCLC patients harboring such rare compound mutations.
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Figure 2. Clinical timeline of a patient with EGFR L858R and R776C compound mutated lung adenocarcinoma
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