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Abstract:
Although MET and ERBB2 alterations occur in a relatively small proportion of NSCLC, their identification can have a direct impact on treatment selection. ERBB2 mutations and amplification, as well as MET exon 14 skipping, amplification, and rare fusions are associated with specific targeted treatment options. Therefore, NGS plays an important role in detecting these alterations. RNA-based testing can also improve the detection of splice-related events such as MET exon 14 skipping that may be missed by DNA-only approaches. For ERBB2-mutant NSCLC, trastuzumab deruxtecan achieved an objective response rate of approximately 49% in DESTINY-Lung02. Newer oral HER2-targeted agents, including zongertinib, are now being evaluated in later-stage clinical development. For MET exon 14 skipping NSCLC, selective MET inhibitors such as capmatinib and tepotinib have demonstrated clinically meaningful response rates in both previously treated and treatment-naïve patients. Other MET-directed strategies, including amivantamab, are also being studied in settings such as MET-driven resistance after EGFR-targeted therapy. This session will focus on how NGS identifies clinically actionable MET and ERBB2 alterations, including assay design, DNA- vs. RNA-based testing, and the practical choices that determine whether actionable alterations are identified in routine clinical care.
