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Positive Biomarkers:

VARIANT SUMMARY
Gene Variant Variant Variant Allele Variant Effect Variant Classification | Variant Classification
(cDNA Alteration) (Amino acid Alteration) Frequency (VAF) (AMP) (ACMG)
EGFR Exon 19del p.Glu746_Ala750del 19.60% GOF Tier 1 Pathogenic
EGFR €.2369C>T p.Thr790Met 4.75% GOF Tier 1 Pathogenic

Tier1: variants with strong clinical significance for therapy, prognosis and diagnosis for the same tumor type

EGFR del 19 or EGFR L858R positive NSCLC patients, who are pre-treated with first and second generation EGFR TKIs generally, develop
resistance to the EGFR TKIs by the development of a secondary EGFR T790M mutation. Thus, the co-occurrence of EGFR T790M mutation
along with EGFR sensitizing mutations such as EGFR del19 and EGFR L858R mutations confers resistance to first and second generation EGFR
TKI therapy (Erlotinib, Gefitinib, or Afatinib) and warrants intervention with agents that specifically target the EGFR T790M mutation. Number
of clinical and preclinical studies have reported that Osimertinib, has shown encouraging results in metastatic NSCLC patients harbouring
EGFR T790M-mutations.
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