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[ Abstract) Exon 19 deletion mutation and exon 21 L858R mutation are the most
prevalent epidermal growth factor receptor (EGFR) mutations that are responsive to EGFR
tyrosine kinase inhibitors (EGFR-TKIs). However, the efficacy of EGFR-TKIs against rare EGFR
mutations is debatable. Many patients will eventually develop resistance to EGFR-TKIs over time.
Furthermore, there is still no standard protocol for patients developing resistance to Osimertinib,
particularly those with rare or complex mutations. Here, we present a lung adenocarcinoma
patient with FGFR L747S and L858R double mutations, who responded to Pembrolizumab plus
chemotherapy after developing Osimertinib resistance, with a thirteen-month response duration.
This is the first report of the efficacy of Pembrolizumab plus chemotherapy after Osimertinib
resistance on a patient harboring EGFR L747S and L858R double mutations. Our case can serve

as a therapy recommendation for patients with comparable rare mutations.
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Figure 1. Timeline of treatment and imaging evaluation of a oatient with EGFR L858R and L747S

double-mutated lung adenocarinoma
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Figure 2. Fractiles of the patient's TMB in the distribution map of tumor population before Osimertinib

treatment
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Table 1. The gene mutation frequency before and after Osimertinb treatment

- TR fyTE

IS HA IS HA
TPS3 0.50% 22.40% 0.71% 25.90%
PIK3CA 0.40% 9.30% 0.81% 22.71%
MET 0 0 0 25.27%
EGFR L7478 0 9.60% 0 0
EGFR L858R 0.20% 15.60% 0 0
PD-LI NA NA NA 80%
TMB (Mb ) 3.8 4.8 7.8 9.73

7Z: EGFR (epidermal growth factor receptor) , & & A ¥ HF %4Kk; PD—L1 ( programmed cell death ligand 1) , #2/5 M m g e —Ht/kl; TMB
(‘tumor mutation burden ) , 4B R & A 47
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Figure 3. Pathologic and molecular features after Osimertinib treatment
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