RESULTS

°o o °o o - °s S Between December 2021 and January 2026, 208 out of 647 NSCLCs harbouring common EGFR mutations who progressed on first-line Osimertinib were molecularly
PrEC|S|0n mEd Icine in EG FR pOSItlve profiled, identifying 29 cases (13.9%) with acquired C797S mutations.

NSCLC acquiring p C797S mutation Overall, 20 C797S-mutated patients (69%) were female, 17 (58%) never smokers and the median age was 61 years (range, 34-81). The most frequent site of

progression was the lung (50%), followed by lymph nodes (29%). Exon 19 deletions were more frequent than L858R as the primary EGFR mutation (76% vs 24%), and
1 1 1 inithh e baseline TP53 co-mutations were detected in 48% of cases.
after fIrSt Ilne OSImertlnlb' real World C797S mutations emerged predominantly among osimertinib responders (82% of cases), exclusively as an acquired resistance mechanism. Median time to C797S-
diated resistance was 25.1 months (95%Cl, 20.2—29.9), longer than for MET amplification (10.8 months; p<0.01) and other resistance mechanisms.
ata from ATLAS datab me ' ' '
ase€ After osimertinib progression, 13 pts received Gefitinib with or without Osimertinib. The ORR was 46% (95%CI, 23—70%), the mPFS was 5.1 months (95%ClI, 3.0—NA)

and the mOS was 9.4 months (95%Cl, 5.6-NA).
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58 Italian centers n =29

CONCLUSIONS

EGFR C797S is a frequent, late-onset, and potentially targetable mechanism of resistance to first-line osimertinib. Gefitinib demonstrated modest clinical activity as a
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Olit A +«@8— |\==/| on Lung Cancer molecularly matched treatment for C797S-mutant NSCLCs and could be potentially considered a valid option, particularly for patients unsuitable for chemotherapy.




