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Molecular dynamics and mechanisms of acquired resistance in NSCLC patients with EGFR PACC mutations treated with firmonertinib
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CONCLUSIONS

This is the first study evaluating detailed molecular dynamics and mechanism of resistance to
TKI in patients with EGFR PACC mutations Patients Outcomes

RESULTS

Firmonertinib demonstrates robust activity in EGFR PACC-mutant NSCLC as supported by

: o Of 44 patients treated with 1L firmonertinib who had detectable ctDNA 0 Among 28 patients with EGFR PACC mutation detected in ctDNA at baseline, TP53 mutation occurred in 50%, PIK3CA mutation in 7%, and EGFR amplification in 10% (Figure 2)
rapid clearance of PACC ctDNA . : : :
. . . . . . . . in plasma (the biomarker evaluable population), EGFR PACC mutation . . : o .
Resistance mechanisms in patients with EGFR PACC mutations may differ from those with the in ctDNA was detectable in 28 and undetectable in 16 at baseline: e Among 25 patients with a matching C3D1 sample, 20 (80%) had a complete molecular response (Figure 3)
classical SGRREmUtant NSCL.C . . _ . demographic characteristics of the biomarker evaluable population were - These patients had a higher confirmed ORR compared to those without complete molecular response (70% vs 20%; Figure 4) and longer mPFS (16.5 months [9.7-NA] vs 4.4 m [2.8-NA]; Figure 5)
—  No on-target mechanisms of resistance, including EGFR C797S mutation, were detected comparable with the overall PACC patient population in the FURTHER
suggesting that bypass mechanisms such as other RTK, MAPK and PIK3CA/mTOR study (Table 1) o In 16 patients with undetectable PACC mutation at baseline, mPFS was not reached (95% CI, 11.0-NA months; Figure 5) and confirmed ORR was 38% (Figure 4)

alterations are the predominant mechanism of acquired resistance in these patients’
tumors

ctDNA mon]toring may serve as an early biomarker of treatment benefit in patients with EGFR Table 1. Patient characteristics - No acquired EGFR C797S mutation or other EGFR alterations were detected (Figure 7)
PACC mutations

e CctDNA from 13 patients was evaluated at progression (Figure 6)

- Instead, bypass (EGFR-independent) mechanisms, including mutations in other RTKs, MAPK, and/or PI3K/mTOR pathways were detected as likely mechanisms of acquired resistance in EGFR PACC-mutated NSCLC
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