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Results

In multivariate analysis, KEAP1 mutation and KEAP1/STK11 co-mutation were associated with poorer therapeutic
outcomes (p = 0.007; Table 2), together with stage IVb disease, PD-L1 status, ECOG > 2, and treatment with ICI+CTx
versus ICl alone.

Higher PD-L1 expression was observed in the KRAS/TP53 co-mutation groups (Fig. 2).

In the absence of KEAP1/STK11 alterations, the longest mOS was observed in the KRAS (non-G12C)/TP53 (mut)
subgroup (19.8 months), compared with 11.2 months in the KRAS (wt)/TP53 (wt) subgroup (Fig. 3A, 4A).

In contrast, KEAP1 and/or STK11 mutations were associated with reduced mOS across all subgroups, except KRAS
(wt)/TP53 (wt).

The most pronounced loss of benefit from ICI/ICI+CTx therapy in the case of KEAP1/STK11 mutation (~11-month
reduction in mOS; Fig. 3) occurred in the KRAS (non-G12C)/TP53 (mut) subgroup (p = 0.04; Table 3).
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Fig. 4: Kaplan—Meier plots of OS
stratified by biomarker status for KRAS and TP53: (A) KEAP1 and STK11 WT and (B) KEAP1 and/or STK11 mutated.
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Conclusions

The benefit of ICI/ICI+CTx therapy is strongly influenced by the mutational status of KEAP1, STK11, KRAS, and TP53.
The greatest impact of KEAP1/STK11 alterations on mOS was observed in patients harboring KRAS(nhon-G12C)
together with TP53 mutations

These findings highlight the potential for improved therapeutic stratification of patients with metastatic NSCLC
based using these molecular biomarkers.
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