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RESULTS

INTRODUCTION CONCLUSION

. Despite improved outcomes with checkpoint Patients_with KRAS-mutant tumors had significantly shorter PFS (p 0.006) (Fig 1). Lower CD2_‘74 expression was associated with worse
inhibitors (CPl) and Precision Medicine 0ur data suggest that KRAS prognosis (_p 0.005) an_d was balance_d bgtwgen groups (p 0.355). anversely, a K!EAPness S|gr_1ature assessment (Scalera et al CCR
| , , : 2024) replicates survival curves, highlighting the importance of this pathway (Fig 2). Comparing the KRAS-mutant vs the KRAS-wt
(a:gE;Oeagr;ZSe,at:ichgnézr still the leading mutations In NSCLC shape d samples, there were no differences in the KEAPnNness signature expression (Fig 3A), but patients with poor response to treatment showed

' : increased expression of NFE2L2 gene (Fig 3B). Transcriptomic analysis underlined 83 differentially expressed genes between KRAS-
_metabollcally rep_rogrammed and mutant and KRAS-wt tumors, with 11 showing |log2FC| > 1 (Fig 4). GSEA demonstrated a marked downregulation of immune-related

* ~ 30% of NSCLC harbor KRAS mutations iImmunosuppressive TME that may pathways—including antigen processing, interferon signaling, and T cell-mediated cytotoxicity—in KRAS-mutant tumors (Fig 5). The
(G12C the most common and the only one drive resistance to ChT-10. CIBERSORT immune deconvolution highlights a general downregulation of the immune components in the KRAS-mutant samples
with approved molecular-matched therapy). (Fig 6). Overexpressed in KRAS-mutant tumors (log2FC = 1.16; p 0.026), EDN1 was the gene most negatively correlated with CD8+ T

_ ] ] cell infiltration (Fig 7), with known roles in ROS metabolism and TGFB-mediated immunosuppression. EDN1 is differentially

- Beyond genomic alterations, the tumor *Targetlng oxidative stress and expressed (p 0.026) (Fig 7A) and its higher expression is related with lower survival (p 0,001) (Fig 7B).
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' Figure 5. Gene Set Enrichment Analysis (GSEA) based on the classification of gene sets with Gene Ontology (GO) terms, showing KRAS-wt tumor samples
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