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1.Non-small-cell lung cancer(NSCLC), a heterogeneous . o o | |
ouDb of tumors. accounts for approximatelv 85% of all Actionable Take Away Message 1. CD8* T cell and yo T cell—were significantly lower infiltration in the KRAS-mutant group (adjusted p < 0.01; Fig. 2b),
BrouP ’ PP Y suggesting impaired antitumor immunity due to the depletion of these key effector cells
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ung cancer cases. Lung adenocarcinoma IS the . o ” . .
. _ stimulatorv cvtokines including IL23. IENB1 and 2. KRAS-mutant LUAD, compared to KRAS wild-type, tends to exhibit “cold” tumor characteristics, potentially
most common subtype of NSCLC, with approximately ycy 9 ’ - " -
A . . IL36G, which further impairs the recruitment and contributing to limited response to immunotherapy.
30% of cases driven by KRAS mutations. N - 3. immune-suppressive genes, including CGA, GRIN1, HCAR2, HCAR3, NPY, and PDE4D, were significantly enriched in
activation of immune cells.
2.Recently, the development and FDA approval of KRAS . Elevated PDE4D inhibits the JAK-STAT pathway the cAMP signaling pathway, suggesting a potential role of cAMP signaling in mediating immune evasion. Among these
(G12C) inhibitors have marked a breakthrough. However, and reduces STAT1 activity, leading to genes, PDE4D encodes a cAMP-specific phosphodiesterase that hydrolyzes cAMP, thereby lowering its intracellular
therapeutic resistance and limited response rates downregulation of IRF1; meanwhile, CREB1 levels.
highlight the continued need for alternative approaches expression is also decreased. The combined 4. PDE4D may contribute to immune heterogeneity in KRAS-mutant LUAD, potentially by suppressing CD8+ T cell
in KRAS-mutant lung cancers. reduction of IRF1 and CREB1 suppresses HLA infiltration and promoting an immunosuppressive tumor microenvironment.
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