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INTRODUCTION

e Approximately 30% of patients with non-small cell
lung cancer (NSCLC) have mutations in the KRAS
oncogene.

e In NSCLC, KRAS mutational variants are diverse and
therapeutically relevant.

SUMMARY

e Smoking history differed significantly between KRAS variants, with the highest proportion of never smokers observed in patients with KRAS G12D alterations.
e Lipid gene enrichment scores were lower in patients with KRAS G12C variants than in those with G12D or G12V variants.
e Immune infiltration levels differed significantly between different KRAS variants.

e Notably, patients with KRAS G12D variants had a less iImmunogenic iImmune microenvironment as indicated by a lower TMB, NTB, and proportion of CD8 T
cells and M1 macrophages compared to G12C variants, which could affect iimmunotherapy efficacy.

e Future work should investigate whether lipid metabolism alongside a less iImmunogenic immune microenvironment modulates a decreased response to
Immunotherapy in patients with KRAS G12D variants.

RESULTS

Table 1. Demographic Information

e However, It Is unclear how each variant Is
associated with the tumor biology, including lipid
metabolism and the immune microenvironment.

e Since perturbed tumor immune infiltration and lipid
metabolism have been previously linked to NSCLC
outcomes, we evaluated and characterized KRAS
variants and their association with lipid metabolism
and immune infiltration.

Figure 2. Distribution of immune cells across KRAS variants
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Figure 2. (A) B cells. (B) M1 macrophages. (C) M2 macrophages. (D) NK cells (E) CD8 T cells. (F) Treg cells. Statistical analysis
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indicates pairwise comparisons. Only g-values <0.01 are shown: **(<0.01), ***(<0.001), ****(<0.0001).

No statistically significant differences were observed for percentage of neutrophils between KRAS variants.

2 Kruskal-Wallis rank sum test; Pearson’s Chi-squared test; Fisher’s Exact Test for Count Data with simulated p-value (based on 2000 replicates)
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