Lipid Metabolic Gene Expression is Associated with Decreased Overall Survival and Immunogenicity
In KRAS-STK11 NSCLC
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INTRODUCTION SUMMARY

e About 25% of patients with LAC and ~5% of patients e Percent Immune infiltration was lower and median lipid metabolism gene enrichment score was higher in patients with KRAS-STK11 tumors.
with SCC will harbor KRAS mutations.

e Itis appreciated that KRAS co-mutational status with
TP53, STK11, LRP1B etc is prognostic and predictive
for response to immunotherapy, but there is a lack of
understanding between the discordant outcomes and
responses to treatments.
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e Lipid gene expression and tumor immune cell infiltration were associated, suggesting that lipid metabolism may regulate tumor immunogenicity.
e Low expression of lipid metabolic genes iIn KRAS-STK11 tumors Is a prognostic marker associated with decreased OS.

e These data suggest that lipid metabolic genes should be further explored as potential therapeutic targets for patients with NSCLC and KRAS-S5TK11 alt.
RESULTS

Table 1. Cohort Demographics

e In a population of primarily underrepresented
Individuals with KRAS mutant NSCLC, those with
STK11 and LRP1B co-mutations had poor clinical

Figure 1. Comparison of Immune Infiltration Levels Between Co-Alterations Figure 2. Comparison of Lipid
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Table 1: Among pts with KRAS G12C alt, the median age was 68, 58%

_ T cells was lowest in tumors with KRAS G12C/STK11 alt (global p < 0.001 for all).
were female, and 84% were White.

**.q<0.01; ***: g <0.001; ****: q <0.0001.

T Kruskal-Wallis rank sum test

Table 2. Immune Biomarker Status Across Co-Alterations

Figure 3. Multivariable Logistic Regression of High vs. Low Lipid Metabolic Figure 4. rwOS Association with Lipid Metabolic Gene Expression Levels in Patients
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proportional hazards model, and p-values were
calculated using the Wald test.

0 5 10 15 20 25 30 35 40
Time from Sample Collection (months)
Number at risk (number of events)
9(0) 72(15) 57(22) 44(28) 32(33) 24(36) 21(38) 16(40) 0 (41)
7(0) 62(53) 31(77) 22(84) 12(93) 6(96) 4(98) 4(98)  0(98)

2 Kruskal-Wallis rank sum test; Pearson’s Chi-squared test

Table 2: KRAS G12C/STK11 alt patients had the lowest TMB, neoantigen
burden, and PD-L1 positivity compared to other cohorts (p < 0.001 for all).

Time from Sample Collection (months)

macrophages, and neutrophils, with a trend towards significant association with CD4 T cells.
Regulatory T cells were omitted from the model due to multicollinearity.

Number at risk (number of events)
8 (0) 74(24) 57(38) 45(47) 33(53) 23(57) 17(61) 14 (63)
8 (0) 60(44) 31(61) 21(65) 11(73) 7(75) 8 (75) 6 (75)
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