Introduction

e Chronic lymphocytic leukemia (CLL) is characterized by immune dys-
function and potentially reprogrammed in fatty acid metabolism (FAM).

e However, it is currently unclear how FAM regulates immune function in
CLL.

Methods

¢ Differential expression analysis was performed on RNA sequencing
data from 180 CLL patients and 32 healthy controls, and FAM-related
genes were identified.

e The FAM-score was constructed in the training cohort of 487 CLL pa-

tients by Cox-LASSO regression analyses and validated in the indepen-
dent cohort of 195 CLL patients.
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e The present study identified 864 DEGs between CLL patients and
healthy donors, of which 34 genes were related to FAM (|logFC| <
1.2, p < 0.05; Figure 1A, B).
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¢ Through Cox-LASSO regression analysis, 3 genes(LPL, SOCS3,
CNR1) with independent prognostic significance were selected to con-
struct the FAM associated risk score named FAM-Score (Figure 2A).
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FAM-Score

AUC (95% CI) 0.7382 (0.6771-0.7993)
p value <0.001

Binet Stage

AUC (95% CI) 0.5266 (0.4491-0.6041)
p value = 0.4873
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¢ The ROC analysis showed better specificity and sensitivity of
FAM-Score (AUC = 0.738, p < 0.001) than Binet stage (AUC = 0.527, p =
0.487; Figure 2B).

¢ The Kaplan—Meier curves suggested a significant association be-
tween high-risk subgroup and undesirable overall survival in both the
training set and the independent validation set (p < 0.001, Figure 2C; p
= 0.006, Figure 2D).
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¢ The immune infiltrates between two subgroups showed significant
differences in T cells, NK cells, and macrophages, suggesting the
impact of FAM on CLL immunophenotype (Figure 3).

Conclusions

e The FAM-score predicts the survival outcomes of CLL patients and distin-
guishes CLL patients with different immunophenotypes effectively.

e The FAM reprogramming is an integral part of shaping individual immune
characteristics in CLL.



