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[ Abstract] Objective; Immune checkpoint inhibitor treatment is effective in several solid tumors, but they have not been widely
used in endometrial carcinoma (EC). Previous studies have shown that programmed death protein-1 ( PD-1)/programmed death pro-
tein-ligand 1 (PD-LI) is significantly elevated in POLE mutant EC and EC with MSI, while the expression of other immune checkpoint
molecules is not yet clearly known. The purpose of this study is to comprehensively analyze the expression of various immune check-
point molecules in EC and its clinical significance. Methods: By analyzing the EC data in TCGA database, this study investigated the
relationship between various immune checkpoint molecules and EC molecular subtypes, pathological types and prognosis of patients.
Results: First, we used exon sequencing and RNA sequencing data to classify molecular subtypes of EC. The classification results were
consistent with previous studies. We found that the immune checkpoint molecules, PD-1/PD-L1, CTLA-4/CD80 and LAG-3/FGLI
were highly expressed in POLE mutant EC and EC with MSL. FGLI was highly expressed in MSI and no specific molecular profile sub-
types. High expression of PD-1, CTLA-4, TIM-3 and LAG-3 was associated with prolonged overall survival. High-expression of FGLI
was significantly associated with prolonged overall survival and relapse-free survival, while other ligands were not significantly associat-

ed with prognosis. FGLI was highly expressed in endometrioid

[WFSEHEA] 2019-01-14 [fEEIHEA] 2019-05-11 carcinomas, and the expression of FGLI was relatively low in
[BIMEE] 2 4T59, E-mail: zhugiaoyingshe@ 163. com serous or mixed tumors. FGLI was not significantly correlated with
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the abundance of various lymphocytes and macrophages, suggesting that FGLI may be expressed by cancer cells. In addition, the

tumor mutation burden was significantly higher in FGLI-high tumors than in FGLI-low tumors. Conclusion: In addition to PD-1/PD-

L1, other immunosuppressive pathways ( especially LAG-3/FGLI ) are dysregulated in EC, which suggests novel potential strategies for

EC immunotherapy.
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Figure 1. Molecular Subtypes of EC from TCGA

A. Correlation between four molecular subtypes and clinical and pathological parameters. P value was calculated by Chi-square test or

Fisher exact test. B. Analysis of infiltrating lymphocyte abundance in four molecular subtypes. P value was calculated by i-test. C.

Kaplan-Meier method was used to plot OS and RFS of four molecular subtypes. P value was calculated by log-rank test.
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Figure 2. Expression of Diverse Immune Checkpoint Molecules in Four Molecular Subtypes of EC
Expression of receptors/ligands ( PD-1/PD-L1/PD-12, CTLA-4/CD80/CD86, TIM-3/Gal-9, LAG-3/FGLI) in four molecular sub-

types was analyzed, and difference in gene expression among groups was compared by i-test.
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Figure 3. Correlation between Expression of Immune Checkpoint Molecules and Prognosis of EC Patients

According to the expression value of each gene, patients were divided into high- and low-expression groups using median as the thresh-

old. Kaplan-Meier curves of two groups were compared by log-rank test. (A) Analysis for OS. (B) Analysis for RFS.
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Figure 4. Analysis of LAG-3/FGL1 Immune Checkpoint Pathway
A. Expression of LAG-3 and FGLI in endometrioid, mixed and serous carcinomas. Comparison between groups was conducted by i-

Hok

test; ns = not significant; = P< 0.001. B. Subgroup analysis of relationship between FGL1 and prognosis. Correlation between
FGL1 expression and OS in endometrioid carcinoma, that between FGL1 expression and RFS in endometrioidcarcinoma, that between
FGL1 expression and OS in serous/mixed carcinoma, and that between FGL1 expression and RFS in serous/mixed carcinoma were ana-
lyzed, respectively. P value was calculated by log-rank test. C. Pearson correlation (r is correlation coefficient) between LAG-3/FGL1
and the infiltration abundance of various immune cells. D. Expression of FGL1 in normal tissue, endometrioid carcinomas and serous/
mixed carcinomas were different. ¢-test was used to compare the difference between groups. E. Relationship between FGLT expression

and TMB. Patients were divided into two groups according to the median value of FGL1 expression. Difference of TMB between groups

was calculated by Mann-Whitney test.
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