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PD-L1 is a tumor suppressor in aggressive endometrial cancer cells and its expression is regulated by miR-216a and lncRNA MEG3
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Supplementary Figure 1 
High PD-L1 represents a favorable factor for the prognosis of EC patients with high-grade tumors  
The probability of overall survival in EC patients with grade 2 (left) or grade 3 (right) tumors, stratified by high or low PD-L1 levels (KM plotter database).  
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Supplementary Figure 2 
The association between PD-L1 expression and clinicopathological factors of human EC 
The pie charts representing IHC results for the proportion of EC tissues with PD-L1-low vs. PD-L1-high expression, stratified by patient age, tumor grade, tumor stage, tumor diameter, or myometrial invasion.  
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Supplementary Figure 3 
Quantification of the indicated protein expression normalized to GAPDH. 
*P < 0.05.  
[image: ]





Supplementary Figure 4 
PD-L1 reduces the proliferation and invasion of EC cells 
(A) Left panel: western blotting analysis of PD-L1 expression in PD-L1-silenced SPAC-1-L cells, and in HEC-50 cells overexpressing PD-L1. Right panel: quantitative analysis of the western blots shown in A, respectively (normalized to GAPDH). B) Proliferation and invasion assays in SPAC-1-L cells after knockdown of PD-L1. (C) Proliferation and invasion assays in HEC-50 cells after overexpression of PD-L1. *P < 0.05.  
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Supplementary Figure 5 
Overexpression of PD-L1 reduces the proliferation and EMT of SPAC-1-L cells via suppressing MCL-1 levels 
(A) SPAC-1-L cells overexpressing PD-L1 or the control cells were transfected with MCL-1-vec or Ctr-vec, respectively. Left panel: the protein levels of MCL-1, ZO-1, and Vimentin were assessed using Western blotting analysis. Right panel: quantitative analysis of the western blots shown in A, respectively (normalized to GAPDH). (B) CCK-8 and invasion assays were performed to evaluate cell proliferation and invasiveness. *P < 0.05.  
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Supplementary Figure 6 
The prognostic significance of miRNAs in EC 
The correlation between the expression of indicated miRNAs and overall survival in patients with EC was analyzed using the KM plotter database. 
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Supplementary Figure 7 
The expression profile of miRNAs in EC 
(A) MiRNA expression in TCGA EC samples and normal samples was analyzed using the miR-TV database. (B) Oncoprint plot showing an overview of the genetic alterations in four miRNAs from TCGA EC samples (cBioPortal database).  (C) qRT-PCR analysis of miR-216a expression in HOUA-I, HEC-1, HEC-50-HI and EM cells. *P < 0.05.  
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Supplementary Figure 8 
The prognostic value of candidate long non-coding RNAs in EC 
(A) The correlation between the expression of indicated long non-coding RNAs and overall survival in patients with EC was analyzed using the GEPIA database. (B) Computational prediction of duplex formation between miR-216a with the MEG3 sequence (ENCORI database).  
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Supplementary Figure 9 
MEG3 represses the proliferation and invasion of EC cells 
(A) qRT-PCR analysis of MEG3 expression in HEC-50 cells overexpressing MEG3, and in MEG3-silenced SPAC-1-L cells. (B) Proliferation and invasion assays in SPAC-1-L cells after knockdown of MEG3. (C) Proliferation and invasion assays in HEC-50 cells after overexpression of MEG3. *P < 0.05.  
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