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Figure legends 
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Figure S1: Expression of specific genes in EC 
(A) Relationship between indicated gene expression and overall survival. (B) The relationship between indicated gene expression and disease-free survival. (C) Differential gene expression of three genes (CDCA8, FAM83D, and RACGAP1) in EC and normal tissues. (D) An immunohistochemical picture from the HPA database demonstrates high CDCA8 and FAM83D protein expression in EC tissues than in adjacent normal tissues. (E) Results of subcellular localization of CDCA8, FAM83D, and RACGAP1 protein, green indicates target protein, blue indicates nucleus and red indicates microtubule. Scale bars = 20 μm. *P < 0.05, **P < 0.01, ***P < 0.001 (Wilcoxon test). 
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Figure S2: Differences in SMG and CNV associated with dysregulated TTK gene expression in EC 
(A) The left and right plots show the top 20 SMG in the patients of the TTKlow (left) and TTKhigh groups (right), respectively. (B) Differences in tumor purity between the TTKhigh and TTKlow groups. (C) Differences in the number of CNVs between the TTKhigh and TTKlow groups. (D) Top20 CNVs with high-frequency variation in the TTKhigh and TTKlow groups in EC. (E) Box plots demonstrate the difference in population frequencies of amplification and deletion of driver genes between the two categories of TTKhigh and TTKlow groups. *P < 0.05, **P < 0.01, ***P < 0.001 (Wilcoxon test).
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Figure S3: Extensive genomic changes of TTK gene in human cancers 
(A) Cancer types summary showing genetic alterations in the TTK gene across TCGA cancer studies (cBioPortal). (B) An Oncoprint demonstrating the genetic changes in the TTK, TP53, and MYC genes in TCGA EC tissues (cBioPortal). (C) Proportions of serous, EEC, or mixed ECs with different genetic changes in the TTK gene (cBioPortal). 
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Figure S4: Epigenetic differences associated with TTK dysregulation in EC 
(A) DMGs between the TTKhigh and TTKlow groups. (B) DMGs in plot A located in the promoter regions of genes; Genes marked in red are upregulated genes with hypomethylation; Genes marked in blue are down-regulated genes with hypermethylation. (C and D) Correlation between DMG methylation levels and gene expression in the promoter regions of down-regulated genes with hypermethylation (C) and upregulated genes with hypomethylation (D). Brown dots indicate samples from the TTKlow group; Purple dots indicate samples from the TTKhigh group. The red font indicates correlation coefficients and significance. The green font shows differences between gene expressions. The orange font shows the difference between methylation levels. (E and F) Relationship between down-regulated genes with hypermethylation (E) and upregulated genes with hypomethylation (F) expression and overall patient survival. Survival curves were created and analyzed using the log-rank tests. 
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Figure S5: EMT-related genes expression across major cell types 
(A) Heatmap displays the genes highly expressed in all cell subpopulations. (B) Violin plots show the expression of EMT-related genes with a significant positive connection to TTK across major cell types. 
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[bookmark: _GoBack]Figure S6: Pharmacologic inhibition of TTK mimicked the effects of TTK silencing on EC cells. 
(A) The cytotoxicity of the TTK inhibitor AZ3146 was evaluated using MTT assays. (B and C) The impact of AZ3146 on the growth (B) and invasion (C) of EC cells were examined using CCK-8 and cell invasion assays, respectively. Scale bars = 50 μm. ***P < 0.001, by Student’s t-tests. (D) EC cells were exposed to TX (50 nM for HEC-1 cells and 10 nM for Ishikawa cells) with or without AZ3146 for 24 hours. Cell apoptosis was measured using Caspase-Glo 3/7 assays. ***P < 0.001, by Student’s t-tests. 
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