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Supplementary Figures 1 

Fig. S1 2 

 3 

Fig. S1. LATS1 and LATS 2 are frequently mutated and downregulated in patients with 4 

EC (related to Fig. 1). 5 
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(A, B) Mutations of LATS1/2 genes among all the examined tumor types. 1 

(C) Relative protein expression of LATS1 in normal endometrial and endometrial cancer tissues 2 

from the CPTAC EC cohort.  3 

(D,E) Kaplan–Meier survival curves for patients with high vs. low mRNA expression of LATS1 4 

(D) or LATS2 (E) from the TCGA EC cohort.  5 

(F,G) Schematics of the LATS1 (F) and LATS2 (G) proteins showing the positions of individual 6 

somatic mutations identified in our sample cohor (99 cases primary ECs).  7 

(H) Representative images of LATS1 and LATS2 ICC staining in parental and LATS1/2-KO KLE 8 

cells. Scale bar, 50 μm. 9 

(I) Representative images of LATS1 and LATS2 IHC staining in EC tissues. Scale bar, 50 μm. 10 

(J,K) Relationship between LATS1 (J) or LATS2 (K) protein expression and pathological grade 11 

(strong, intermediate, weak, negative) in the TCGA EC cohort. Scale bar, 50 μm. 12 

P values are calculated using the Student's t-test in (C) and the Kruskal-Wallis test in (J, K). 13 
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Fig. S2  1 
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Fig. S2. Validation of LATS1/2 KO in cell lines. 3 

(A-C) Schem Sanger sequencing confirming that LATS1 and LATS2 gene were successfully 4 

edited in KLE (A), HEC-1A (B) and CT26 (C) cells. 5 
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Fig. S3 1 
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Fig. S3. LATS1/2 loss leads to MHC-I downregulation in EC cells independent of the 3 

Hippo-YAP pathway (related to Fig. 2). 4 

(A) Western blotting of the indicated proteins in the WCLs from parental, LATS1-KO, LATS2-5 

KO or LATS1/2-KO HEC-1A cells. 6 

(B) RT-qPCR measurement of the mRNA expression of HLA-ABC in parental, LATS1-KO, 7 

LATS2-KO and LATS1/2-KO HEC-1A cells. Data are shown as means ± SD (n=3). 8 

(C) Western blotting of the indicated proteins in the WCLs from parental, LATS1-KO, LATS2-9 

KO and LATS1/2-KO HEC-1A cells. 10 

(D) Western blotting of the indicated proteins in WCLs from HEC-1A parental cells treated with 11 

TDI-011536 (3 μM) for 24 h.  12 

(E) Western blotting of the indicated proteins in WCLs from parental and LATS1/2-KO HEC-1A 13 

cell streated with DMSO or verteporfin (0.5 μM) for 24 h. 14 

P values are calculated using the Multiple t-tests in (B). *p < 0.05, **p < 0.01, ***p < 0.001. 15 
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Fig. S4 1 
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Fig. S4. LATS1/2 directly interacts with STAT1 and phosphorylates STAT1 (related to 3 

Fig. 4).  4 

(A) Western blotting of the indicated proteins in the WCLs from parental, LATS1-KO, LATS2-5 

KO or LATS1/2-KO HEC-1A cells.  6 

(B) Western blotting of the indicated proteins in WCLs from HEC-1A parental cells treated with 7 

TDI-011536 (3 μM) for 24 h. 8 

(C,D) Confirmation of the correct mutation of LATS1-S909A (C) and LATS2-K697R (D)  by 9 

Sanger DNA sequencing. 10 
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Fig. S5 1 
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Fig. S5. LATS1/2 loss promotes tumor immune evasion by downregulating MHC-I 3 

expression (related to Fig. 5). 4 

(A) CCK-8 cell proliferation analysis of parental and LATS1/2-KO HEC-1A cells co-cultured with 5 

PBMCs for 48 h.  6 

(B) Exogenous HLA-A was reintroduced into LATS1/2-KO KLE cells to generate HLA-A 7 

reconstituted LATS1/2-KO KLE cells. 8 

(C) Parental and LATS1/2-KO KLE cells or exogenous HLA-A reconstituted LATS1/2-KO KLE 9 

cells were co-cultured with PBMCs for 24 h. Flow cytometric analysis was performed to 10 

determine the apoptotic rates of KLE cells. Data are shown as means ± SD (n=3). 11 

P values are calculated using the Multiple t-tests in (A). *p<0.05, ****p<0.0001. 12 
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