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Figure S1. ROR2 was expressed significantly lower in tumour compared to normal tissue in the

TCGA-UCEC cohort. (A). ROR2 expression level was significantly different between normal and
tumour tissue of endometrial cancer. (B). No significant difference of methylation level in any of
the three probes was observed between normal and tumour tissue.
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Figure S2. Multivariable overall survival and correlation analysis of ROR2 in high-grade subgroup of TCGA-UCEC co-
hort. (A). Methylation levels of cg14145355 and cg03900646 on ROR2 promoter as well as stage were significantly associ-
ated with overall survival in high grade patients of TCGA-UCEC cohort. (B). Methylation level of cg01062029 on ROR2
promoter as well as stage significantly associated with overall survival in serous patients of TCGA-UCEC cohort.
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Figure S3. Multivariable overall survival and correlation analysis of ROR2 in subgroups stratified by histology subtypes
of TCGA-UCEC and GSE17025 cohorts. (A). ROR2 expression was negatively correlated with methylation level at
cg01062029 and cg14145335 sites in high grade subgroup of TCGA-UCEC cohort (p < 0.001). (B). ROR2 expression was
negatively correlated with methylation level at cg01062029 site in high grade subgroup of TCGA-UCEC cohort (p <0.001).
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(C). ROR2 expression was significantly different between different grades in the subgroup of endometrioid endometrial
cancer of TCGA-UCEC. (D). No significant difference was observed between different grades in serous endometrial cancer
of TCGA-UCEC. (E). ROR2 expression was significantly different between different grades in the endometrioid endome-
trial cancer of GSE17025. (F). No significant difference was observed between different grades in serous endometrial cancer
of GSE17025. ns. Not significant at p <0.05 level.
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Figure S4. Relative protein expression level and uncropped pictures of western blotting mem-
branes of the study. For each blot, chemiluminescence and epi-illuminated acquisitions were per-
formed simultaneously using the ImageQuant LAS4000 system (GE Healthcare, USA). Blots
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shown in Figure 4D were extracted from blots A1l. Blots shown in Figure 6 were extracted from
blots A2-A4. B: The intensity of the targets was quantified with the ImageQuantTL software and
normalised against a-tubulin intensities. The relative expression level of the protein of interest
was presented in the corresponding bar chart.

A TCGA-UCEC TCGA-UCEC
C D

TCGA-UCEC TCGA-UCEC

4 Grhde(11)
G1(99)
Serous(141)
Endometricid(407) .

F

GSE17025 GSE17025

Figure S5. Distribution of the clinicopathological, gene expression and two methylation probes
data from the TCGA-UCEC and GSE17025 datasets. (A). Frequency of normal tissue and tumour
tissue included in the TCGA-UCEC cohort. (B-D). Distribution of stage, histological subtypes and
grade from the tumour tissue of the TCGA-UCEC cohort. (E,F). Distribution of grade and sub-
types of the GSE17025 cohort. EAC- Endometrioid adenocarcinoma of endometrium, USC- Uter-
ine serous carcinoma.
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ﬁTss1(chr9-947124€6r““—‘-w~w

TSSl CHR9_MO0445_R1 Position: chr9: 94712466-94712466

>hglS_dna range=chr9:94712016-94713266 strand=+
repeatMasking=N
CCGCCGCGGGAGCGCCGAGCCCCGGGCCATGCCGCAGGCAGTGGGGGCCE
GGAAGCCCTCAGAGCTTCGGGCCGGGGCGCGGGGTCGGGCGCCACCACCC
CTTTCTACGATGCGTCCGCTCCTCCTTCTCCCTGGCGCTTCGCARACGGG
TCCACTTCGAGGACCTCGTCGTCGTCCTCTTCTCCGGCCCGGATGC

GTCCCCGCTCGCCCGCCCCGATGGGCAGAGC
GAGGCTTNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNN
NACCCAAGGAGCTGGGGCTGCAGCTGGGGCCCCGGACCTGCCTCCTGCGC
CCGCCCTCGGGCCTGCGCCTCGGAACGCTTGAACACAAAGGTGGCGCCTT

CCAGGCTGCACTGCGCACCGGGACARATCTGAGAGC

TGCARAAGGAAATGTTCAGGAAAACAAACAGGCCGCCTTGGCACCGGCGC
CCTCCCAGGTCGGTGGGGACAAGCGCGTCCCCCGAAATGCTCAAAACTGC
CAGGGGTCGAGCTGCGTGGAGGGAGCCCTCGGGAGCGCGATGCTATCCGA
AGCCACCGCGGCTTTTGGTTTACTGTTAAAAGCAAATTGTATAATTTTAC
CCATTAAAGGCAGAACACTATTTGTTCTCTGCAGAGGCCCAGAATGTGCA
GAATTTGCTTCACTTATTAGAGACATTTTGAACGGAATTCAAATAGCATG
TTTTCTTGCTTATTCTTGGTTTTGCTCAGCACATGCAAATGTCTTTGTTT
TTCCTCTTAGAGGAAGGAATTGGAMCTCCAGCATCTCAGTTGCTTGTTCl
CATGAGATTGATCTTTTAACTGATTATCCAGCAGTTTGTTTGGTGTTTTT
GCTGGAGTACCAAGCTCTGTTAATTGGAGGGCATTAGGGAGAGCCCTGGC
CTTGGGTGCCAGACGTGAGGCCTCAGACGTGGCCAGAAATAAARAACTCTC

cgcg01062029 targeted region

COBRA targeted region

CACCCAGCCCCAGACACCAGCGGTGAGGCAGGAAGAGGAGAAG [CG] AAAGT

Figure S6. The schematic diagram of the targeted regions on ROR2 gene. Taql restriction sites
were highlighted with red.



