[image: ]
Supplementary Fig 1. Correlation between EYAs expression and methylation levels based on UALCAN (A-D). Spearman correlation between methylation and expression of EYAs based on GSCALite database (E). ns indicates not significant; * p < 0.05; *** p < 0.001.


Supplementary Table 1. univariate and multivariate analyses of factors contributing to the overall survival of ccRCC patients.
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Supplementary Table 2.  GO and KEGG functional enrichment analyses of EYAs and their 50 associated neighbor genes.
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A Promoter methylation level of EYAL in KIRC B Promoter methylation level of EYA2 in KIRC
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Univariate analysis Multivariate analysis

Characteristics Total(N)

Hazard ratio (95% CI) P value Hazard ratio (95% CI) P value
Gender 539
Female 186 Reference
Male 353 0.930 (0.682-1.268) 0.648
Age 539
<=60 269 Reference
>60 270 1.765 (1.298-2.398) <0.001 1.652 (1.209-2.257) 0.002
Pathologic stage 536
Stage I 272 Reference
Stage IT 59 1.207 (0.650-2.241) 0.551 0.955 (0.505-1.805) 0.886
Stage IIT 123 2.705 (1.800-4.064) <0.001 1.764 (1.146-2.715) 0.010
Stage IV 82 6.692 (4.566-9.808) <0.001 4.292 (2.783-6.620) <0.001
Histologic grade 531
G1 14 Reference
G2 235 7510356.751 (0.000-Inf) 0.994 2807455i?j)0 (0.000- 0.992
G3 207 14161426.542 (0.000-Inf) 0.993 3887830&?)7 (0.000- 0.992
G4 75 38204822.146 (0.000-Inf) 0.993 559410755)9 (0.000- 0.991
EYAl 539 1.544 (1.279-1.864) <0.001 1.298 (1.031-1.634) 0.026
EYA2 539 1.133 (0.900-1.426) 0.288
EYA3 539 0.521 (0.387-0.701) <0.001 0.640 (0.464-0.883) 0.007
EYA4 539 0.741 (0.396-1.385) 0.348

ccRCC: clear cell renal cell carcinoma; CI: confidence interval.
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Ontology D Description GeneRatio ~ BgRatio pvalue p.adjust qvalue

BP G0:0010212 response to jonizing radiation 21/49 147/18670  4.85e-32  9.38¢-29  5.22e-29
BP GO0:0051052  regulation of DNA metabolic process 26/49 429/18670  4.19¢-30  4.05¢-27  2.25e-27

BP G0:0006302 double-strand break repair 22/49 248/18670  7.26e-29  4.68e-26  2.60e-26
CcC G0:0000781 chromosome, telomeric region 15/49 161/19717  3.05e-20  3.94e-18  2.89e-18
CcC GO:0098687 chromosomal region 15/49 349/19717  3.55e-15  2.29%e-13  1.68e-13

CcC GO0:0000784  nuclear chromosome, telomeric region 10/49 125/19717 4.85e-13  2.09e-11 1.53e-11

MF GO:0003684 damaged DNA binding 9/49 65/17697  1.25e-13  1.84e-11  7.90e-12
MF GO0:0140097 catalytic activity, acting on DNA 10/49 213/17697  2.82¢-10  2.07¢-08  8.90e-09
MF G0:0003678 DNA helicase activity 7/49 81/17697  2.38e-09  1.16e-07  5.00e-08
KEGG hsa03440 Homologous recombination 8/36 41/8076 5.84e-12  5.90e-10  3.50e-10
KEGG hsa03460 Fanconi anemia pathway 8/36 54/8076 6.11e-11  3.08¢-09  1.83e-09
KEGG hsa04218 Cellular senescence 10/36 156/8076  8.95e-10  3.01e-08  1.79¢-08

BP: biological process; CC: cellular component; MF: molecular function; GO: gene ontology; KEGG: Kyoto Encyclopedia of Genes and

Genomes.




