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Figure S1. Protein-protein interaction network of hub protein concerning CCL5 with
minimum required interaction confidence set as 0.7 using String web tool.

Figure S2. Association between CCL5 mRNA expression and clinicopathological
factors in 533 patients with ccRCC from TCGA cohort using Chi-square test.

Figure S3. Prognostic implications of CCL5 mRNA expression in patients among
33 cancers from TCGA cohort. (A-B) Prognostic value of CCL5 mRNA expression
in predicting overall and progression-free survival was assessed using Cox regression
analysis and visualized in forest plots. (C-D) Histogram showing the predictive value
of CCL5 expression in predicting advanced clinical stages and aggressive
pathological grade with P value converted into -log;o(P-value) in the y-coordinate
among 33 cancers from TCGA cohort.

Figure S4. Drug sensitivity analysis: the distribution of IC50 score for Axitinib,
Pazopanib, Sorafenib and Sunitinib in c¢ccRCC samples of differential CCL5
expression level.

Figure SS. KEGG functional enrichment analysis of CCL5 expression in ccRCC
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Viral protein interaction
cytokine and cytokine receptor

Type | diabetes mellitus

Th17 cell differentiation

Thl and Th2 cell differentiation

T cell receptor signaling pathway 1
Systemic lupus erythematosus 1
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Primary immunodeficiency 1
PD-L1/PD—1 checkpoint pathway in cancer
Natural killer cell mediated cytotoxicity 1
Hematopoietic cell lineage
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Supplementary Table 2. Antibodies used in immunohistochemistry, immunofluorescence and flow cytometry assays.

Markers Antibody names Provider Catalog No.
CCL5 Anti-Human CCL5 Antibody CST Rb 36467
CD68 Anti-Human CD68 Antibody Abcam Ms ab955
CD45 APC-Cy7 Anti-Human CD45 Antibody Biolegend Ms 368516
CD45 PE-Cy7 Anti-Human CD45 Antibody Biolegend Ms 368532
CD14 FITC Anti-Human CD14 Antibody BD Ms 555397
CD3 PE-Cy7 anti-human CD3 Antibody Biolegend Ms 100220
CD4 Brilliant Violet® 421 Anti-Human CD4 Antibody BD Ms 562424
CD8 BB515 Anti-Human CD8 Antibody BD Ms 564526
CD19 PerCP/Cy5.5 anti-human CD19 Antibody Biolegend Ms 363016
CD11c Brilliant Violet® 605 Anti-Human IL-2  Antibody Biolegend Ms 301636
CD80 PE-Cy7 Anti-Human CD80 Antibody Biolegend Ms 305218
CD86 Brilliant Violet® 650 Anti-Human CD86 Antibody Biolegend Ms 305428
CD68 Alexa Fluor® 647 Anti-Human CD68 Antibody BD Ms 562111
PRF-1 Alexa Fluor® 647 Anti-Human Perforin Antibody BD Ms 563576
CD69 CD69 (H1.2F3) Hamster mAb (FITC Conjugate) CST Rb 39443
TNF-a Alexa Fluor® 647 anti-human TNF-a Antibody Biolegend Ms 502916
IFN-y IFN-y (D3H2) XP® Rabbit mAb CST Rb 8455
PD-L1 PD-L1 (E1L3N®) XP® Rabbit mAb CST Rb 13684

Ki67 Ki-67 (D3B5) Rabbit mAb CST Rb 9129

GAPDH GAPDH (D16H11) XP® Rabbit mAb CST Rb, Ms 5174

[e]€] Goat Anti-Rabbit IgG conjugated with HRP Abcam Rb ab205718
/ Human Exhausted T Cell Antibody Sampler Kit CST Rb, Ms 81490




Table S3. Univariate Cox regression analyses of PFS and OS in 290 enrolled ccRCC patients from FUSCC cohort.

PFS OS
Covariates HR (95%CT) P value HR (95%CT) P value
Age at surgery 1.010 (0.996-1.023) 0.151 1.013 (0.999-1.027) 0.067
BMI (kg/m?) 0.954 (0.690-1.318) 0.775 0.898 (0.636-1.268) 0.541
Sex (Ref. Male) 0.862 (0.623-1.192) 0.369 0.982 (0.700-1.379) 0.919
Laterality (Ref. left) 1.071 (0.794-1.444) 0.653 0.922 (0.667-1.274) 0.623
T stage (T1-T2) 1.451 (0.814-2.586) 0.207 1.538 (1.006-2.341) 0.047
N stage (Ref. NO) 2.207 (1.384-3.520) 0.001 2.150 (1.325-3.490) 0.002
M stage (Ref. MO0) 1.854 (1.123-3.058) 0.016 1.735 (1.004-2.998) 0.048
ISUP grade (Ref. 1-2) 2.030 (1.441-2.860) <0.001 1.481 (1.017-2.157) 0.041
AJCC stage(Ref. I-1I) 2.239 (1.095-4.581) 0.027 3.480 (1.641-7.382) 0.001
CCLS expression (Ref. Low) 1.642 (1.209-2.230) 0.002 1.523 (1.092-2.124) 0.013

Abbreviations: PFS: progression free survival; OS: overall survival; ccRCC: clear cell renal cell carcinoma; FUSCC, Fudan University Shanghai
Cancer Center; HR: hazard ratio; CI: confidence interval; BMI: body mass index; ISUP: International Society of Urological Pathology
*P value less than 0.05 was considered as statistically significance, and marked in bold.
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