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The impact of CCL8 on peritoneal fibrosis and inflammatory activity 
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Objectives: Peritoneal fibrosis (PF) is an intractable complication of peritoneal dialysis (PD) that 
leads to peritoneal membrane failure. The present study aimed to investigate the association 

between PD effluent levels of chemokine (C-C motif) ligand 8 (CCL8) and PD failure and the 

mechanism of action of CCL8 in PF using cell-based models. 

Methods: A total of 80 end‐stage renal disease (ESRD) patients with PD were enrolled. CCL8 levels 
were measured with an Enzyme-linked immunosorbent assay (ELISA) in PD effluents and serum and 

were analyzed with peritoneal transport parameters. Peritoneal mesothelial cells (PMCs) from 20 PD 

patients were obtained from PD effluent. PF was induced in primary cultured PMCs with recombinant 
TGF‐β. To evaluate the role of CCL8 in fibrosis, TGF‐β–stimulated PMCs were pretreated with CCL8 

blocking antibody. To confirm that CCL8 is expressed during PF in PMCs, the cells were treated with 
TGF‐β, and CCL8 protein expression was evaluated by western blotting. 

Results: Correlations of peritoneal transport parameters with CCL8 levels were presented. There 
were positive associations between CCL8 levels and peritoneal Kt/V, D/P creatinine, and D/P60 Na, 

and a negative association between CCL8 level and D/D0 glucose (All P <0.05). CCL8 was 
upregulated by TGF‐β treatment; this was accompanied by increases in fibronectin, collagen 1, and 

fibroblast growth factor-2 (FGF-2) expression. These results indicate that TGF‐β induces fibrosis in 

PMCs, with up‐regulation of CCL8. CCL8 blockade suppressed the TGF‐β–induced increase in CCL8 
expression, with a concomitant decrease in fibronectin, collagen 1, and FGF-2 expression. 

Conclusions: High CCL8 levels in PD effluent may be associated with increased risk of PD failure 

and that CCL8 blockade can ameliorate PF. Thus, PD effluent CCL8 level could be a promising 

biomarker for peritoneal fibrosis and inflammation, and therapeutic strategies that inhibit CCL8 
function may effectively prevent PF development and progression. 




