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Letter to the Editor 

Low serum CCL17 as a marker for severe/critical COVID-19: A pathogenic link  

A R T I C L E  I N F O        

Sir, 

Sugiyama et al. (2021) report lower serum levels of CCL17 and 
higher serum levels of IL6, CXCL9, IP-10 (CXCL10) and IFN-λ3 (IFNL3) 
in severe/critical patients than mild/moderate patients of coronavirus 
disease 2019 (COVID-19). Of these chemokines and cytokines, CCL17, 
CXCL9 and CXCL10 were associated with COVID-19 alone, not other, 
mostly non-infectious, immune diseases examined. Highly robust sta
tistical association of CCL17 with development of COVID-19 related 
pneumonia supported use of this chemokine as a first triage marker, 
with the other cytokines and chemokines serving as subsequent markers 
for predicting onset of severe COVID-19. For how these markers could 
relate to severe/critical pneumonia in COVID-19, the authors hypothe
sized, based on findings from mouse models of pulmonary inflamma
tion, a possible role of regulatory T cells expressing the CCL17 receptor 
CCR4. Here, it is interesting to note that previously reported gene 
expression and immunohistochemical findings in severe/critical COVID- 
19 are also consistent with a pathogenic role of CCL17 in the illness. A 
study (Ackermann et al., 2020) that compared gene expression levels of 
inflammation-associated genes in autopsy lung samples of patients who 
died from COVID-19 or from influenza A infection related pneumonia, 
with that in age-matched, uninfected control lungs showed down
regulation of CCL17 and upregulation of IL6 and CXCL10 in COVID-19 
alone, not influenza. What is more, the same study also found that be
tween COVID-19 and influenza there is a differential abundance of T cell 
subset in the precapillary and postcapillary vessel walls in the lungs. 
With CCL17 as a ligand for T-lineage cell migration, and CCR4 as a 
dominant-type chemokine receptor for regulatory and helper T cells 
(Yoshie and Matsushima, 2015), this finding is consistent with a role of 
CCL17 in COVID-19 lung pathology. Finally, on a different note, 
Sugiyama et al. mentions that theirs is a first report of low CCL17 

expression in a disease state. Here, it may be noted that low tumor tissue 
levels of CCL17 has previously been identified as an adverse prognostic 
biomarker in clear cell renal cell carcinoma (Xiong et al., 2017). 
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