
Background:
  Metrnl is a new kind of adipokine, which is also known as meteorin-like because it is homologous to the neurotrophic factor meteorin
(Metrn). Although the expression and function of Metrnl have been extensively studied, research on its role in sepsis has remained
largely limited. 
Methods:
  The present work analyzed the levels of Metrnl and cytokines in the circulation among septic adult patients. Clinical information
was obtained from such patients, including sofa score, procalcitonin count, and so on. We constructed a sepsis model in Metrnl-
deficient or normal wild-type mice using cecal ligation and perforation to study its functions in bacterial burden, survival,
cytokine/chemokine generation, peritoneal lavage fluid neutrophils, macrophage and lymphocyte recruitment, and Treg/Th17 immune
cell balance after CLP- induced sepsis. 
Results:
  The expression of Metrnl was remarkably elevated in the early phase of sepsis clinically. Its serum content in patients dying of
sepsis slightly decreased relative to that in survivors. Metrnl could be a potential therapeutic target for sepsis. A low-lethality non-
severe sepsis (NSS) model was constructed, which suggested that Metrnl insufficiency elevated the death rate and reduced bacterial
clearance during sepsis. For Metrnl-deficient mice, impaired sepsis immunity defense might be related to decreased macrophage
recruitment and Treg/Th17 lymphocyte imbalance. Recombinant Metrnl administered to Metrnl-deficient mice abolished the immunity
defense impairment following NSS while protecting the high-lethality severe sepsis (SS) model in wild-type (WT) mice. 
Conclusions:
  The present proof-of-concept work suggests that Metrnl-mediated recruitment of macrophages significantly affects sepsis defense
in the host and modulates the Treg/Th17 immune cell balance. Findings in this work shed more light on the development of host-
directed treatments that can be used to manipulate host immunity to treat sepsis.
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