ST2 (IL-33 receptor): a potential host-directed therapeutic target in severe leptospirosis 
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Introduction. Leptospirosis is a neglected tropical disease associated with substantial mortality. Despite the recognized role of immune mechanisms in disease severity, current treatment relies mainly on antibiotics, which may be insufficient in severe disease.
Aims. To explore the immunopathogenesis of leptospirosis and potential host-directed therapeutic targets in severe leptospirosis.
Methods. Sixty-two patients with laboratory-confirmed leptospirosis were enrolled in a prospective study at the National Hospital Galle, Sri Lanka. Clinical data were collected, and serum immunological markers were quantified using Luminex and ELISA. 
Results. Eighteen (29.0%) patients had mild disease (no organ involvement), 17 (27.4%) had moderate disease (single-organ involvement), and 27 (43.5%) had severe disease (multiorgan involvement). Acute kidney injury (50%) was the most frequent complication, followed by myocarditis (38.7%) and septic shock. ST2 concentrations were elevated across all severity categories compared with healthy controls, with the highest levels in severe disease (p < 0.0001). ST2 levels increased with disease severity and were significantly higher in severe leptospirosis compared with mild and moderate disease (p = 0.001 and p = 0.03, respectively). ST2 levels were higher early in the illness (days 3-5) than later (days 7-10) (p < 0.0001). Among patients with moderate and severe disease, median ST2 concentrations were higher in those with myocarditis (426,155 pg/mL; n = 24) compared with those without myocarditis (194,126 pg/mL; n = 20), although the difference was not statistically significant (p = 0.1).  Compared with mild disease, significantly higher ST2 concentrations were observed in patients with myocarditis (p = 0.03), but not in those without myocarditis.                                                                                                                                                                  Discussion. ST2 is elevated in severe infections and is an established prognostic biomarker in heart failure. As the      IL-33/ST2 pathway is amenable to pharmacological modulation, these findings support ST2 as both a potential biomarker and host-directed therapeutic target in severe leptospirosis. 
