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Recent studies have demonstrated that oral administration of 
colchicine in 4159 non-hospitalized COVID-19 PCR positive patients 
reduced a composite end-point of hospitalizations and death in 4.6% of 
treated patients compared to 6.0% of placebo-treated subjects (p<0.04) 
[20]. Colchicine treatment also reduces the risk of cardiovascular events 
[21]. �e mechanism by which colchicine is e�ective in coronary artery 
disease as well as in COVID-19 is likely due to reduce IL-1�-mediated 
in�ammation. However, colchicine does not directly inhibit NLRP3 
[22]. Unlike speci�c NLRP3 inhibitors, colchicine a�ects integrins, 
cell migration and microtubule assembly. A signi�cant advantage 
of targeting the NLRP3 in�ammasome is the ability to reduce IL-18 
processing. �erefore, speci�c NLRP3 inhibitors could be used to 
treat the Macrophage Activation Syndrome (MAS)-like disease in 
COVID-19, where IL-18 plays a pathological role. Elevated circulating 
IL-18 correlated with disease severity and poor outcomes in COVID-19 
patients [2,13]. IL-18 is characteristically elevated in non-COVID-19 
MAS [23]. Several case series reports that a MAS-like disease develops 
in COVID-19 patients with markedly elevated levels of D-dimer, which 
is indicative of MAS in COVID-19 [24]. Speci�c NLRP3 inhibition 
will reduce both IL-1� as well as IL-18 and thus targets two agonists of 
COVID-19 disease.
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