	Therapy
	Type & Size of Study
	Duration & Mode of Administration
	Key Findings

	16673-34-0
(Gyburide analogue)
	A preliminary study which used a small animal myocardial infarction model. 

3 groups of mice 
N = 4-5 mice per group
	In Vitro
Adult murine cardiomyocytes administered with 16673-34-0 (400μM) or glyburide (400μM) following LPS priming stage (2 hours). This was followed by ATP treatment (1 hour). 

In Vivo
Each group was given 16673-34-0, dimethyl sulfoxide sodium (vehicle) or sodium chloride solution (control) 30minutes prior to LCA ligation. Treatment repeated at re-perfusion and at every 6 hours for 3 additional doses. 
	In Vitro
16673-34-0 limits caspase-1 activity and inflammatory cell death in adult murine cardiomyocytes. 



In Vivo
Following 16673-34-0 administration: 
(1) 90% reduction in caspase-1 activity measured 24h following ligation;
(2) 40% reduction in infarct size (TTC)
(3) 70% reduction of Troponin I compared to vehicle group
*100% mortality in mice after glyburide treatment* 

	MCC950
(Small Molecule Inhibitor)
	A randomised, blinded study which used a large animal myocardial infarction model. 

N = 30 female pigs
	In Vitro
Porcine peripheral blood mononuclear cells stimulated with 10μg/mL LPS. After 1 hour, 5mM ATP and different concentrations of MCC950 added: 0, 0.3, 75, 450 μM.

In Vivo
Closed-chest LAD coronary artery balloon occlusion carried out in pigs for 75 minutes, followed by 7 days of reperfusion. 15 minutes before re-perfusion, pigs randomly assigned to high dose MCC950 (6 mg/kg), low dose (3 mg/kg) or PBS alone. On balloon deflation, additional dose of 6 mg, 3 mg or PBS alone selectively injected into LAD. IV infusion repeated daily on days 1 – 6 
	In Vitro
Dose-dependent Effects:
Decrease following 0.3 μM MCC850 (P = 0.002 compared with control) but significant decrease noted with 450 μM (P < 0.001 compared with control).
In Vivo
Infarct size:
(1) AAR/LV % similar all three groups 
(2) IS/LV % higher in control compared to high-dose group, but not to low-dose group
(3) IS/AAR % higher in control group compared with both high-dose and low-dose groups
Global Cardiac Function (at 7 days follow-up):
(1) End-systolic volume significantly lower in high –dose groups
(2) Left ventricular ejection fraction higher in both high-dose and low-dose groups


 
Table 1. Summary of animal myocardial infarction models investigating the therapeutic potential of NLRP3 inflammasome inhibition. 
Results taken from [49] and [61]

