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Discussion

In three early-phase randomized trials, we evalu-
ated the effects of REGN727, a monoclonal anti-
body that blocks the interaction of PCSK9 with 

LDL receptors. In all three trials, REGN727 signifi-
cantly reduced LDL cholesterol levels, as compared 
with placebo. This effect was significant both in 
healthy volunteers and in subjects with familial or 
nonfamilial forms of hypercholesterolemia. The 
effect was also significant in subjects who were 
concomitantly taking atorvastatin.

Our results confirm a role for PCSK9 in the 
regulation of LDL cholesterol levels. In addition, 
the demonstration of a good correlation between 
a reduction in free PCSK9 levels and a reduction 
in LDL cholesterol levels after the administration 
of REGN727 in humans supports previous reports 
from studies involving rodents and nonhuman 
primates that PCSK9 in the circulation, not intra-
cellular PCSK9, is primarily responsible for regu-
lating hepatic LDL receptors.10,11
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