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Under statin era where statins reduced cardiovascular (CVD) risk by about 30%, attention has been shifted 
towards a next target to further reduce CVD risk.  HDL, anti-atherogenic lipoprotein, considered to be a main 
target for that purpose, based on epidemiological evidence showing that HDL cholesterol (HDL-C) inversely 
associated with CVD morbidity and mortality.  However, recent intervention trials using nicotinic acids or 
CETP inhibitors mostly failed to show CVD prevention.  These �ndings, together with recent epidemiological 
studies showing that individuals with very high HDL-C rather associated with increased CVD risk, cast doubt 
on HDL raising strategy.  Meanwhile, Rader DJ is one of the �rst to hypothesize that HDL function is a real 
player to modulate CVD risk.  
Using cholesterol e�ux capacity (CEC) assay representing a primary anti-atherogenic property of HDL, he 
showed that CEC is a novel risk factor for CVD (NEJM 2011, 2014).  Plenty of clinical studies then con�rmed 
CEC as CVD risk factor.  However, since CEC is a cell-based assay using radiolabeled tracer, it has inherent 
shortcoming in terms of assay variation and standardization, whereby limiting wide use as clinical examina-
tion.  Hirata and colleagues developed a novel assay, called cholesterol uptake capacity (CUC).  CUC highly 
correlates with CEC and is cell-free, non-radioactive labeling, short step, therefore high-throughput assay 
using automated device.  In this session, I will update clinical implication of HDL functions including CEC
(CUC), anti-oxidation, anti-in�ammation and discuss future perspective of novel therapies targeting HDL 
functions.
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