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Targeting macrophage pinocytosis in atherosclerosis
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We have investigated calpain proteolytic systems as a therapeutic target of
the diseases, such as atherosclerosis, tumor angiogenesis and retinopathy. Calpains are
intracellular calcium-dependent proteases, which contributes to the proteolytic processing of the
target proteins thereby regulating cellular processes, such as inflammatory processes and cellular
dynamics. Herein, we investigated the proatherogenic roles of calpain-6, an atypical non-proteolytic

calpain member. It appears that calpain-6 disturbs mRNA splicing process of Racl by interfering
with CWC22/exon junction complexes, resulting in the impaired pinocytotic incorporation of native
LDL in macrophages. Accordingly, over expression of calpain-6 iIn macrophages aggravates
atherosclerosis. In addition, our data showed that the contribution of calpain-6 in adipose stromal
macrophages to obesity.
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