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Pycnogenol® suppresses the Toll-like receptor 4-mediated ADRP expression in macrophages
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Adipose differentiation-related protein (ADRP) is highly expressed in macrophages and human
atherosclerotic lesions. The present study demonstrated that the Toll-like receptor 4-mediated ADRP
expression was suppressed by Pycnogenol® (Pyc) in macrophages. Lipopolysaccharide (LPS) enhanced the
mRNA and protein of ADRP and lipid-droplet formation in RAW264.7 cells, all of which were suppressed by
Pyc. The mechanisms of Pyc effect on the ADRP expression involved, 1) suppression of LPS-induced,
Ets/AP-1-mediated enhancement of ADRP promoter activity, 2) suppression of the LPS-induced expression of
inflammatory cytokines such as IL-6, IL-1a and IFN-3, which could, in turn, stimulate the ADRP expression.
Pyc suppressed enhancer activity of AP-1 and NFxB, but it did not eliminate DNA binding of these factors,
indicating that Pyc might modulate the transactivation process of these factors. Based on these results, it is
implicated that Pyc could be useful for prevention of atherosclerosis.

0 Disclosurel] Pycnogenol® was generously provided by Horphag Research Ltd (Le Sen, France). There is no
conflict of interest.
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