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Molecular mechanism of HDL reduction in diabetic malnutrition
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To study atherosclerosis risk in diabetes, we investigated ATP-binding
cassette transporter Al (ABCAl) expression and high-density lipoprotein (HDL) biogenesis in the
liver and hepatocytes under hyperglycemic conditions.The following results were obtained . (1) The
decrease of surface ABCAL but increase of intracellular ABCAL with high d-glucose in HepG2 cells.
Clearance of ABCAl was retarded both in primary hepatocytes and HepG2 cells exposed to high
d-glucose. (2) AGE-albumin reduced ABCAl in J774 and THP-1 macrophages (20-30%) alnd induced a
higher ABCAL ubiquitination and a faster protein decay rate that was dependent on the presence of
AGE during the kinetics of measurement in the presence of cycloheximide. (3) Zn++ increased ABCAl
expression, not by increasin? the mRNA but bﬁ attenuating its decay rate, more prominently in the
presence of cAMP. . (4) Nobiletin promotes the transcription of ABCA1/ABCG1l, leading to the
promotion of HDL production.
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