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HDL metabolism inDiabetes Mellitus-Theclinical role of HDL receptor
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WFE R R OB (53C) @ Hyperglycemia

suppressed the expression of HDL receptor
SR-BI/CLA-1 via the activation of p38-MAPK pathway in Diabetes Mellitus.

In diabetes

mellitus, hyperglycemia stimulated atherosclerosis by inhibition of HDL metabolism. On
the other hand, TZD stimulated the expression of SR-BI/CLA-1 in liver via the activation

of PPARs.
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Figure 1. Effects of glucose on
hSR-BI expression in HepG2 cells. (A),
Dose—dependent suppression of hSR-BI

protein by glucose. ®),
Hyperglycemia decreases hSR-BI mRNA
expression. hSR-BI ~ mRNA  was

quantified by Northern blot analysis
and normalized to GAPDH mRNA.
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Figure 2. Effect of hyperglycemia on
hASKR-BI transcriptional activity 1In
HepG2 cells. (A) Hyperglycemia
decreases hSR-BI gene transcription.
(B) A p38-MAPK inhibitor blocks the
actions of hyperglycemia.
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Figure 3. Transcriptional factor, Spl
Is Involved 1In high glucose
treatment—induced suppression of
hSR-BI transcriptional activity. (A)

Dose—dependent  induction of Spl
protein in nuclear protein by glucose.

HepG2 cells were exposed to the
indicated amounts of glucose for 24 h.

(B) Effects of glucose on Spl binding
to the Spl probe. (C) Deletion of
the =476 to —210 fragment of the hSR-BI
promoter abolished the response to Spl.
(D) Effects of Spl-knock down on hSR-BI
promoter activity in HepG2 cells.
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Figure 4. Decreased level of SK-BI in
diabetic rats. This graph shows the
level of rat SR-BI mRNA (A) and protein
(B) in diabetic OLETF rats, as compared
to the chow—fed control, LETO rats by
a real—time PCR method and western blot
analysis, respectively.
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