©
2017 2019

Mechanism of anti-inflammatory effect of protein S via regulation of macrophage
activity in diabetic nephropathy
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Protein S (PS) promotes M2 differentiation of cultured macrophages.TAM
receptors that mediate the cytoprotective activity of PS are affected by matrix metalloproteinase-2
(MMP2). The diabetic h(human) MMP2 transgenic mice improved insulin secretion because hMMP2 inhibits

islet 3 -cells apoptosis. MMP2 inhibits apoptosis by increasing the activation of the intracellular
Akt/BAD pathway in MIN-6 B -cells. PS is an important component of the protein C/PS/thrombomodulin
(TM) system. We evaluated the effect TM on Kkidney fibrosis and renal failure.We generated a novel
glomerulus-specific human transforming growth factor-f3 -1 transgenic mouse that develops progressive
glomerular sclerosis with renal failure. Therapy with recombinant TM ameliorated renal fibrosis and
renal dysfunction by inhibiting apoptosis of podocytes. To inhibit apoptosis TM interacts with
G-protein coupled receptorl5 to activate the Akt signaling pathway and to upregulate the expression
of anti-apoptotic proteins.
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