(®)
2013 2015

Investigation the mechanism of hypoglycemic state induced atherogenic progression
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In this study,insulin was injected intraperitoneally into nonobese diabetic
Goto-Kakizaki (GK) rats, once every3 days for 4 weeks after balloon injury of carotid artery to induce
hypoglycemia. Then, we evaluated balloon injury-induced neointima formation. Insulin treatment enhanced
neointima formation and increased the number of proliferating cell nuclear antigen (PCNA)-positive cells
in_the carotid artery. Injection of glucose with insulin prevented hypoglycemia and abrogated intimal
thickening. Also, bunazosin, an a 1 adrenergic receptor antagonist, prevented intimal thickening and
accumulation of PCNA-positive cells induced by insulin treatment despite the presence of concomitant
hypoglycemia and high adrenaline levels. Incugation of cultured smooth muscle cells with adrenaline
resulted in a significant increase in their proliferation and G0/G1 to S phase progression These
adrenaline-induced effects were abrogated by bunazosin.
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Repetitive hypoglycemia increases
circulating adrenaline level with
resultant worsening of intimal thickening
after vascular injury in male
Goto—Kakizaki rat carotid artery.
Yasunari E, Mita T, Osonoi Y, Azuma K, Goto
H, Ohmura C, Kanazawa A, Kawamori R,
Fujitani Y, Watada H.

Endocrinology. 2014 155(6) :2244-53
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