1244, either, cat. 2


VASCULAR REMODLEING IN TRANSGENIC MICE WITH CRE RECOMBINASE UNDER THE CONTROL OF THE PDGFRB PROMOTER 
A.S. Cuttler1, R.J. LeClair2, D. Venkatesh1, Q. Wang1, C.M. Sorenson3, L. Liaw1, 
V. Lindner1
1Maine Medical Center Research Institute, Scarborough, ME, 2University of New England, Biddeford, ME, 3University of Wisconsin-Madison, Madison, WI, USA
Platelet derived growth factor (Pdgf) signaling plays important roles in arteries and in the response to arterial injury by promoting the migration of smooth muscle cells (SMC) from the media to the developing neointima. With the intention to modulate gene expression in vascular mural cells, we generated and characterized a transgenic mouse line with Cre recombinase under the control of the platelet-derived growth factor receptor-beta (Pdgfrb) promoter, referred to as Tg(Pdgfrb-Cre)35Vli. The Tg(Pdgfrb-Cre) 35Vli mice were generated in the Gt(ROSA)26Sortm1Sor background and examined for Cre activation by beta-galactosidase histochemistry. During embryogenesis, the cartilage showed high levels of Cre recombinase activity, while the mesenchyme and blood vessels displayed very little activity. In adult mice, prominent Cre recombinase activity was observed in the cartilage, skeletal muscle, mesangium, renal glomeruli and most SMCs of arteries and arterioles, with the exception of those in the liver. Cre recombinase activity was not observed in the cardiac muscle. Nearly all SMCs in uninjured carotid arteries showed Cre recombinase activity. However, during remodeling in the carotid artery ligation model, beta-galactosidase positive cells of the media decreased substantially and less than one percent of the neointimal area showed beta-galactosidase positive cells. Our data indicate that our Pdgfrb-Cre transgenic mice provide an important tool for modulating gene expression in adult vascular mural cells with very little Cre activity in embryonic vessels. The apparent absence of ROSA26 reporter activity in the remodeling arteries of these mice is under investigation. 

