1236, either, cat: 2


ANALYSIS OF MYXOMAVIRAL SERPIN TREATMENT FOR INFLAMMATORY VASCULITIC SYNDROMES, GIANT CELL AND TAKAYASU ARTERITIS 
A.R. Lucas1, H. Chen1, D.H. Zheng1, M.Y. Bartee1, H. Samy1, E. Sobel1, F. Spinale2, 
G. McFadden1, T. Beaver1, R. Thoburn1
1University of Florida, Gainesville, FL, USA, 2Medical University of South Carolina, Charleston, SC, USA
Objectives: Anti-inflammatory serine proteinase inhibitors (serpins) were assessed as treatments for inflammatory vasculitic syndromes (IVS).

Background - Giant cell arteritis and Takayasu’s disease, variants of IVS, cause sudden blindness, heart attacks, and cerebral ischemia. IVS is considered a medical emergency, but treatment is limited. 

Methods: Two mouse IVS models were tested for response to treatment with myxomaviral serpin, Serp-1 and mammalian serpin, neuroserpin (NSP), both of which target thrombolytic proteases (tPA and uPA), while Serp-1 also inhibits factor Xa (fXa). A series of interferon gamma receptor deficient (IFNγR KO) mice were infected with γ68 Herpes virus (γ68HV, N=72) and a separate series of severe-combined-immunodeficient (SCID) mice had xenograft implant with human temporal arterial (TA) biopsy (N=10) from patients with suspected GCA or left internal mammary artery (LIMA) (N=24). Mice were treated with Saline, Serp-1 or NSP.  

Results: Serp-1 but not NSP prolonged survival by 10days (P<0.0427) in γ68HV-infected mice with reductions in arterial and pulmonary inflammation and hemorrhage (P<0.0046). Serp-1 also reduced cell invasion and plaque growth in LIMA and TA xenografts. In the LIMA and TA xenograft implants, only mice with concomitant matched PBMC infusions had significant reductions in plaque (P < 0.0334). Serp-1 treatment significantly reduced IL1β and TNFα; (P < 0.048) and modified monocyte and T cell responses in spleens from γ68HV infections. 

Conclusions: Viral serpin, Serp-1, effectively reduces inflammation and mortality in v68HV-infected mice and reduces plaque growth in human to mouse TA xenografts. fXa represents a new target for therapeutic intervention in IVS.

