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Abstract

Mammalian reoviruses serve as important models for studies of viral replication and pathogenesis.  These viruses have been isolated from many mammalian species, including humans, and cause disease primarily in the very young.  Reoviruses induce apoptosis by engagement of cell-surface receptors, intracellular signal transduction, and activation of nuclear factor-kB (NF-kB).  However, receptor binding alone is not sufficient to evoke these events.  Internalization of reovirus by antibody-mediated uptake into Fc-receptor expressing cells indicates a critical function for the membrane penetration protein, mu1, in NF-kB activation and apoptosis.  Reovirus activates NF-kB by stimulation of the multisubunit IkB kinase complex (IKK) resulting in phosphorylation and degradation of IkB alpha.  Experiments using genetically deficient cell lines indicate a key role for the alpha and gamma IKK subunits in the mechanism used by reovirus to activate NF-kB.  Mice lacking the NF-kB p50 subunit display diminished apoptosis in the brain following reovirus infection but enhanced apoptosis in the heart.  IFN-alpha is upregulated following reovirus-induced NF-kB activation and protects cardiac myocytes against viral infection in cell culture and in vivo.  Collectively, these findings identify both viral and cellular determinants of reovirus-induced apoptosis and define a novel mechanism employed by reovirus to cause disease in the infected host.




Show full item record





Files in this item





[image: Icon] 





	Name:
	MHfinalthesis.pdf
	Size:
	5.611Mb
	Format:
	PDF





View/Open











This item appears in the following collection(s): 


	
Electronic Theses and Dissertations



























Connect with Vanderbilt Libraries


	


	


	


	


	


	


	













Your Vanderbilt

	
Alumni

	
Current Students

	
Faculty & Staff

	
International Students

	
Media

	
Parents & Family

	
Prospective Students

	
Researchers

	
Sports Fans

	
Visitors & Neighbors






Support the Jean and Alexander Heard Libraries



[image: Support the Library...Give Now]


Gifts to the Libraries support the learning and research needs of the entire Vanderbilt community. Learn more about giving to the Libraries.





Become a Friend of the Libraries   






Quick Links

	
Hours

	
About

	
Employment

	
Staff Directory

	
Accessibility Services

	
Contact

	
Vanderbilt Home

	
Privacy Policy










