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VFGARATs are a family of tegument proteins unique to gHV

+ Large 150 kDa tegument proteins unique to gammaherpesviruses

*  Sequence homology to host FGARAT (formyl-glycineamide-phosphoribosyl-synthetase)
« Host FGARATs coordinate the 4t" step in de novo purine synthesis

+ VFGARATs do not retain catalytic FGARAT activity



VFGARATs are a family of tegument proteins unique to gHV
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Recombinant ORF75A viruses used in this study
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Murine gammaherpesvirus 68 pathogenesis in mice
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ORF75A promotes replication in culture and in the respiratory tract
Acute replication, lungs
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Experimental Approaches
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ORF75A promotes latency in spleens of infected mice

Intranasal
inoculation



Tissue-specific roles for ORF75A in the establishment of latency



Tissue-specific roles for ORF75A in the establishment of latency

Intraperitoneal
inoculation



Summary of 75A.stop virus in vivo

reservoirs
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Loss of ORF75A impairs replication and enhances protein expression



Loss of ORF75A decreases the specific infectivity of MHV68

A.



Enhanced viral protein expression and replication are independent
from the PML degradation function of ORF75C




Model for ORF75A function in cell culture

ORF75A does not primarily localize to the nucleus during infection.

The loss of ORF75A is characterized by a decrease in viral replication, but an increase in viral
protein expression.

Loss of ORF75A leads to increased deposition of ORF75C at early time points

Loss of ORF75A leads to a ten-fold decrease in the specific infectivity of ORF75A.stop viruses.
The defects in viral replication and protein expression are independent from the PML
degradation function of ORF75C.
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ORF75A is expressed during lytic infection






