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P 39 VACCINATION WITH RECOMBINANT MHV68 
PRODUCING IFNα EFFECTIVELY PROTECTS 
MICE AGAINST INFECTION WITH WT MHV-68 
AND DRAMATICALLY REDUCES 
LONG-TERM SPLEEN LATENCY 
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Human gammaherpesviruses such as Epstein-Barr Virus cause lifelong infections and 
associated diseases, by virtue of their ability to establish latent infection. Mice infected with 
murine herpesvirus 68 (MHV-68) represent a versatile experimental setting to study the 
biology of gammaherpesviruses and to test vaccination strategies against them. A number 
of studies published in the past years suggested that the limited immunity generated against 
isolated viral components by subunit vaccines cannot counteract the multiple immune 
evasion strategies operated by MHV68. Indeed, a significant inhibition of the establishment 
of long-term latency could be observed in mice vaccinated with strains of MHV68 
genetically modified to cause a defect in reactivation or establishment of latency. 

We recently observed that a clone of recombinant MHV-68 carrying the mouse IFNα1 
gene (MHV-68mIFNα1) shows a significant in vivo attenuation, which is mediated by the 
cytokine released during the course of the infection, and affects both the acute replication 
and spleen latency. 

These results prompted us to evaluate the efficacy of MHV-68mIFNα1 in a prophylactic 
vaccination regimen aimed at inhibiting the symptoms of acute virus infection and the 
establishment of MHV-68 long-term latency after the infection. Here we show that mice 
vaccinated with MHV-68mIFNα1, administered as a live-attenuated or partially inactivated 
(by psoralen and UV exposure) vaccine, were protected against the challenge with wt 
MHV-68 from the acute infection and long-term spleen latency.  

In general, the results presented herein confirm the efficacy of live attenuated latency-
defective viruses in eliciting protection against all phases of MHV68 infection. In 
particular, our study proved the adjuvant activity of type I IFN, produced at the site of the 
infection by the vaccinating virus, in stimulating an anti-MHV68 immune response stronger 
than the one induced by the wild type virus. We believe that the ability of MHV-68mIFNα1 
to produce IFNα, thus efficiently stimulating the immune system whenever it reactivates 
from latency, makes this recombinant virus a safer live-attenuated vaccine as compared to 
the latency-deficient clones previously described by others. 


