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Prion diseases are fatal neurodegenerative disorders occurring in humans and ammals. 
They are caused by the accumulation of prions, which probably solely consist of the 
aberrantly folded isoform of the cellular prion protein, termed PrPSc. The cellular pnon 
protein PrPc is attached to the plasma membrane by a glycosyl-phosphatidyl-inositol (GPI-) 
anchor and is localized in Iipid rafts. A high content of sphingolipids and cholesterol 
characterizes these membrane microdomains. Previous studies revealed that perturbation 

of cholesterol synthesis prevents prion conversion, explained by rEHJistribution of PrPc at 
the plasma membrane. We investigated the influence of inhibition of cholesterol synthes1s 
by the HMG-CoA-Reductase inhibitor mevinolin on the trafficking of PrPc in neuronal cells. 
Treatment with mevinolin significantly reduces the amount of surface PrPc and Ieads to its 
accumulation in the Golgi compartment, accompanied by a prolonged half-life of the 
protein. Further analysis of mutant PrPs highlights the importance of the GPI-anchor for raft 
localization. These results provide new insights into the domains implicated in sorting of PrP 
in the secretory pathway. We show that cholesterol is essential for the cell surface 
localisation of PrPc, known to be necessary for prion conversion. 

Corresponding author. 
Gilch, Sabine 
gilch@virologie.med.tum.de 
Phone: ++49-89-4140-6826 
Fax: ++49-89-4140-6823 

476 

Epidemiology and zoonoses 

EZ09 
Highly pathogenic avian influenza virus H5N1: Susceptibility of cattle 

·oanata Kalthoff (1 ), Bemd Hoffmann (1 ), Timm Harder (1 ), Markus Durban (1 ), 0 Martin 
Beer (1) 

(1) Institute of Diagnostic Virology, Friedrich-Loeffler-lnstitut, 17 493 Greifswald-Insel Riems, 
Germany 

Several mammalian species including humans are regarded as susceptible for highly 
pathogenic avian influenza virus (HPAIV) H5N1. Therefore, domestic animals with a risk of 
direct contact to poultry and humans are of special interest for epidemiological reasons. 
Whereas pigs, cats, and dogs have been identified as potential target species for HPAIV 
H5N1 infection, the susceptibility of cattle and buffalo is unknown. Therefore, bovine calves 
were intranasally as weil as intratracheally inoculated with a high Iiter preparation of HPAIV 
H5N1 strain A/CaUGermany/R606/06, isolated from a domestic cat with a fatal 
H5N1-infection. Only mild nasal discharge, but no further clinical signs could be observed 
followmg inoculation with HPAIV H5N1. Nevertheless, several intranasally inoculated 
ammals shed low amounts of H5N1-virus, and all inoculated calves sero-converted with 
posrtive ELISA and hemagglutination inhibition values. ln addition, high Iiters of neutralising 
antibodies of up to 1 :256 could be detected. One of two naive control calves in direct 
contact to the intranasally inoculated animals also developed H5N1-specific antibodies with 
a delay of about one week. ln conclusion, despite a clear resistance with regard to clinical 
signs, cattle could be infected and responded with easily detectable H5N1-specific 
antibodies. Oue to our study results, monitaring programs and surveillance studies should 
also include bovine species, especially in HPAIV H5N1 endemic regions like Asia and 

Egypt with a high probability of poultry - cattle contacts. 
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