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The characteristic cytopathology of a productive infection with HIV in cell culture 
ts syncytial formation. It is shown here that the appearance of syncytia is 
associated with a marked increase in the mono-unsaturated oleic acid content of the 
host cell. This effect can be inhibited by the addition of azidothymidine, inter- 
feron and saturated fatty acids, particularly dihydroxystearic acid to the infected 
cell cultures. A hypothesis, based on lipid membrane changes, is presented to 
account for cell death following HI'V infection. These observations also may indicate 
a new approach to antiviral therapy. 
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Papaverine (6,7-dimethoxy-l-veratrylisoquinoline) has been reported to inhibi t  
replication of measles virus in human neural and non-neural cells and to inhibi t  
cytomegalovirus in human skin-muscle cel ls. Similarly, pyrazofurin has been 
reported to inhibi t  a broad range of viruses. In these studies we compared the 
anti vira] efficacy of papaverine and pyrazofurin against respiratory syncytial virus 
(RSV) and parainfluenza virus type 3 (para 3) in HEp-2 tissue culture cel ls,  and 
against RSV infection in cotton rats. The tox ic i ty  of the two compounds in cotton 
rats and tisssue culture cells was also tested. Papaverine inhibited RSV in vivo 
and in v i t ro,  but did not inhibi t  parainfluenza virus; the minimal inhibitory 
c o n c e n t ~ n  (MIC) in three in v i t ro experiments ranged from 6.3 to 25 ug/m]. In 
vivo, a 20 mg/kg dose proved e - - ( f ~ o u s .  However, the ratio of the toxic to - -  
T6h-Tbitory dose (T:I) for papaverine in v i t ro was <2 and the in vivo doses > 50 
mg/kg were highly toxic. In contrast, pyrazofurin inhibited R-R-~-V replication in HEp- 
2 cells at a mean minimal concentration of 0.02 ug/m] and had a T:I ratio of 313. 
Toxicity and efficacy studies of pyrazofurin in cotton rats are on-going. 
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