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$=Adenosylhomocystelne (AdoHcy) hydrolase has been recognized as the 
t a r g e t  enzyme for  the a n t l v l r a l  a c t i v i t y  of severa l  carbocycl ic  and acyclic 
adenosine analogues. In  a previous study [Cools and De Clercq,  Btochem. 
Pharmacol. 38, 1061-1067 (1989)], we have found a c lose  c o r r e l a t i o n  between 
the a n t t v l r a l  a c t i v i t y  of s ix  adenosine analogues [ (S ) -0 - (2 ,3 -d thydro -  
xypropyl)adentne,  (~$)-3-adentn-9-yl-2-hydroxypropanotc acid ( t sobu ty l  es -  
t e r ) .  $-deazaneplmnocln A, carbocycl ic  3-deazaadenoeine, adenosine d i a lde -  
hyde and neplanocin A] aga ins t  vaccinta  v i rus  and ves i cu l a r  s t o m a t t t i s  v i rus  
and the I n h i b i t o r y  e f f e c t  of these  compounds on p u r i f i e d  AdoHcy hydrolase 
~sola ted from murine L929 c e l l s .  We have now examined the e f f e c t s  of the 
d£f£erent  adenosine analogues,  a t  concent ra t ions  which reduce vacc in ia  vSrus 
growth by 90Z (lC90), on the t n t r a c e l l u l a r  pool l e v e l s  o£ AdoHcy and $- 
adenosylmeth4onine (AdoHet). Treatment o£ mock-Infected and vacc in ia  v i r u s -  
In fec t ed  L929 c e l l s  fo r  12 hr wi th  the adenosine analogues a t  t h e i r  1C90 in -  
creased the  ~ c y  l e v e l s  from 0.02 r~oleslmg p r o t e i n  to  approximately 0.30 
nmoleslm8 protean.  No d i f f e r e n c e s  were observed between the AdoHcy pool l e -  
ve ls  o£ vacc tn ia  v i ru s - in£ec t ed  c e l l s  and mock-infected c e l l s .  The c~pou~ds 
dad not  a l t e r  the  AdoHet pool l eve l s  ~n e i t h e r  mock-Infected or v£rus - in -  
£ected c e l l s .  These £~nd~ngs ~nd!cate t h a t  the a n t l v i r a l  a c t i o n  of  the 
~oBcy hydrolase  inh~bi to r s  aga ins t  vacc tn ia  v i rus  may he d i r e c t l y  r e l a t e d  
to  the r a i s e  An i n t r a c e l l u l a r  AdoHcy pool l e v e l s .  
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E~denceof the Binding Parameters of R 61837 to HRV 9 and Immuno-Biochemical 

for a Capskl StsiMIizing Activity of the Drug. 
Marc Moeremans, Marc De Raeymaeker, Guy Daneels, Marc De Brabender, 
Koen Andries, Jansson Research Foundation, B.2340 Beerse (Belgium) 

Earlier studies have suggested that the antirhinovirus agent R 61837 or 3- 
mathoxy-6-[4-(3-methylphenyl)-l.piperazinyl]pyridazine neutralizes virus in,activity 
by a direct interaction with the virus caps,. In order to find more evidence for this 
proposed mechanism of action, drug interactions with HRV 9 (wild type) and with a 
3emi-dmg-resistant mutant (HRV 9H) were studied in more detail. Using 
radiolM)elled drug, it was demonstrated that the drug binds to native particles only. 
For both strains tested, them was a good correlation between the KD (calculated 
from the Scatchard plots) and the MIC values (KD HRV 9 ,, R.67E-8, MIC = 2.11E-8; 
KO HFW 91t = 2.99E-7, MIC = 4.40E-7). Reversibility experiments showed that 
more than 60 % of the drug could be extracted with chloroform from HRV 9H but 
only 5 % from HRV 9. ~ ~  studies demonstrated that in the presence of 
excess tmlabellad drug the tl/2 value for HRV 9 and HRV 9H are, respectively, 385 
and 15 rain. Ride zonal contrifugation expedments using 3sS-mathionine labelled 
virus showed that upon bindS0 the virus was protected a0~nst heat (SS ~¢) and 
acid (pH 5.0), although at the same drag concenUation the resistant strain was 
stabiUzed to a lesse r  extent. These data were also confirmed immunochemically 
by using a neuVaizi,g monoclonst antibody. The drag prlwented the s',t~h from 
D to C an6genk:,y wh|ch is indused by exposure of the virus to mild denatudng 

These  ~ata indicam that the  d m g  is appemntly abie to prevont a 
conlormational change of the ~ which may be a prerequisite for infection. 
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