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R 61837, or 3-methoxy-6-[4-(3-methylphenyl)-l-piperazinyl] 
pyrid.a,7., ine, is ableto stabilize rhinoviruses by direct interaction with their 
capsid proteins. We studied the effect of this virus-drug interaction on 
early events in the entry process of rhinoviruses, using a variety_ of 
techniques. Experiments with HRV 1A and HRV 9, rendered light 
sensitive by growth in the presence of acridine orange, indicate that the 
compound indeed interferes with an early event in the viral replication. 
No effect on either viral RNA synthesis or viral protein synthesis was 
observed. The effect on the adsorption of HRV 1A and HRV 9 was 
studied using [35S]-Iabeled virus and infectious center assays. The 
absence of an effect on the adsorption of HRV 1A, de_~ite the inhibition 
of an early event in the experiments using light-sensitive virus, suggests 
an effect on the uncoating event of HRV 1A. R 61837 inhibited the 
adsorption of HRV9, but an additional effect of R 61837 on the uncoating 
of HRV9 could not be excluded. Studies including more serotypes 
confirmed that the mode of action is serotype-specific. On the other 
hand, the mode of action does not appear to be related to receptor 
groups or antiviral groups. 
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We h a v e  i s o l a t e d  a human r h i n o v i r u s  t y p e  2 ( H R V - 2 ) m u t a n t  t h a t  w a s  
r e s i s t a n t  t o  t h e  a n t i v i r a l  a g e n t  c h a l c o n e  Re 0 9 - 0 4 1 0  ( 4 : e t h o x y - 2 ; - h y d r o x y - 4  
6 ; - d i m e t h o x y - e h a l c o n e ) .  T h i s  Re 0 9 - 0 4 1 0 - r e s i s t a n t  HRV-2 m u t a n t  ( 3 R 2 - 0 4 1 0 )  
e x h i b i t e d  a l t e r e d  b i o l o g i c a l  p r o p e r t i e s  when c o m p a r e d  w i t h  t h e  p a r e n t a l  
w i l d - t y p e  HRV-2.  T h u s ,  i t  was  u n s t a b l e  when e x p o s e ~  t o  a c i d  a n d  h e a t  i n  t h e  
p r e s e n c e  o f  t h e  d r u g ,  w a s  i n c a p a b l e  o f  p r o d u c i n g  p l a q u e s  a n d  p r o d u c e d  e a r l y  
e y t o p a t h i e  e f f e c t  (CPE) a t  h i g h  ( 3 7 ° C )  t e m p e r a t u r e .  F u r t h e r m o r e ,  c o m p a r e d  
w i t h  t h e  p a r ~ n t a i  w i ! d - ~ y p e ,  i t  s h e w e d  r e d u c e d  a b i l i t y  t o  b e  n e u t r a l i z e d  b y  
a n  ~ t i - H R V - 2  p o l y e l o n a l  s e r u m  a n d  m o n o c l o n a l  a n t i b o d i e s .  T h i s  S H 2 - 0 4 1 0  
m u t a n t  d e m o n s t r a t e d  c r o s s - r e s ~ s t a n c e  t o  o t h e r  s y n t h e t i c  a n t i r h i n o v i r u s  
c o m p o u n d s  w h i c h  a r e  a l s o  t h o u g h t  t o  b i n d  t o  t h e  v i r a l  c a p s l d  p r o t e i n .  F u r t h  
e r m o r e ,  i t  w a s  a l s o  r e s i s t a n t  t o  v a r i o u s  a n t i v i r a l  c o a b i n a t i o n s  s y n e r g i s t i c  
a g a i n s t  HRV-2.  H o w e v e r ,  i t  w a s  s t i l l  s e n s i t i v e  t o  e n v i r o x i m e  [ 2 - a m i n o - 1 -  
( l i O p r o p y l  a u l p h o n y l ) - 6 -  h e n z i l i d a z o l e  p h e n y l  k e t o n e  o x i m e ]  w h i c h  h a s  a 
d i f f e r e n t  ~ o d e  O f  a c t i o n  a n d  i n t e r f e r e s  w i t h  v i r a l  RNA s y n t h e s i s .  


