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The arr6viral activity of the nucleoside analog FEAU has been established in a 
nurrt~r of in vi~o and animal models including the eastern v~(x)dchu~ chronically infected 
v~h woodchuck hepatilJs virus. Last year, we reported initial results of studies with this 
model in v~ich FEAU at 2 rng/kg daily i.p. showed unexpected to ,  city in animals dosed in 
ee vunter as contrasted to animals similarly treated during su¢,-=rer months. A subsequent 
studyto invesl~alate possible seasonal changes in plasma pharmacokinetJcs after both i.v. 
and i.p dosing using an HPLC method employing the 5-rnethyl- congener, FMAU, as an 
internal standard showed no remarkable differences. It was noted, however, that a 
previously unidenlJfmd ~ n t  in the plasma samples collecled in June appeared afar 
the third day of dosing, remained in all samples during ~ dosing period, then gradually 
disappeared after dosing stopped. No such component appeared in the v~nter samples. 
While the ultraviolet s p e c ~ m  of this compound is similar to FIAU, the 5qodo- congener, 
with a ;%AX near 287 nm, inilJal mass spectral results suggest that this material is not a 
metabolite of FEAU. This is based on a comparison ~ t h  the mass spectra of FEAU, 
FMAU, FIAU, and FAU, the deiodinated metabolite of FIAU. Since this unexpected 
component appears oniy in animals dosed v~h FEAU in the st~vwver, it is possible that it is 
the product of a prolective rnelabdic pathv~y eet  does nct function atthe same level, if at 
all, during the v~nter months. 

FEAU =Z-Fluoro-5-ethyl- 1-p-D-arabinofuranos~4uradl 
Work SUl0pOrled in pert by NIAID conlmct NO1-AI-82698 v~h B.C.T. 
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B o n e  l ~ a r r o w  M o n o n u c l e a r  C e l l s  P r o d u c i n g  I L - 1  a n d  I L - 2  
I n h i b i t e d  b y  HBV i n  V i t r o  a n d  i n  V i v o  
Wu Z h a n g q i  X i o n g  K a i j u n  H u a n g  H u a f a n g  
Wuhan I n s t i t u t e  o f  V i r o l o g y  A c a d e m i a  S i n i c a  a n d  U n i o n  
H o s p i t a l , T o n g i  M e d i c a l  U n i v e r s i t y , C h i n a  

The  l e v e l s  o f  i n t e r l e u k i n - 1  a n d  i n t e r l e u k i n - 2  p r o d u c t i o n  
i n  16 h e a l t h y  b l o o d  d o n o r s '  b o n e  m a r r o w  m o n o n u c l e a r  c e l l s  
i n f e c t e d  b y  HBV i n  v i t r o  a n d  on  16 c a s e s  w i t h  c h r o n i c  
h e p a t i t i s  B w as  s i m u l t a n e o u s l y  a s s a y e d .  The  e v i d e n c e  o f  
v i r u s  g r o w t h  i s  b a s e d  i n  t h e  d e t e c t i o n  o f  HBcAg i n  b o n e  
m a r r o w  m o n o n u c l e a r  c e l l s  b y  i m m u n o p e r o x i d a s e  a s s a y .  I t  
w a s  f o u n d  t h a t  HBcAg i s  p o s i t i v e  i n  5 0 ~ ( i n - v i t r o )  a n d  
4 3 . 7 % ( i n  v i v o )  r e s p e c t i v e l y ( P < O . O S ) . T h e  l e v e l  o f  i n t e r -  
l e u k i n - 1  a n d  i n t e r l e u k i n - 2  p r o d u c t i o n  i s  m a r k e d l y  d e -  
c r e a s e d  i n  b o t h  HBV i n f e c t e d  g r o u p s  c o m p a r e d  w i t h  
c o n t r o l s ( P < O . O 1 )  a n d  i n t e r l e u k i n - 1  a n d  i n t e r l e u k i n - 2  
d e c r e a s e d  m o r e  s i g n i f i c a n t l y  i n  HBcAg p o s i t i v e  c a s e s  
t h a n  t h a t  o f  HBcAg n e g a t i v e  c a s e s ( P < O . O 1 ) .  T h e r e  was  
h i g h l y  s i g n i f i c a n t  c o r r e l a t i o n  ( 0 . 0 0 1 )  b e t w e e n  l e v e l s  
o f  i n t e r l e u k i n - 1  a n d  i n t e r l e u k i n - 2 .  The  r e s u l t  s u g g e s t  
t h a t  HBV c a n  i n f e c t  a n d  r e p l i c a t e  i n  h u m a n  b o n e  m a r r o w  
m o n o n u c l e a r  c e l l s  i n  v i t r o  a n d  i n  v i v o .  The  d e c r e a s e  o f  
i n t e r l e u k i n - 1  a n d  i n t e r l e u k i n - 2  l e v e l  may b e  c l o s e l y  
r e l a t e d  t o  t h e  d i f f i c u l t y  i n  HBV e l i m i n a t i o n .  
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