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Eff icacy  of  s h o r t  t e r m  cont inuous  Z idovud ine  in fus ion  at  e a r l y  
stages of r e t r o v i r a l  i n f e c t i o n  in mice. 
Sinct M. *1, Harcouct L. 2, Desforges B. 1, Colin J.N. 3, Farinotti R. 2, Pocidalo j . j . l .  

Unit6 dc Rcchcrchcs  U13 INSERM, H6pital Claude Bernard,  Paris,  France ; 2 
Service dc pharmacie  cl inique et des biomat6r iaux,  H6pital Bichat ,  Paris,  France,  
and 3 Labora lo i rcs  Wel lcome,  Paris, France. 

Wc studicd the pharmacokinc t ics  of  z idovudine  (AZT) in mice after  twice- 
dai ly subcu t aneous  (sc) bolus  in jec t ions  and dur ing  con t inuous  infus ion  with 
subcu taneous  A L Z E T  min i -osmot ic  pumps.  We also compared  the an t i re t rov i ra l  
e f f icacy  of  these  two modes  of admin i s t r a t ion  agains t  Fr iend  leukemia  virus 
(FLV) infect ion.  Mice wcre infcctcd by ret ro-orbi ta l  inocula t ion  of  about  50 ffu 
FLV and treatment was started 1 or 4 h later with AZT at 40 mg/kg/day for 5 days. 
Efficacy was evaluated in terms of spleen weight  gain and infect ious  virus t i ler  
3 wecks af ter  virus inocula t ion in compar i son  with untreated infected mice. In 
one e x p e r i m e n t ,  su rv iva l  l ime af te r  i n fec t ion  was also eva lua ted .  P l a sma  
c o n c e n t r a t i o n s  of  AZT wcrc de te rmined  by means  of  h i g h - p e r f o r m a n c e  l iquid 
c h r o m a t o g r a p h y .  F o l l o w i n g  bo lus  a d m i n i s t r a t i o n ,  the peak  p l a s m a  AZT 
c o n c c n t r a t i o n  (30.5 ~g /ml )  was reached  wi th in  10 min and e l i m i n a t i o n  was 
rapid  (mean  h a l f - l i f e ,  0 .7h) .  Dur ing  the c o n t i n u o u s  i n f u s i o n ,  the mean  
c o n c e n t r a t i o n  was cons t an t  at about  1.2 t tg/ml.  A s ign i f i can t  r educ t ion  in 
sp lcnomcgaly  and infectious virus liter was observed after 5 days of  AZT therapy, 
regardless  of the mode of  adminis t ra t ion .  Cont inuous  AZT infus ion cons i s tan t ly  
inhibi ted v i rus- induced sp lenomegaly  by more than 97%; bolus inject ion was less 
effect ive  with inhibi t ion ranging between 13 and 98%. These results suggest  that 
modera te  cons tan t  levcls  of  AZT may have grea ter  an t i re t rovi ra l  eff icacy than 
shor t  per iod ic  high concen t r a t i ons .  
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