
43 
G a n c i c l o v i r  Does  N o t  A n t a g o n i z e  the A n t i - H u m a n  l m m u n o d e f i c i e n c y  
V i r u s  A c t i v i t y  of A Z T  in A3.01 Cel ls  in vitro. 
M. Laney, M.J. McRoberts ,  S. Chiu, J. Minor,  S. Michelson,  and R. C. Schatzman.  
Syntex Discovery Research,  Palo Alto, CA, USA. 

Human  c y t o m e g a l o v i r u s  (CMV)  is a c o m m o n  o p p o r t u n i s t i c  pa thogen  in 
pat ients  with AIDS. Therapy with gancic lovi r  (GCV) impedes the progress of this 
s i g h t - t h r e a t e n i n g  i n f ec t i on  whi l e  AZT is usefu l  for t r e a t m e n t  of  the human  
i m m u n o d e f i c i e n c y  v i rus  i t se l f .  C l i n i c a l  i n d i c a t i o n s  o f t en  n e c e s s i t a t e  the 
prolonged concomitant  use of both GCV and AZT. Previous studies by Medina et al. 
have reported an antagonism by GCV of the anti-HIV effect  of AZT in vitro. Their 
studies were limited in scope by the use of fixed molar ratios of the compounds and 
by the statist ical  methods uti l ized for data analysis.  We sought  to fur ther  define 
the in te rac t ions  of  GCV and AZT agains t  HIV-I  in vitro by examin ing  a full 
spect rum of  concen t ra t ion  effects  of  the two compounds ,  and by applying a more 
def in i t ive  3 -d imens iona l  analyt ica l  method to analyze  the results.  The effects of 
AZT and GCV were studied, a lone and in combinat ion,  in A3.01 cells infected with 
H I V - I ( L A V ) .  AZT was tested at concen t ra t ions  be tween  6x10 I~M and I x l 0 - 6 M ,  
whi le  GCV was varied from 5x10-6M to 3x10-SM. In all, eight  concentra t ions  of 
each  c o m p o u n d  were  tes ted:  each  c o n c e n t r a t i o n  of  AZT was tested with all 
concen t ra t ions  of  GCV. Ant iv i ra l  act ivi ty was de te rmined  by assaying for viral 
reverse  t ranscr iptase  levels.  When AZT and GCV were used in combinat ion ,  GCV 
had no s igni f icant  effect  on the ant i -HIV activi ty of AZT: at all combina t ions  of 
c o n c e n t r a t i o n s  there  was no ev idence  for  a n t a g o n i s m  or synergy.  We have 
fur ther  analyzed our results  by me'thods similar  to those uti l ized by Medina  et al., 
and again find no ev idence  for synergy or an tagonism in our data. We conclude 
that in our hands,  ut i l iz ing in vitro studies,  we find no ev idence  to cont ra indica te  
the combined use of AZT and GCV. 
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Zidovudine (AZT)-induced Down Regulation of Transcripts of Erythropoietin 
Receptor (Epo-R), c-fos and I~-Protein Kinase C (PKC) in Human Erythroid Progenitor 
Cells (EPC): Reversal with a combination of Erythropoietin and Interleukin-3. K.C. 
Agrawal, S.R. Gogu, B.J. Rider and C.A. Leissinger. Depts. of Pharmacology and 
Medicine, Tulane University School of Medicine, New Orleans, LA. 70112, USA. 

Previously we have reported that exposure of EPC to AZT results in a 
decrease in the levels of Epo-R mRNA and in inhibition of PKC activity in a time and 
concentration dependent manner. We have extended these studies to demonstrate 
that AZT induces inhibition of a series of multiple events necessary for erythroid 
differentiation which includes down regulation of the mRNA levels of Epo-R, c-fos 
and I~-PKC. Enriched erythroid cells (2x10 ° cells/ml}, isolated from the human bone 
marrow were treated with AZT at 5 and 10 pM for 24 hr. The total RNA was isola- 
ted and the mRNA levels were monitored by the slot blot hybridization with the 
specific oligonucleotide probes end-labelled with a-32P-dCTP. The levels of mRNA 
of Epo-R, c-fos and I~-PKC were decreased to 36, 51 and 50 percent of control, 
respectively, at 10 pM AZT. In contrast, the levels of mRNA of c-myc and a-PKC 
remained unchanged. Simultaneous addition of a combination of rEpo (1.0 U/ml) 
and rlL-3 (100 U/ml) during exposure of EPC to AZT overcame the inhibitory effect 
of AZT on the levels of the mRNAs, whereas Epo or IL-3 as a single agent caused 
only partial protection. These results suggest that AZT induces a series of multiple 
events at the level of transcription and that these effects can be overcome by 
treatment with a combination of Epo and IL-3. 
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