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Human immunodeficiency virus (HI~ is  helleved to be the cause of the 
acquired innunodeficiency disease (AIDS). Infect ion by HIY is  i n i t i a t e d  
by binding of the virus to CD4 (T4) on the surface of susceptible ce l l s .  
sT4 has been shown to inhib i t  i n f ec t i v i t y  and HlY-mediated syncy~ia 
fornstion in v i t r o  and is  undergoing c l i n i c a l  t r i a l s  in AIDS. To 
f sc i l l tmte  these trlmlsp we conducted tox ic i ty  and pharmacukinetlc studies 
in rmts and cynomolKus macaques and g~mua scintigraphy studies in ra ts .  
sT4 vss admlnistered by i . v .  bolus in jec t ion .  These studies showed that  
sT4 has m short b iologlcs l  half l l f e ;  the majority being eliminated during 
the mlpha elimination phane. Over 75S of the clearance of sT4 is  v ia  the 
kidney. The studies revealed that  the pr incipal  tox ic i ty  of sT4 was 
tubular cast  nephropathy. Kidney lesions were observed in ra ts  at  or 
stove 200 nK/kg/dsy and in nonheys s t  or stove 40 ng/kg/day. These doses 
are high nul t lp les  of the therapeutic dose. The lesions were 
charscterised by proteinsceous casts in d i s t a l  convoluted tubules and 
co l lec t ing  ducts, associated with giant  c e l l  formation and PJ~s. An 
i n t e r s t i t i a l  inflanmstory ce l l  i n f i l t r a t e  was associated with the affected 
tubules. The lesions are very similar to those observed in some pat ients  
with nu l t ip le  nyelona and in experimental Bence Jones protein nephropathy. 
There were no other siKnlficant toxic  e f fec t s  iden t i f ied  in ra ts  or 
nonkeys. The studies in monkeys revealed no evidence of innunosuppression 
i s  assessed by l ec t in  medlsted blastogenesls sad mixed leukocyte 
reactions.  There wore also no changes in leukocyte subsets sad no e f fec t  
on delayed type hypersensi t ivi ty.  An If~ response (anti-sT4 satibodies) 
wl8 foundj "~ndlc~tlnK that  sT4 i s  inmunoKenic in both ra ts  and nonkeys. 


