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' OBJECTIVES : 

1, To compare t h e  e f f i c a c y  of WR 225448-chloroquine wi th  the r a d i c a l  cu ra -  
t i v e  combination of primaquine-chloroquine. 

2. To compare t h e  e f f i c a c y  of WR 225448 a lone  wi th  t h e  combination 
WK 225448-chloroquine. 

3.  To determine whether WR 225448 i s  e f f i c a c i o u s  i n  a s i n g l e  o r a l  dose', 

BACKGROUND : In  rhesus  monkeys i n f e c t e d  w i t h  sporozof tes  of P. cynomoZgi, p r i -  
maquine ( i n  combination wi th  chloroquine)  i s  a r a d i c a l  c u r a t i v e  drug, I n  t h i s  
combination, primaquine cu res  most animals  a t  a t o t a l  dose of 3.5 mg base p e r  kg 
body weight,  whether t h a t  dose i s  a , s ing le  dose o r  d iv ided  i n t o  3 o r  7 d a i l y  
doses (1) .  

I n  man, t h e  t o x i c i t y  of primaquine prec ludes  admin i s t r a t i on  i n  a s i n g l e  cu- 
r a t i v e  dose. Thus, t o  achieve a r a d i c a l  c u r e  of P o  v i v m  i n  man, t he  dose i s  
o r d i n a r i l y  g iven  i n  d iv ided  doses over 14 t o  21 days ( i n  conjunct ion wi th  a 3-day 
course  of ch loroquine) .  

WR 225448, an  experimental  8-aminoquinoline, appeared t o  be as po ten t  as 
primaquine as a t i s s u e  sch izon t i c ide  and had excep t iona l ly  pa t en t  blood schizon-  
t i c i d a l  a c t i v i t y ,  The t o x i c i t y  of WR 225448 was n o t  i n v e s t i g a t e d , " b u t  p re l imi -  
nary  evidence suggested t h a t  i t  w a s  a t  l e a s t  no more t o x i c  than primaquine. 

Because of t h e  apparent  blood s c h i z o n t i c i d a l  a c t i v i t y  of WR 225448, t h e  
a b i l i t y  t o  achieve a r a d i c a l  cu re  of spo rozo i t e  induced P, cynomolgi wi thout  
simultaneous admin i s t r a t i on  of a second drug such a s  chloroquine was cons idered  
a r e a l  p o s s i b i l i t y .  Since pre l iminary  t . e s t i ng  of WR 225448 ind ica t ed  t h a t  i t  
had a b e t t e r  t h e r a p e u t i c  index than primaquine, i t  w a s  decided t o  a l s o  test i ts  
e f f i c a c y  by a s i n g l e  o r a l  dose,  

The dose ranges (Table 1) s e l e c t e d  f o r  t h i s  s tudy  were based on assumptions 
t h a t  t h e  new l o t  of WR 225448 used i n  t h i s  s tudy  would have approximately t h e  










