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OBJECTIVES : 

1. To determine t h e  maximum t o l e r a t e d  dose of WR 225448 i n  Rhesus Monkeys 
(Macaca Mu h t t a  ) . 

2. To determine t h e  n a t u r e  of t h e  t o x i c  e f f e c t s ,  i nc lud ing  a d e t e r m i n a t i ~ n  
of t h e  organ system(s) a f f e c t e d  by WR225448, 

BACKGROUND : While c e r t a i n  chemical compounds a r e  known t o  have e x c e l l e n t  
s c h i z o n t i c i d a l  a c t i v i t y ,  they  are, a t  t h e  same time, t o x i c  t o  t h e  hos t .  
WEt225448 w a s  t e s t e d  f o r  t o x i c i t y  i n  Rhesus monkeys last  yea r  a t  t h e  l e v e l  of 
10  mg/kg/day X 7 days i n  o rde r  t o  determine t h e  maximum t o l e r a t e d  dose, Four 
monkeys were given t h e  1 0  mg/kg dose f o r  7 consecut ive days  and one monkey 
served a s  a Control  and w a s  given only t h e  veh ic l e ,  methyl c e l l u l o s e .  A l l  4 
monkeys d i ed  p r i o r  t o  t h e  completion of t h e  t e s t .  Pre l iminary  necropsy r e s u l t s  
p lus  l abo ra to ry  d a t a  on l i v e r  serum enzymes ind ica t ed  t h a t  t h e  l i v e r  w a s  t h e  
t a r g e t  organ, (1) 

This  test w a s  run  in o rde r  t o  determine t h e  t o x i c  e f f e c t s  of WR225448 a t  
a reduced dosage l e v e l .  

METHODS : This  s tudy was conducted us ing  t h e  primary test phase format of 
f i x e d  dosage. F ive  rhasus  monkeys were used i n  t h e  t e s t .  Four monkeys w e r e  
given 3.16 mg/kg/day f o r  7 consecut ive  days by nasogas t ro tube  suspended i n  3 
m l .  methyl c e l l u l o s e .  One monkey served as a c o n t r o l  and was given only 3 m l .  
of 0.3% methyl c e l l u l o s e .  The dosage remained cons tan t  f o r  t h e  e n t i r e  test. 

The du ra t ion  of t h e  t e s t  was 30 days. Blood w a s  c o l l e c t e d  f o r  l a b o r a t o r y  
a n a l y s i s  on 5 occasions dur ing  t h e  test; on days 1 and 8 (before  a d m i n i s t r a t i o n  
of t h e  test drug) ,  day 1 5  (dur ing  admin i s t r a t i on  of t h e  test drug) and days 22 
and 29 (fol lowing admin i s t r a t i on  of t h e  test drug) .  The drug  was adminis te red  
on days 14 through 20 i n c l u s i v e l y  ( see  Table 1). Critical c l i n i c a l  obse rva t ions  
were recorded on each monkey on days 14 through 21 of t h e  study. 

The fol lowing parameters  were determined on each  blood specimen c o l l e c t e d  : 
RBC, WBC, d i f f e r e n t i a l ,  hematocr i t ,  SGOT, SGPT, BUN, C r e a t i n i n e ,  T o t a l  p r o t e i n ,  
glucose and methemoglobin. 
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