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OBJECTIVE : To eva lua t e  t h e  r a d i c a l  c u r a t i v e  e f f e c t i v e n e s s  of s e l e c t e d  expe r i -  
mental drugs i n  rhesus monkeys (Macaca rnulatta) i n f e c t e d  wi th  Plasmodiwn 
cynomoZgi mala r i a .  

BACKGROUND : This  i s  a con t inua t ion  of s t u d i e s  i n i t i a t e d  by t h i s  Laboratory i n  
1974. A chronologica l  r e p o r t  of t h e  methodology and r e s u l t s  a r e  a v a i l a b l e  i n  
t h e  SEATO/AFRIMS Medical Research Laboratory Annual Reports,  1975-76 and 1976-77. 
These s t u d i e s  a r e  conducted i n  a s s o c i a t i o n  wi th  t h e  Department of Experimental  
Therapeut ics ,  Walter Reed Army I n s t i t u t e  of  Research. 

METHODS : Rhesus monkeys were inocula ted  in t ravenous ly  wi th  spo rozo i t e s  produced 
i n  Anopheles balabacensis mosquitoes. 

A. baZabacensis mosquitoes w e r e  f ed  on P. cynomoZgi i n f e c t e d  monkeys. T h i s  
feeding  was conducted dur ing  t h e  second o r  t h i r d  rise i n  paras i temia  and when 
both male and female gametocytes were p r e s e n t  as evidencedby a blood smear. On 
post-feeding day 1 4  the  spo rozo i t e s  were harves ted  from t h e  s a l i v a r y  g lands  of 
t h e  i n f e c t e d  mosquitoes and d i l u t e d  i n  3 s a l i n e a o r m a l  monkey serum s o l u t i o n  
(1:l) t o  a concen t r a t ion  of 5 - 20 x 1 0  spo rozo i t e s  per  m l .  P r e s e l e c t e d ,  mala- 
r i a - n e g a t i v e  rhesus  monkeys were immediately inocula ted  with one m l .  of t h e  
spo rozo i t e  s o l u t i o n .  

Each monkey w a s  monitored by blood smears d a i l y ,  beginning on day 7 pos t -  
t reatment ,  f o r  t he  development of a paras i temia .  When t h e  paras i temia  reached 
5 - 25 x 1 0  p a r a s i t e s  per  cmm, drugs were administered d a i l y  f o r  seven days a t  
a predetermined dosage l e v e l ,  based on mg of  druglkg of body weight.  To permi t  
eva lua t ion  of  drug  a c t i v i t y  a g a i n s t  t i s s u e  p a r a s i t i c  forms independent ly of  
blood s c h i z o n t i c i d a l  a c t i v i t y ,  ch loroquine  phosphate was administered s imul ta -  
neously wi th  each test drug a t  5 mg/kg body weightlday. 

Following admin i s t r a t i on  of t he  t e s t  drug,  malar ia  paras i temia  was monitored 
by examination of giemsa s t a i n e d  blood smears d a i l y  f o r  twelve days and on 
Monday, Wednesday and Fr iday  t h e r e a f t e r .  P r i o r  t o  1 March 78, monkeys which 
converted t o  a nega t ive  paras i temia  and remained so  through post- t reatment  day 
20 were splenectomized and monitored an  a d d i t i o n a l  33 days. Those t h a t  remained 








