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OBJECTIVE: Pyrimethamine i n  combinat ion wi th  DFD has been developed and tested f o r  the prophylaxis 
o f  malaria. We have tested a single dose for  therapy. 

B A C K G R O U N D :  DDS (Dapsone)  i s  a iu l fone  wi th  ant imalarial  ac t i v i t y ,  but i ts  short ha l f - l i fe  ( 1 7  hours) 
d ic tates da i l y  admin is t ra t ion fo r  prophylaxis. DFD, a d i fo rmy l  de r i va t i ve  o f  DDS, was developed as a 
longer  act ing compound ( h a l f - l i f e  30 hours) suitable f o r  weekly dosage. Clyde found that DFD with 
pyrimethamine, g iven weekly, was e f f e c t i v e  i n  the prophylact ic suppression o f  bo th  falciparum and v ivax 
malaria. 

DESCRIPTION : Patients w i th  c l in ica l ly  mi ld  or moderate falciparum malaria were t reated with pyrimethamine 
5 0  mg and DFD 800  mg ( 4  tab le ts ) .  In i t ia l ly  a f e w  pat ients received a 2 tab le t  dose. 

PROGRESS: Three pat ients received a 2 tablet dose (Table 1 ). O n e  pat ient  was cured (S  response) but  
i n  t w o  others the parasltemia was not cleared in hospital  (RI I  response). 

Thi r ty  patients were given a single dose o f  4 tabiets (Table 2).  The results a re  given i n  Table 3. The 
over -a l l  cure ra te  was 43% ( 1  0123) .  

The cured cases inc luded many mi ld  infections. Genera l ly  the in i t i a l  c l in ica l  response was slow. In cases 
No. 2 and 4 the pat ients remained ill f rom their malaria on d a y  2 wi th  a high fever. In both pat ients 
the to ta l  parasite count was low, although schizonts were seen on the b lood  films. I t  is probable that 
DFD has the unusual e f f e c t  o f  c lear ing the parasites out o f  the b lood  in to  the deeper tissues. 

S U M M A R Y :  Single dose therapy  wi th  pyrimethamine 50 mg and DFD 8 0 0  mg was insuff ic ient t o  cure Q 

m a j o r i t y  o f  pat ients in fected w i th  falciparum malaria. 

Table 1. Falciparum Ma la r ia  Treated with 25 mg Pyrimethamine and 400  mg DFD. 

* Rill = parasitemia did no t  respond t o  treatment. 
RII = p a r t i a l  response o f  parasitemla. 
RI = clearance o f  paraoitemia fo l lowed by  recrudescence. 
S = cure 
NC = not  cleared. 
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