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OBJECTIVE: To study the effectiveness of the combination o f  diformyldapsone (DFD) 200 mg and 
pyrimethamine ( P y J  12.5 mg in  suppressing parasitemias in  an area with known chloroquine resistant 
falciparum malaria. 

BACKGROUND: The combination o f  dapsone (DDSJ and pyrimethamine (Py) in the chemosuppression of 
chloroquine resistant falciparum malaria has been previously shown to  be efficacious. The longer half l i f e  
o f  the diformyl congener o f  dapsone should render this sulfone in  combination with pyrimethamine a bet ter  
chemosuppressive agent. 

DESCRIPTION: Six hundred and f i f t y  - nine semi -Immune study subjects from three villager in Prachinburi 
Province, Northeast Thailand were assigned to  one of f i ve  drug study groups. Subiects received a weekly 

, medication, under a double bl ind design, o f  one o f  the fol lowing: 

a. DFD 200 mg and Py 12.5 mg 
b. DFD 400 mg 
c. DDS 100 mg and Py 12.5 mg 
d. Py 25 mg 
e. Placebo 

Each study subiect was visited weekly; a t  which time the medication was given and swallowed under 
supervision; a capillary blood drawn fo r  a thick- thin malaria smear; and a history of illness since the 
prior visit noted. Following the drug phase o f  the study four additional fol lowup visits were made. 

PROGRESS: Five hundred ninety - three study subiects (90%) completed the twenty - six week course o f  
medication. Figure 1 shows that the weekly attack rates of new falciparum infections were lower during 
the medication phase o f  the t r ia l  in  the sulfone groups (DFD-Py, DDS-Py, and DFD) compared to  either 
the pyrimethamine or placebo group. I t  can be further seen that parasitemias were suppressed in  the DFD- 
Py, DDS-Py, and DFD groups in  the early phase o f  the study. An increased number o f  falciparum'cases 
was seen in weeks 7 - 8  in both the DFD-Py and DFD groups, while a similar increase was seen i n  the 
DDS - Py group later (week 13). 

Figure 2 shows the cumulative infection rates of individual study sublects in  the course o f  the 26 week 
t r ia l  and the subsequent fol low-ups. The data indicates a 4.6 fo ld  reduction in the cumulative parasitemic 
rate for P. falciparum in the DFD - Py group and a 6.4 f o ld  reduction in the DDS - Py group when compared 
to  the placebo group. 

The results of microscopy fo r  falciparum parasitemias are given in Table 1. 

Statistical evaluation comparing the various drug regimens was undertaken. Highly significant results were 
obtained which showed that DFD-Py, DDS-Py, and DFD alone were ef fect ive chemosuppressive agents 
against P. falciparum when compared with placebo alone (0.0005 > p). DFD-Py, as a combhation, was 
more effective than its component parts: DFD (0.0005 > p) or Py (0 .00051 p) in suppressing a falciparum 
parasitemia. Significant differences, likewise, were seen when DDS- Py was compared wi th DFD alone 
(0.0005 > p), and Py alone (0.0005 > p); however, a d i rect  comparison between DFD - Py and DDS - Py 
fai led to  reveal any significant dif ference i n  eff icacy (0.4875 > p > 0.475). Table 2 summarizes these 
statistics. 












